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B

4 [El, Phenol, 2,4-bis(1,1-dimethylpropyl) DMEREEIYID R 1% 5-F MRS L OEHE M, b N AT
BRSO BBIUOHERDEET KT THELRTTHILEHNEL T REREHFERD
N AFER A FHRREACBIET ARG A > TEMBUT, MDD Crl:CD (SD) Ty M #BRE %
0 (MR FyERal ) | 10, 50 22BN 100 (R 5-BAARFT 250 me/ke) DB TRAOK S L, 5
Fantk. BHEH TII CHIWTBEE M LB H LN ZEh 0, 5 12 BUBRO®R 5 8%
250 735 100 mg/kg IZEE LT, Eio, FH CITHMERBOREILER T, HiX 42 ARERE LRI
HIRRL ., MEIIREERRB LI OEORIENEZ ML/, OFEMOBEIEMIL 50 mg/kg B 58 CFEAMHL
7o

Tebb, BRI OWTIE, 42 AR5 L2 RICHBR U, 7235, 0 88X 50 mg/kg & 5-H D% 5 #i
% 42 AT E L%, 14 BREEESE THRLU, D 0 3L 50 mg/kg H5-HEIIZELRT 2 HH
BLOKEHIM, R ELCHE 4 BECEABRS (5 B5:41~44 BRE) Lz, RECHIXE
RupsE, HERIIHEE 4 B, BEMRIIEE 5 BICHRLE, $2, Mk 0 8L 100 mg/kg B
BRICEROVTIAMNEERT, 42 &G U2, PEEHRL, ZOO¥HIT 42 ARG L
#. 14 HEEESE THRLE,

1. HEMWFT R

A RHORECIIHRE 6~13 BIZ 13 FiF 9 Filps, HECIIE S 6~9 BORMIC 23 FilF 12 HIH5E
THDOVITEEFEEL2VEHEBZ U, 2008 T, #5 2 Ab—RREBIZER DL, KBS
W Uiz, REBFEREOHKENS, R CIIRERBLOHE O RME I EtH D I L HFH I
BOLN, LEROEE, BEOBT LR OB EES-,

BB O—REBOELL T, BEZRO—IBEOFEES, HETiX 50 mg/kg LA LB G5HIZ,
HETIEYT T A M GEATELME) D 100 mg/kg B EFFBIOEIEREL T L 720D 50 mg/kg 5
BT, T, BREED, HER L U774 M (FEASECLHE) D 100 mg/kg TEFFICH R INT-, BIEHRH
FZNODEAGITIHEE LT,

HeD 50 mg/kg LA EDFTEFECIITIEHEND, 5 WM P L@ T T REEL LKL CREICHR
TAEMBHRLNT, EEHFE P ER BRI Uiz, Y770 ME GERELME) o X OEERMAEL 3T
L= DR IZ 1L, Phenol, 2,4-bis (1,1-dimethylpropyl) #% 5-1- LA EN B EI N h T,

PRI T, 100 mg/kg B EFEITIVTC, HETIZRESBIMERZRL, HECIIA R ISHMmL,

BERERRE T, 100 mg/kg RGOV T 71 N FEATEIME) IV T, B REB RO PBES
nic,

MEZERETIL, 100 mg/kg FEHOBEIE VT, MERERBLUONI )y MESEA L, ARl
BRELBWAEMER U, E72, ubar EURRIOER BIONEELE S ba R FRTF U RERH D
ERERBPBEINZ, 100 mg/kg FHEEDOYVT T Mt (FEsSELME) Tid, FRMLBREL, MLARE, ~~

6
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"V MEBRTA UTz, 58U 7- T, 50 mg/kg B EFEZRW T, SEH AR MER I 318 A L.,
HRIRMLER LD,

MR EACFRE TIZ TADV T4 R7 74— BIEHOEIMMERDHED 100 mg/kg #ERFITTRDS
iz,

FEEENE T, YR TRECATIBE O8NS, BT 50 mg/kg ML LD ERET, #ET
17T GERELME) D 100 mg/kg B 5-HET, /3L 7Tl 50 mg/kg B SEETROLNE, &
NHODEITEIERICIEER L, Fio, MIBEZOREMA, #5 MBI OEIEHIRK TRILIZ, ¥
T-FA N (FEAZECHE) O 100 mg/kg ¥ 5RECBIES N,

IREAHRRERAE DR R, 100 mg/kg BEHHICRW T, ETIIBIBRO R E RO E I R R
RE B L O F LD, #E (V7 7 N FE2CECHE) CIIR B ISR MR ME A3, T2t IR
DELIVBIERL TRES T, UL, BEIEMRE T#ICERLE 100 mg/kg #5-8 (771 MEE;
FEAZELME) OB FRE Ti. BRI E RS SNBSS0, B EHIMK TRLY
FREEITIERL TV,

Z M, FERZERBIE, HIERE., BERIIMEOWTLOBICB O OB E R 5L
FEIIRD O oTe, T, B WK TRIC AL MEEERE, MIRERE., IIEELFRE,
REEOEAITEE IR Z BRI T,

2. TR A FRFT RIS LU A EFT

MRS, ZZBECRGR . FEIREIR . B E. BRE FR BRI OHERITIIHBRMER 5L o0 %
iXHbigholz, 50 mg/kg WEREIZEBWT, BEMO—BIREBE(ITERT2LE 2 b3k
FETRBL U4 1R BICHRSEL 20 EE R UIBIA % 1 FIRRO LI,

ARHER, AR FARBAR, SnR FEBSIOHELIIIERMER 5 L5280
bR 0Tz,

DL ED#ERD D, ARBREMTIT81% Phenol, 2,4-bis(1,1-dimethylpropyl) DB EMWIZ 5T 5—
B EFEE R, —BRE, AR, RRE, MKRFRE, LREERE, BEEE, WEM
BFEREORERIOMEBELSHIZ 10 mg/ke/day, £FERAFHELZN R EFHEEBIORIARIE~D R
HEHEEZ. WTHWOREEBICODHERYER GICLEEZBIONIREEBIIALNR ST
50 mg/kg/day &HIErET-,

SERERY

HEHES ~ POAELRT (2 W) BIORESF T (K& 2 B | 2OCICHETIIRE MK TH% 2 3
IR EB%:42 AR ., RECHE TR 2B CAEMH(HE 4 BET. &5 0%:41~44 H
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1) 12, FEATECHE (V7T A M) TIIiEL RIREDHAEIZ Phenol, 2,4-bis (1,1-dimethylpropyl) & 0 5-
L. MEHET > Mot 2 RER G- EHERB I OEIEY, 20 WICAFEREFERBIUOHAEROEFTICRIFE
BRI OWTRELTZ,

AEBRHARFSA0& GLP

ARBIT, THH LY EEIARDRRD FIEICHOWT AT ALBIESART A1 CER% 23 4F 3
A 31 BAHT FERFE 0331 H 7 SEAFBHEEERLFR. ¥k 23-03-20 WFE 5 SREEES
BOEEERE. RIREIRE 110331009 SREAREGREBRBR@EMN) ICHEL, [FiElF2DE
FIRORBR T EM O BRERR BT 524 ) (R 23 4F 3 A 31 HfH) KRS 0331 & 8 BE
AFBEEERELBDR. FK 23-03-29 WEE 6 SRFELHANEEERR. REEREE
110331010 SERIEE R EREBOR RREM) 2 8FL TERLT,

ETOERBIEL, [BOTHEROEBICETHIEE) (B 48 £ 10 A 1 B HBEE 106 5, F
FR 18 £ 6 A 2 H —EBHIE). [EREWOFEE K OIRE W QNI EROERBIC 28 %#E | (T
18 £ 4 A 28 H, REHETHE 88 5) BIOIEAGBE OFE 42 EMEEICK T8 ERE
DERIZEETDEARE ) (FRL 18 £ 6 A 1 H, B 0601001 5) ##5yL, [MEEARHIES
R F—REFRTEYERICET25E (EF 24 10 A 1 B, FRL224F 10 A 1 BB IZ
ESOTEMBLI, ARRICII DB ER L. BETETEYERE B SDEELLIT, AR
SHhTWD (B EFRAFRE 5 :1110265A), 728, ARSNI- B ERFHENODOE FITh T,

MR ERE

1. HRWE

WER'E TS Phenol, 2,4-bis (1,1-dimethylpropyl) (3!l : 2,4-Di-tert-amylphenol, CAS No.:120~
95-6, 3 FF: CetlysO. 73 T8 :234.38, SMEL: HA~IZEA Y BEOF S Q0°CTREIE) | S :99.7%,
B A% :143°C/0.5kPa, Bl (BERER) :26°C, LE :1.0123(20°C) , mvh# B : XPX4F, Annex A, LA,

2,4-D7AP) | - o sswmn s 2011 % 9 B 21 7)) EmRECH

R YT (EBPUE 3~6°C) TIRE LT, 2,4-DTAP DREER A RITTRT,

OH CH3
C—CHyCH3

CHj

CH;——C—CH,

CHyCH3
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PRE O, B S BIAR (011 4 11 B 7 B) BI OB SR T% (20124 1 H 30 B)
I BB SETTIC T — ) S AR A Y EE 3 (FTIR-8300, [ HEBUERT) 26 L . JeBikic ARt
L AT MV (B B : 4000~400 cm™) ZHEL TR, EFIERD 2 DDARTIUITEELA
Tein e LRI E & AV CEREL - 38 GRRE £ G-11-031) I TRERSN TS,

2. BB L OEE L

BAF+—NVZ-UNR—ERAE L Z—L0 8 @D Sprague-Dawley (SD) 3% (Crl:CD (SD) . SPF)
Zo i 62 DL, #ff 103 FEABEAL, 12 BFIDNAELZ, AWM BbEH T 15 BH, RELAFTRE~D
BMbo=fE L, ZDOEER ., Bio—iREABEL AW A (A 1 B) BLUBREKT BIZ
(RELZRELEZ, % BB P EDORIZT =V U THIHEE B2 L. AT/ — IR E
= R L UEHLE S ETA LB — R 28T GBI LT, £, B OWOX, A%F 3 B
ot H ., ERAMEZEE L, ABMOAMNIFBIORER TROKEIX TEEO®Y Tho7,

B AT H 20114511 A 21 H

ATrEFHAE JHE 234.0~262.5 g, M 186.3~219.5 g
REHKTH 120114128 5 H
R TRHAE HE 330.1~413.5 g, M 228.9~300.4 g

B - BIHE DR, MBI 1 Hl(BULEWME S 31 &) TP Roiichs, EDOMAR LB
WZRWT, REMR P O—RREBBLOHREHBICREIIRO LN o7, MBI Tix, —fRIRER
WRERALNE | IL, HAM 4 HOWAHOEIESZRD LR 13 BRI, RERIE{LE
Ve R ERIC KBS T RAT o7, BES T U B —E 08 E B2 H0Y T, 7= TR
CEMESEEHRL, AEO RSB —FICRRE S B IUOBWESLRALTCEE
AT e, BT DIERIL 72BN 10 U, #EBhiy 17 1T, AR IO —IRBOB S/ R
IZEVERANUTE 14 IR TREEEL. i B BICERLE, ,

BT AIEE 21.0~25.0C, BFABE 40.0~75.0%, HMKFREN 15 B/, B2
12 R (7 WE~19 WF) AT, 12 WERE (19 Re~T7 BE) AT ISR ESN M EENT, &R EMKR—
(220w X 270d X 190h mm){Z 1 P92 (RRECKFIE 2 ) INAL ., EREE (CE-2, BAZLT) &/KE
K (EHHAERBRA) 2B BICERSETRE L (2L, #E8%., D ikLIEwe b Y75
AMEOBYIL, FERIRNIC RS T) . MBI Bl 2B OV, iR 18 BDIE 4 BET
FoMNATTAF o7 SIS/ — (350w X 400d X 180h mm){Z 1 PEdDUNAEL., KEE L Tk VL7l
Fo 7 (A=) —r BRZRAT VY —) EEEHE L, FAE MR OBMEOREL 23.0~
25.5°C, {BEEIL 42.5~70.5%CThH o'z, T, G Uk, REVK B X OCRE O ST RIL, WThd
BEREFIEECRROFRRANTHLZ LR LT,
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3. BERKK
1) g

WS EETEL, (G~ reoav, 8 T 7T 27, fiEER B VIR1728) IZIEMRSE
5.0 w/viIEiRZ R LTz, EBIT 5.0 w/ VISR EZFRICE > THIRL., 1.0 BROUNT 0.2 w/vhiaiRE B
FERICFRB LT, AR 7RI RIR - O T (ERIE 23.0~25.5C) TRE L. BEMEDRIEHIFH
PICER LT,

2) ZEMRBR

REPFRFIC, WEIZEID, 0.2 BED 5.0 w/WHBEOREREIZOWT, iR, EHREET
(ERIfE 21.8~23.4CHITBITD 8 AMOLEMEZMEALE, ARROBMERERIEL- (BE
PEFBRBAAS H (201142 11 A 21 H.8 HH:20114 11 A 29 H. Annex B),

NEEDHE

ABRBOVIETRR KGRI 12011 48 12 A 5 B2, 0.2, 1.0 BEV 5.0 w/vhikEDTH
MBAEOGBEHE L, TORRE, FHERITRABERRED 93.8~97.7%ThHY, FHEMDIX
B OEILIEHED 98.8~101.6% THLEREFANIZIH 7= (Annex C-1),

Tz, BAEBOBREEOZEE (250 mg/kg 75 100 mg/kg) \ZFE L5, FIENCHE 53 B4 (FAEL
H:2011 45 12 A 16 B)IZ2WT, 2.0 w/vEIREDOTEREDOEBERE LT, £OMRER, FHE &
IXFRARERBED 95.9%THY, FEEEDIESH>XITEHMED 98.6~101. 1% CHREFKHEHNIZH T
(Annex C-2),

FERIEPOWRYEREIILUTORETRE L, 5HRED 1 mL ZIERICLY, 2-7 13
S IVCHRRUIZ1E, 7ER=NATHIRL, REHAK (0 1 pg/mL) 28U, 5Z. 8 40°CLLF
THMRL TN LR ER 50 mg #HEHEICEY, 7 Er=NUUVICEEL ClEERARL, ZHERK
(%5 0.5, 1 BELU 4 pg/mL, FIEE n=1) ZFARL 1z, REHAR B L OEERRE UL TR T =ER
tkra<h757 (HPLC) RIS ZDBIEL AR EBREOIER LR ERE W THBERET D 2,4-
DTAP BEZH L,

HPLC HIE &M

Uy danty Aoy EIEEERE GRIE B & 225 nm)

ST T A XTerra RP18 (N£E 3.0 mm, £& 100 mm, H7F£& 3.5 um, Waters)
BEH R/ TEN=NIIRHKE (4:6 v/v)

PR 0.8 mL/min

AT LR TEIREE 40°C

PUBHR E R BE 10°C

ABHEAE 20 uL

F—MMor Y= 2BHER 7= I

VAT ADEEE HIE BRAERIIS LOVIER THRICEEERK (B 1 pe/mL) % 1 [E$ O8]

10
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EL, B — 7R RS L OWRE (Y —2 miE) O£ &) (R EBRERTIC
SHTARER THRORES) 2R L, REIOFRRERET, ©°—7{%
BB 23 £ 3.0% LN, B — 73R EEDS 5.0% AN & LT,

4. EBOREBLIOEE Fik

ARROB GBI, AR % VN TIT 572 Phenol, 2,4-bis (1,1-dimethylpropyl) ?F >~ Hu>
DR G EM  ATERAEFMNHERR (FHRAR) | RBREER-11-002) DR VELEICRELL,
BE. ZOFHRBR TRV R E B LOBHAIARBR LR Loy b AV,

TR TIL, 0K MyEa=s ) | 250, 500 BXLU 1000 mg/kg @ 2,4-DTAP % 8 HEERDOMHE
SD %7y (&FE5IL) I 14 B, KEROBEE L, ZORE, 500 mg/kg LA LOBEHOLHNE
W, MIERE B b— R BBICZE LD A D, &5 3 BAD 6 B ECTOMICEFINETHIVITER
FERRRERVEIR LTz, ZhHDEDO— KRB LU R 5. 500 mg/kg LA ED 2,4-DTAP @
BHEIZED, F. i, Bl E 3@ b s L1k,

14 AFEEICIVETBRO LD -T2 250 mg/kg BEFETIE, %5 5 B URICEKER 1 6l
BEshic, ¥, %5 9 BUE, 1~2 Bl 5% ICRESRD b —BED L ThHoTz, 7k
B RBELERICHER L0 5 14 BIZ 3 BIOEENSFHTEIOKE (REE0RE 12 A) LR
THOFMTID Uiz, UL, fhod 2 Blide BB L R mLT-,

250 mg/kg HEBDOTMROFRER, B BLOMICAIRMZBRE IR0 o708, BiE Tk, AN EK
ETAHIBBEINT, L1L, WTHhOZE{ED 500 mg/kg & 5-FEL LB T E ChoTz, Tz, it
BLOEIRERSK BEL B CABICEMU, M EREOR R, R, ~<r7YyME,
i858 B S RBE LR L TIR T LT, MEAELFEREORHR, BERBRERBIOT VT IVRE
ZIIRIoToD, A/G DS 250 mg/kg BEBEHC CIREE R U, FIBORBIEEE ThD AST TEHE,
ALT FEMEICIIXT RBEE LB U CE i oTe, Fio, oL A7 u— VRE NIV ETARBE, v~
GTP {&HE, ALP {&%, BUN JREE. LDH {&EMHEidset BRI L L ClRiEa R Uiz, ZH D FigR L OV
EEEDOHEMIZBEEL T AR E I o7 B (kB 2 b,

AREBROB 5T T HRBROK 3 542 HR) THD, 250 mg/kg @ 2,4-DTAP i, fflgB L O
BB RIETLEZLNDD AT EE LT AL b7 E TIdad | R E O HES)
Wt 2 —REEENEL, SOICERBE~DEELFTMNS TELLE IO, LIER->T,
14 A O SICIVFBRR L ORI ESRO O AR THS 250 mg/kg ZARRICKITAEH
BEHORGBICREL., BIT., A 5122255 &% 50 mg/ke. LA E% 10 mg/kg LT,

ARBRTIL, MBI RELAT 2 WA, SEHIM (14 B ) 28U CHRATE £ T HEE 5 R
42 [) | MEEVIIIARBCAT 2 B REHR., AR EL TOBBOWE 4 AET, ZRIHED
Mo T-MERIRRRT B £ T MIR SRR 42 B) | REBIIHMRINB DL -l HET A
(R 25 BARY H) £, RO KAEBELTE T 272D B LI 77 Mgl 5- 42 B
EFC.EAMC 1 B 1 EL1 B 7 BL AR B 1L o~11 B 25 ) IR E L, BEERIT

11
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5 mL/kg &L, MEHELHICRFTOBE B DR ELEZRICR SHRELEBLE,

2B, dREIIE G THI M Ena M E RIRRkICR & L, RS ERIIMEET AR AT,
FyMNABEIC I omER AR EL L,

ARG OERBLOBME B E LTI R,

. BREE RBE ®REFE BhE T
B BEWE -
(mg/kg) (w/v%) (mL/kg) 1 i

1 W(;Z;;’“* 0 0 5 M01001~M01013% F01001~F01013

2 2,4-DTAP 10 0.2 5 M02001~M02013  F02001~F02013

3 2,4-DTAP 50 1.0 5 M03001~M03013%  F03001~F03013

4 2,4-DTAP 2509 5.0 5 MO04001~M04013  F04001~F04013#

5 MyEIIY I ' _ ~
) i 0 0 5 F05001~F050104

6 — ﬂ) — ~
Grrigy  LADTAP 250 5.0 5 F06001~F06010#

a) BEI12HH5100 mg/kglZBE LI,

* BEOXTIEEEL50 mg/kg B S HOEYE S ORENEHFIIXEIEBREIHL,

# MEDABERB I OO EEHZ100 me/ kg BEBEDOVT A MNEEL, FEEHIIEEBLRICH U, o3ROV
TIA N (55E) DB F O REVSFIIEIERERCMHLE,

P 5BA% . A BRI THED 9 4, Mo 12 51 (4 &8 . 6 ;4 5) BSFET-HHVITYEEL
ROGIHARZRUILZENS, 5 12 b 5-E% 250 235 100 mg/kg (AR L TRBREZME L7, [F
HCITREREOREILIHEE 312, BECIIRER 53, M CIIRER SFERB I OREMEZ T
FTHRIEEU, Lichio T, EDAETER 4 BiliL 42 B, MEOEAEE R G Lic 4 BLO 6 BOAETEH
11 Bl 77 MEE LT 42 B, R 52T, BRI 2 FEORE ML, 50 mg/kg BEFETH
L7z,

¥ 5 12 HEAF, 100 mg/kg B G RAICBITAEFHIZLLTFICR LU,
B5E BE BR55E BmEE
(mg/kg)  (w/v%)  (mL/kg) HE 1

4%  2,4-DTAP 100 2.0 5 4451];  M04001 5; F04001
' M04004 F04004

M04009 F04006

M04010 Fo4012#

F04013#

6 2,4-DTAP 100 2.0 5 - 6#; F06001
F06004
F06006
F06007#
F06009#
F06010#

#H REYDHE

* AP ER A ERE T VT I/ LT,
# EIEBEICHLE,

12
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5. AR

1) & (Fy)

O—xRBOBIE

2HZOWT, HESETIEERD 1 E, f#5HE I ER%OER 2 B EBELUE, 35T,
FERDBFBLLT- GG, Wil BlE 2k LT,
QEE B LUERFBEDOBEIE

BRI RERBLOTHEROOLEMFR SFORENE 5 %, HEWII 75/ MEG )
OEYFEZFORENE 5 #l, BIOEHER (4 BXO 6 #) 0 5 #l (@E¥HES F04012, F04013,
F06007, FO6009, F06010) Bk 53 A (EI1E 1 B)»H 14 A, A 1| Bk, giEIRLE
FHIET, kBB,
O E R

MEHEBI IR T B B 5 7, 14, 21, 30, 36 LN 42 B, EEHIB PIXEIE 7 8L 14 A
(2, ATV TR L DRI BIR 21T o7, SHIT, SBIIIHE 0 HA>5 4 B ORIZ 1 HiE
2T, AT, Wb 13 BF 10 4 ~15 B 29 £ DORIZIT 77,

£T. = VBILTOBREELITV., F— ULV HTIRICAREZBEL  /F¥RE L TOBE:
FTotz, fEEE BT, 01, B8 BRITH). LB, IRE. IRE. &8, /R, 517, HRITE,
FIRATEY, ZEREUG. & 3<A W, B, HEIR., PEE, Sficx 250G, MERN, BARR%
BRI,
@HErEM A

BT, B 5 42 B OFFMRERBIEIC XX, £8 5 flicOWT, FRICKT§ 2B A ERIX
ISEREL, BARE, AREREERIEL, 5 39 BICRELRL, METI, SIS 5 Ricks
HIRIASIEE LI &8 5 Bl oW, FMIC KT A EB UG, 1B 01E, B R ESNEEZREL
7o UTI7AMNETIL, 85 42 B OFFMRIERBIERIC5 1 &hex, B/ 5 Fli oW T, RIBLT D%
HEBICEREL, BARE, BREBREIL, BE5 41 AICRELEL, SbIC, BREBEHBICE
MELIZARE T 2,4-DTAP &R 58 CHREHFIE BEN A2, EIfE 14 A OFEMRERBIER
i B HEEIC oUW THRER A S R L=,
(1) B xR EB S

FEAT A BEALECS UL, BERBRCIS . HMB AR R MM (BRE ) SOA . T4
DHEERELU,
(2) BAME

INEVIBIBIE S AT 2ERAWVTENZRE L, FBPORIKBIOREOE 1EEhETh
5 EIHEIEL ., BE iR L OB AREE BRI LT 3 BB /EO FEEE R DT,
(3) BRETHIE

B JEB B E 45E& (SUPER-MEX, =HTHHR) & AV T, 20 20 B 3 ES & (KEGEKE

13
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LS EAVEIR) ZFHAIL., FHEMENE 5 SEIcEFH UL, EHEIBFTT 14 B=LL, BELt
12 BRICHEL T, RS EWIT, RAEERNC 14 SRISEML . B0 B REBHEZ AL
77
OFERE

BEBI OB OV T A ML, 85 1.7, 10, 12, 14, 17, 21, 24, 28, 31, 35, 38, 42 R, [H1E
1,7, 14 RBIUHIR BICREL, MEWITRE 1,7, 10, 12, 14, 17 B, 4H4E 0, 3, 7, 10, 14,
17,20 B, "% 0. 4 BBIOHIR BIZ, S0 HRI 2> 7B Criidk 26 BHY BIZHE
ELT,
CEFEEHE

KB I OB OV T 7 MNEE, 85 1~2, 7~8, 14~15, 29~30, 35~36, 41~42 H. Hl
6~7,12~13 HIZHEL., Y7 I MEDO AR S 21~22 HIZHHEIEL, HBITHRE 1~2, 7~8,
14~15 H BIUMLYR 0~1, 7~8, 14~15, 20~21 BZLNIHE 3~4 BIZHEL,
ORBE

MBI OOV 77 MEERERNREL, B E 37 BORBTIIER 5 Fl, /-, EE
13 BIZBITARE CIXEIEFSFIZRELE,

#5537 BORECIXY AOE S, BE 13 HORE CII—RIREBOBRK TRICEIYE
R#T—VINAEL, LLTOEBIZOWTRE L, 72720, - BE ., RBRRKICIBERIO
PRUCHVE, SRIRBAIATEAY 4~8 R OBE S CRILIZER T, ZOMOE EH TR 24 BROZR T

1To7=,

IHH RIEWE i ARk 28
B - BE Hz
pH-#M-FEH-FE- bk RAEE F—3ar A7 AE-4020 (T —2 1 A)
ey ) —g - EY e [k FE
RE FHE AR Y H—
thE T TNV B EESU-202 (2 /L= IR5E)
TR AAA U PRPE AAVERBE B ERESITEBEACS (TN 4-)
HID LA REE mE [k ‘ \
ERALT B Ak EH=

L1 E =3

BHLEL2BIOMEIZ ONT BYAT 3 BLERMZBEL, HoTH%. RS RELIELE &
VT ITAMEL RS EHIDIEAAT BEAZER L, HFBMOFRIBHR ., REVPHERINDIETHEYZ
BELT, e, BZEOEHRERR B BRI LOREHILHIENETO B EOFE) 2EH
L7z, 7235, HAIEIZ 4~5 B ORI CHEABDEIRL CW 28I IEE LWL,

OLIH

#5 15 B 15 BF 39 4380, 0, 10 B8EL T 50 mg/kg BEFHZRBWT, FIBENOMHRES 1 3t 1 T

FESE, BEL0EE. BRE2MRL. FETOHOBIEAZERL TSR L, BRICER

14
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HONTBIEA P IS FARSISN B RBREIMEL. ZOBEER 0 BERZELTH
JREMHEL. ERICHRE Uiz, REMERBLIOIREORTICLY, FERGBOORZEMR A ETD
AR LU EDOMICENF L= REM O, ZRE((GREWE/ R AWTZBE) X 100, %) .
SEiRER (GHIRBV B/ R B LT B E0) X 100, W) #EH LT,
OFEHR - 73 - W B IR B DB
REPHERRS NIz 2F% AR OIS, DUORERIL, I 21 AEY A0S BASwRsh
HECTHEBITO, AT 11 BFETICOBRE T LI OWT, ZORZEE 0 B (H%AE) &L,
S PR BB D E BB ST BEFRERBMIC OV TTY BEEBE TR > EMIZ OV Th, ok
BO—RAREBRLOERORENSRFE OB T W LIz, kit HERELHE 1~4 BO
. ERBRLL, SiELI-2GIOERMK (FR 0 B5ok B £T0 HE) 2R, FEHOHE
K[ (4R EMES/STIRBMED) X 100, %IEEI L, W 5 B OFIRIFCIIEIC OV T EAH
MEE T CHRARAEEE . TEICOWOIEREE A . FRE ( GERE/EIREEE) X100, %)%
HHLUE,
@i
WTIVLAFNAT 18~22 B RS-t HERRERNLLUTO 1), 2). 3) DIRICEH %
Bz TRMUT, BEOR 54 TREIRCIIARE 5 6. 118 156 BB 5HBR CriEE fl2p o
MAEAT o7z, Fio, MEOR G T RFHRE T, I OWTHE 5 BICREYIREEL A5
5 B, T FAMEOB ST R CIEAHE 5 f, 48 15 B ISR 2HHR CIIEE G 26 T L
ZiToT,
1) MREREMR FUEEA 7B No A
2) MEFHRAER HUEEER EDTA-2K
3) MEAFERER PUEER ~ U
@K FRE
B REIC OV TU T OEBZRE L, ftEEFLL T/ BTN Y LE AW TEREL
7oL D % 3 BEL T, 7 abal B U R B L OTEH LIS b R 7R F R EZRIEL . €
DOIE B i3 FTEEEHIEL T EDTA-2K 2 HWCEREL g CRIE L,

TH B BEE 137 A A
FRifnEk%X (RBC) ERIETREE MR B Bt k@
XT-2000iV (Y AAyJ2)

A Bk (WBC) ?@%{?;V~*f%)ﬁ WieZa—H%AhA @k

H Bk 7338 Eili= il
AR AR ML BK 2R (RET%) Ak R E

3% & (HGB) SLS~EZ a9k G

AR IMEREFE (MCV) 28 (HCT%1000/RBC) Eill=

i/ MRER ERIEHUR HE Bk

~< b7V MH (HCT) Eil Eifi=
%ﬁﬁ'ﬁ)ﬁnﬁkﬂn@.%% 24 (HGBx1000/RBC) Gl

MCH

15
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EHH HE i &=
LYy IR MK M 5 KRB E FHE (HGBx100/HCT) iR ASE Ay T
(MCHCQ) XT-2000iV (YA AyFR)
EMEALE ey R 79 AFy  SeEELR HE 4 B 8 i ik B E 1 E
BEf (APTT) B CA-1000 (ZZAyIR)
7'abay b VR (PT) Gl F_E

OmEAELFRE

TSROV T TOEBEZREL, FUBEEAEL T~ U2 AW CERRUZME»S
M8y BEL CRIE LT, 728, Bbh/- o —ifid AR IC B3 2005 (T3, T4 BIO
TSH) BIE M LU THAERAE (-T0°CELT) L7z, FIRIBOFREFERERBLOZOMAETOREEHE
DFERDND | AR E TR IR BB IS EE RIESRW LTS 728, BFIRIBRVEVEIE

WX ER L2077,

IHH I EE i i 2
MEBRE(TP) Ly bR HENOTERE

JCA-BM6010 (B AFEF)

77’32 B (rALB) BCGik Ak

7 - A EE ~¥V% %"+ G-6-PDH%: E

KoL AFu— VB EE AV ATE-VERVA = -HDAOSE [FlE

NVAAGZEN - 3::3 GPO-HDAOS (7' VeV i) ik .+

I REEIRE Y ARVE—1 - DAOSTE Eills

RFBZEREE (BUN) VTt -GADHEE VTV H#EESR L

IVTF=v PP Jafféik il

v T IWVEIVNT VAN T FH =1 IFCCik Cill=

% (v ~-GTP)

TV T A7 74—t 1EH: (ALP) GSCCik il

TANGX VBRI )N v AT 27— IFCCik Rk

# (AST)

TI=2vTI) v A729—2 &M IFCCiE [F_E

(ALT)

FLER K SR BESR TG M (LDH) JSCCHE#E LG IE Fl_k

vy bR (Ca) OCPCk Eilis

LT Ve P BERE Eills

ALYy )77 VR E L Eils

NEHBRIREE BERY AV Tk il

A/Glt #+8 (rALB/ (TP- rALB)) Bl
FRYAL A TR EE (Na) A4V EBRBIE EHBIERE SRR

EAQ5 (ZATVNT4-)

AL 4 BEE (K) Cill = [F_E
BBV EEE (CI) il il
BERBIOHEEER

FET-HIEIE T RERR H IS, SESEEM ISR AL AT L7z B, BB B X O T T A MED R
SR TERRRANIRE 42 BOR B, MEWOSGEFIIHTE 4 BOBBIZ, REIILIEASHRL
IRho7- M (10 mg/kg EFED 1 4 BiE 5 F02012) 134E4E 26 AR Bz, £ERMSELTL
Tl R BREED 1 41 BV &S F01005) TIXEME RS L RIS, HEMBIOY 77/ MNED
[EHEBLEHIIESE 15 Bz, ThEnRLEZ,

16
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M, MEAECFREELERTI8PIE NS —)LF Y SRR T TR ML, Zh LA
OB I I SAEF— L N Y LEREE T CRILBES 72,

72k, BB LS D EBNZOVT, M, FIRIRIS KON B /ME R, O, PR, BN Rk
B REER. RSB B, ATSIR (IEAIZE) B I UEE (BERE &) . IR, TEOEEZHELZ

Fo, 210, T, TERE, RERO—F—R) . B TIRBIOE TR, &&. FRIRBLOL
BN, BRI L OVE 32, AT, BNE. M. M., I, B 2B, =85, B,
5. BiE. B, THYLSEL, BRREY S, R, FR LA BiIIR, BRI ONEE R, 51
B.FE B B, REREBIOKRERE B, B, B LR, BIOREEHEERIL,
R, REEMLS OB LORE XL 15 cm AL TOES T, KENIC 10% iRl
NV ESIE 5 mL AT A EALBEEL TP LU CRIEERICIREFEL, BRI U R B
7T AR EE (BRI 109 RIS < U ERIR) L, TOMIE 10% P R E V<) TR
WZEEL,
OFREERERE

BEHE IR CTHOWNIEIE B LI-BEMEE . 100 mg/kg REFEDHE, Skt IO
FIANEDEH, 50 mg/kg BGRERL O RBOBIRSN IR IO O LS 5 61, 7
FANHEDOR R 5 B2 REL T, MBFRERNRFE O~ A PUEAR (H-E 4)
ZERL  REEREREEToT

FORER., B EHRIE TEED Y754 MEE (M) 1235V, 100 mg/kg W SR CBEISN-BIHE
B OGN RBE OE(LORE NI BB LU CHEBICHRLAZZ LD, EE K T RO
YTFA MEDO R RO B 5 Bl >V Th IR R E R T,

ZOfth. FIREFICRE T BB OO &R O 1 6l (. BaliR, IR | #oxREEoO
1 6 (=) . B0 RETH L F (iR, 8. B KR EF 2 41 (8. B, Bk, 55 .
FERED 14 () ICBELTh, RERIC H-B EAZERL ., WEERERERT o,

2) HAR (F)
OA R DBIE

HE 0 BICAFRBISIUSE T REE MR H A T, MBS LUNRFHOFELBEL, &
M [ (ERE/FEHRIRE) X100, %], AR HER] (HEA R/ BEREE) X100, %], HER[ (£
Y HH EEMER/ SRR BN ER) X 100, %) B L O AR (HIPEA R E/ERE) X100, W] E2EH L7, Fiz.
HE 0~4 BET.EH, —BRRBLBEL. EFRHBLFECRBE MR L, FIERAETFE
[(HE 4 BOERK/EE 0 HOERK) X100, $12EHLE, EFRICHOVWTL, IHE 0 BLW
4 BICERDOEELPEL., B LICHERERI O FEEL R N3 2LEBIC, HE 0 HBL0 4 BIZ
i AR (A R 3/ #8430 X 100, %1% B H L7,

@FIK
RERRARTHOF ELBELCGHRL, 10% P HEEER L) BIRICEEL CTRFL £

17



A% 5 R-11-003

FIRITHE 4 BIARAHORBLZBEL TERT7AFRARE: T I BEES S THIRL. N
WEREOREOHR LB,

6. T — & DFFHTIE

PERBIDOZL LB DR | R R, ZHFRIZOVVTIX Fisher DEBFEEREEIT o7 (A EAK
#E:5%)

2,4-DTAP £ & EHOFRBHEEFREFTRO>S, L —FH i L RE AT 7%, Mann-
Whitney @ U #REIZIY., BT L —FOEFHEIL Fisher OEBEREED FAIREIZLY. 2,4~
DTAP &R GRELK RIEL OB OF B ERE LT T (B EKYE5%),

FOMDT —HL, EERZEICBLNTAEH DT litter ZEDFHEE 1 IERLL, VTIANERND
DUNTEDMDFEN T L 7o, ZOEE, BT OXIERD 2 BOBEITL 3 F REELITH. AEZE
DRBRBOHIVRITIUL Student’s ~ t REZEITo7, F REICBWTHBEZEDPRDOLNTZIH A 1T, Aspin—
Welch MeEZAToTc, MATOXREH 3 BELLEDIZETL, 567, Bartlett D HFIEIC KV A RO EO—ER
PEZDOWTHRIE (B BAKHE: 5%) 21T o7, BB THIHEE L, — TR BROSBEST (AR
IKHE:5%) 1TV, BERICE BHSROONDH A1, Dunnett JRICEVZ BB E1T o7 (B BAYE:
5%) o — 7, WTNLDOBETHEN 0 LRDGEBIUDEN—HETRVWEAIZIE, Kruskal-Wallis @
JEAZ AR E (B HE :5%) 21TV, BERICH BRI E5E1213. Dunnett BOBREIEIZLVEZE
W AAT o7 (HEAKHE:5%),

FRIBDIENTEGH-HBROEEEICEELRIZTHRVOHIZTERVRBRHEZIZEDLE
hof-C&

2011 4E 12 A 14 B, B @HE 5 M04006) D& P HI/ESERFZ YT, FCuS—plas®> 27
APUF, VAT L) DO M BRI BB IC o B a— 257, UL, BEDEIC R AT
Witk B a e — ATV REBYORETERELRELEL, WS (BIVES
M04006) D—ARIREEBIER . MDA R, FIRPT R, S EERAET —Z3EIcALh, RBRGEE
IS TERMSN TWVDIEND, YERBRA~DEBII W EHIBTLT,

2011 48 12 A 24 B, RECHRREZ E LK B HEEMOEVWE 2 F02012 OMEF A AZBLEHI T
Bl REDPHERSNBRD T b BEE T T MU BAAT AL R LIZLIA, EARITKE
THIPHERINIZID  RBIIHILL TODEDLHBILTZ, Lol 4 B EfT 5T X CTOEERKET
Licth Tho7ele®dll, B EIIRBAHR SN B OFEMEEEEL U= H 508 & (1.60 mL) Tix2<
2011 48 12 A 22 H (Effas B %5 17 B) OFBEELEECE NS0 & 5Kk & (1.56 mL) T 5
ENTW, VAT ATIEE YT (S E S M02012 LiEmES F02012) IR B EL T
EN Tz, FENC T B @E S F02012) DIFE 0 BARERBIOKREELZHIEL, &
e B LT IR T e o TR BRI 5 UISIREDZET 0.04 mL LENTH o0, AR

18
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RNRER G THHIENS, BEEEDEIZBIT DL ZE Y OFM~DF BTN EHB Ui, Fz,
AT —F T EENCE RSN TRY, RRFHEFICE-SEMIE 0 A OKE, iR 0 AOREFELAIES
NTOBZEMND | B~ DB WL,

2012 4= 1 A 6 A 13 KfH, BB sk FIR KR AT O BIRBBRBIEIC Lo TEIE LT, IBARA
FOBBFEEIRERTLZA, A — =V a—MNILY, FAEBORENFAMEEBA ., 25.5CLieo7z,
F /8= a— MR U IRESFF AN TEEL THERBL COAZLE R LI, W iLod)
Y DO—RRBICS FRFERICERLZEBZONAEITFRD LN T, hOEHE B IH REIIR
HITUVVRNZED D RRA~D BTN LHIT L7,

2012 £ 1 A 17 B, BEEEHAER THE, VAT ANESNZRET — 25 MR LIEEZA,
1 Bl (@inES F04006) D iR & LD R ENEZE BT FIREME D B D Z LI RATUW, FERR DT
10% AR RN <) ARRICE E SN AEAZFRE L, BRIEEZ AT MIBEFSL TN
MREE (0.8681 g) . THREE(0.1815 g) LILBIUIAE R, HIENEEZREoT-L W LTz, thDRIEREIC
DUVTHFERZITV, RFITROLN TN ZEhh, RBRA~DOEBIT W I LT,

2012 £ 1 H 17~19 BBLO 31 BICBRMFREZER LTz, €0 2012 48 2 A 2 BIZHER
TF—EORRELEEIC 2012 £ 1 A 17 RICHEZERLZ 3 F (@25 :M03001, M03002,
F04001) ® MCH & EREEEMNOANTZRIEME Tho7205, FRIENERmIN TR 0T L e
AL, MRFREDOV L T VAIRFER TERUVZOIZ, HESNIF R TIIFREIL TERP 2128,
HEME CHD MK A BIHHTEEE XT-2000iV Tik MCH 1355 (HGB X 1000/RBC) Iz L& HIh,
FHEOTEAeD HGB BXU RBC IXEBEHEMANTHY, Fo, ¥R BOMBICRE LIz ha—
IHLERIZ XD YR ORI IR AES L Qe b YRR~ DB IR LT,

ZOM, [T R HZENTED ol RBROEEEICHEL R TRV OHLIFE K CRBREEE
AT oYy oY Rl | = Ay DY fal

AAER AR

1. BHEw
1) — IR EE (Table 1~Table 4, Appendix 1~Appendix 4)

HERESHIC 100 mg/kg B EHITIW T, FEEHIO BB N BLE SN,

BT, &5 6 BHIC 16,5 7 BIZ3 6l &5 11~13 BIZ& 1 BIAIETL, £0fth 2 i35
7 HDNE 9 RIZ—RIRBOBALDF LN Z L DERSEL HIWTL TELEBR LIz, Zhbo 9 FiI TR, #
52 BIZESRTON A EICRER RO, 5 4 BURICE S #%ICERESHOR T, &5 5 HUE
WZHHE R OB PEEENT, BE BESEDIC YN T, TEE OGN, 8®EE, REE, |ME, HR,
LR, FRER, FlEE—BeREAE(LL . BERHIL, SLE, HIRET, B REBHEL., BRFR, Al
BAMLHBLESH, &5 6~13 H OMIZFEHDWIIETEERIZE T,

METIE, &E 6 RIC 16, %5 7 RIC4 6, &5 8 BIC 3 HIHNELTL, €0l 4 Hlid#HK 5 7.8 HD
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WiE 9 BIZ—RIRIBDOBALBELNWZENGERFELHIRIL , BB ER&Z L, ZhbD 12 FllcBWTh,
B5 2 BICESRION A EICRERLLN, 5 3 B UBICHHERRS, TEEOEN, 5%
WBEH DL B RIEB OB BBEZN., SHIC, RRIRE, 86, SIF, Bl RRIET . R, LK.
BREOEN, FERE—BIRENENL, £E5 6~9 HORICEHDWITEIEERICE ST,

MERELD | B ERICBIESN - B REBOBAL, K%K 3~7 FEICEE T 28mbRd b
2, 5% 5 BT THERGPEE LR > TBM DO LM, B RIZFETHINITBEEL /2B E
RICE T,

R OEFHITIL, B EZIC—BYEDTRER . BT 4 Bl 2 B, #ETIE 11 F 5 Filic, B5H
&L TRRIN, 2O, BEEN, BETIIHRS 14 Bz 1 Fil HETIX 2 Billcik 5 2.6, 31.33 5
BT 37 RiCEIEREINT,

50 mg/kg WEHETIX, #E5HRIC—BUOTRER, &5 22 ANOEREGKTH (&S5 42 A) ETH
5 FlICBREI, METIL, ZRRATICIE— AR BB h 7208 IEREIR P OfEgR 17 B
B — @O 2 Flgid bz,

XFRREECIL, HED 1 FIOEREIBIHL B EE- 23~31 B TTEEIN, HO 1 flIZ FTHEHOEN
BIEHE 4 BICBEShT,

50 mg/kg ¥ E5-HED 1 Bl (@ES F03002) 1E4HIR 22 B 043 H1IZ, 10 me/kg FG5-HED 1 4 (&)
W5 F02001) I33E4R 23 HIZHT L7208, BERIO—REBICREIIRBO LR o7z,

A 50 mg/kg FHHD 1 F (BB F03011) i, otk O—AIREBOE(EL T FERDIEN,
I, RIRIE T, B, BEMBRSN2Y, RSHBL T 2% B (HE 0 B) oREanichE
BRI,

=116 A ) T DR Tid, MEREL D — R RIS h e T,

2) BN E IR ER (Table 5~Table 6, Appendix 5~Appendix 6)

Beh 2 ALK, R ER 5 IC L5 RREBOELHABEEICRO LTV, 85 7 BHOHE
20, 100 mg/kg B EHOHEIZIWT, BREBHOETA 2 fil, FREBDIEND 1 HllBESH,
T O PEVESE:, AFESOME T, BRIK, KR T, BEOER. BB IR MER, HEERIER L3
& 3 BT, LR, TESATHE 2 Bl EIRG, STEMRE 1 B, EhEhBIEIN, 3T/
® 100 mg/kg FBEHETIE, BFEBOHEK, EEOIFENNE 3 B, LR, > T<EVEE, BRIk, &
IR T, R E 2 B, Bk, MEHITRE 1 fllc, T EhBlEsh-

E SR P OBE T, IRBETHEOEAN 1 flicBEshi,

E1 14 B OBETIE, HEOXRBR TV RIV I RHCIRITT 2848 1 fllcBigsni,

ZOMOBEBIZIE, WTROBICHEFEIIROON T, T, SERBILOBEELICO xHREEL
B CEIT DT,

3) {K & (Table 7~Table 10, Appendix 7~Appendix 10)

HETIX, 50 mg/kg PA_ O GHECHREN K BB B L URMEICHERE L, 100 mg/kg R5-# T,

B 7,10 BLW 12 BOEKEICEEZ (P0.01) B3BHLNTZ,
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METIZ, 100 mg/kg B HBCIEBER LU ERER T, 5 7 A ORENMEEEZRL, TI M
(FEATERRE) T3 A EZE (P0.05) HSFBO OIS, TN LR DR EHERS I II R B L 221372 o T,

10 BL T 50 me/kg FEBETIL, RRBCLAT, SRR T EHIMZEBL OB LRI L,

[EE R P OREDOEEITL, REEL 50 mg/kg B EHEOMIITHREFZHICHEEEZTIRDOLNL
D3oTod, iR B L TR I HERS LT,

[EE B R OMEOEEHB T, MIREEL 100 mg/kg H#5BEEOMICE T 2Tz,

4) #8fH & (Table 11~Table 14, Appendix 11~Appendix 14)

HETIX, 100 mg/kg TEFUTBWT, 5 1~2 BBI VN 7~8 AOBHEN M RE LB CER
WA (PO.0D L, 85 14~15 B TIFEEIC (PO.01) MU=, ZH LA, 54K THE T, XHR
REL 2,4-DTAP Bt 5 OBELEICEI I 2h 0T,

HETIZ. 100 mg/kg |EFICBWT, R EAKHOBEAES ST RIFL L TRMEEZRL, &5
7~8 BITITAEZE (P0.05) B3HbiTz, SHIZ, V771 MNif (FEREHE) T, %5 1~2 B (P<0.01)
OBEERICHBRBOBROON, #5 14~15 BICHEREEM (P0.01) H58D b, FI LA,
Mt 100 mg/kg F G-REDBEEE R I RAEL ZI TR0 0T,

10 BKU 50 mg/kg FEHEOBEHEIL, R 514 2RI, RIS MEHM FE2BL T
xt BREEL DRI 1T 8h o7z,

[E18 AR OREDOTEET B, *FREEL 2,4-DTAP (50 mg/ke) ¥ 5L DRI ZEI T2 o1z,

HECrE, B8 12~13 H® 2,4-DTAP(100 mg/kg) B EHOBEHEN, M BHLILBLTER
(P<0.05) {ZHEM LTz,

5) B HERR A (Table 15~Table 22, Appendix 15~Appendix 22)

B ERABICER LA REREOR R, D 2,4-DTAP £#H#E5HICBWTRADIE T, oY
TF7ANED 100 mg/kg B HFICBVTHREBENFAD L2 ln b, EEMEK TRICOERERE
EERBLE,

ORI 3 DR EB S (Table 15~Table 16, Appendix 15~Appendix 16)

MEREL S B S HIRHKE T REB L OEEBRE T RSB, WTOBICBWCHORFE IO
otz

@12 /1 (Table 17~Table 19, Appendix 17~Appendix 19)

HEOR G EEBDOKRAETIE, 2,4-DTAP ZREGEHOBRKENPMETHEmMEZRL, 10 mg/keg

(P<0.05) BLT 50 mg/kg $E-F (P<0.01) TIXHEEB AL,

EIE R TEEORE CIX, XFHBEEL 50 mg/kg BEFELOBIZEITFROD N80Tz,
T, B 5B T RERS L ONEHE IR T RSB IS, SHRRBEE 2,4-DTAP 58 OMICEX

PO LIRDDTZ,

@ H % EBEHIE (Table 20~Table 22, Appendix 20~Appendix 22)

HETIE, BG5BT REBLOEIE BB TRELIC, MREEE 2,4-DTAP £ 580 B FEH)

BIZITEITRO N -T2,

21



REBRE B R-11-003

HED B 5 BACADOBREITINT, HHLIHETIE, 50 mg/kg B 510 B FEES) B IHAMEA %
~LT,

Y7 FAMED 100 mg/kg HB5-HETIL, AL 5 HEOXEBEHDA R (P<0.05) 2B L,
20 S HORKEBBEIIA R (P.05) B Lz, Eiz, i b ER3VEIES, RERFKE 5 45~
10 53 5 ZENCEBWTHEIZEA L (P<0.05) | 20 23 FEIDFSE S _E2sE$3 A B2 (P<0.05)
L7z,

HEOE I TREORE TIX, MBHEL 100 me/kg REBHOREBERILIONLE EAYE
B ZEIRD DR o7z,

6) JRI 7 (Table 23~Table 24, Appendix 23~Appendix 24)
O 5-HIM# T #F

HETIE, 100 mg/kg B ST B W TC, RESEMTAERIIGRDONZ,

HETIX, 100 mg/kg ¥ G-HHIZIVNT REDH EIZ (P0.05) #ENLT,
QEIE HRIHE T I

MEREL ST, STHREEL 2,4-DTAP 58 (7;50 mg/kg, #f; 100 mg/ke) EDMITZEITFRD O
o,

7) ML #RZ#RRZE (Table 25~Table 26, Appendix 5~Appendix 26)
O 5-H M Ty

HETIL, 100 mg/kg BEFEIZIWT, R OBMERMBHDIL, ~ETOERE, ~<hy
Uy MEARHEIZ (P01 KT UL, Zubr b B AE B (P0.01) EEL ., BG4S e
RTFAF ERIBERAEA %R LT,

S BEUTCHETI, 50 mg/kg FGHHICIVNT, SEHFRMER M AR IREE A BT (P<0.05) A L.
MR R i BR HE 3 A3 24 (P<0.01) B3 7=,

YTIAMED 100 mg/kg REFETIE, FRMEREL (P<0.05) \ ~EZ O REBLIONY b
il (P0.01) A FEIHA L, M/IMREAE B (P0.05) # L 7=,

Q@EIE M T
HETIL, 50 mg/kg FERFDOHE TIHERIRILRM A EIT (P0.05) K T L7,
M (7T A NEE) Tk, MERIEL 100 mg/kg B S HLOBICE BREIIRO LN 2Tz,
8) MLk A AL R (Table 27~Table 28, Appendix 27~Appendix 28)
O 5 IR T

HETIE, 10 mg/kg LA LD GEHIZRWT, B ERRE DOBUMERZS, 100 mg/kg B ERFEIZB
CTNAY T H AT 752 —BIEEOBIMAR SRS b, OREIEBICH, MREL 2,4-DTAP
BFREBLOMICHEEZIIRDONARD 2T,

IR METIE, 10 381050 mg/kg BWEHHEIZIWT, 7V —RBEDHEM, TANGX BT
NGV RT 2T BEMRB IO T T TII NV AT 25— PIEEOBE T AR 5L, 10 mg/kg ¥
BB CIIAEEBZ(P.05) BNH5NT-, 77, 50 mg/kg BERECITIEHBERBAMERERL, MY
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RENARIZET (P<0.05) Lz,

BT TAMETHL, JPBHEL100 me/keiX SHEEOMICA B EIIR OO Tz,
QEIE MR T I

HETIX, 50 mg/kg BEBHTEBWT, A/G L3 BITHIMN (P<0.05) L, RBYBLE B D B B H A3
HoiTz,

(BT T AMEE) T et BBREL 100 me/kg R EGHELORICE BZEIIRDONeh o7z,

9) 23'E B & (Table 29~Table 30, Appendix 29~Appendix 30)

O 5 1R TR |

HETIL, 50 mg/kg TEIEIZI T, AFIROTAR B & (P<0.01) 25, 100 mg/kg B EBEZIWT, T
B EEEILLUHEEESF B (P0.01) ML,

STHRLTCHETIL, 50 mg/kg HEHHIB VT, RO REE L LU EES AT (P0.01)
muiz,

BT IAMETIL, 100 mg/kg ¥ 5REDNFIFD FEEE (P<0.05) BI U E & (P<0.01) NHEIC
HENU ., MligtoD F et B b A B4 (P<O.0B) HEmL 7z,
QEIE MR T

HETIL, XHBAEL 50 mg/kg T EBFEDOMIZEITRDONLD 5T,

(7T A M) Tid, 100 mg/kg BEBHIZBWT, MIBOEHEEBIUHMEESRFEIC
(P<0.05) AL 7=,

10) #I#%FT R (Table 31~Table 32, Appendix 31~Appendix 32)

OREDOFETHI L OEIE B 5

100 mg/kg #EHETHRIEBIOEABZELZ 9 SILFNIZBWO T, #EOFER (D - BFFCTHE
E8) B3FRH T,

g Tid, 4 Al REUEBLUBERICHTIE T2 B AEPBESIL. 2055 2 FliTHERREE
EL T\,

et Cr 7 BT, R TIE 5 BT/ ESRO IV, ZDHBE 2 BT EALH B IR RE
{ENBESNIZIEN, T 4 FlicaRElb, 2 LR REENH bz,

B Ci. 8 BIORTEHBICIER L, 1 FICRAMORER, 5 FIORERIEICHERAILHINT
B RBADI, BT, b B CHIEDKREHINTREDONEMPBLESNT,

FHligCi 4 Bl KRB, 3 BICREFREALAS, BIE TIL b BillC KA L. 3 BliCRERE3 DO
7o

Zofth, 1 BIOLEMFERICKEUL IS I OREREAID, 3 FIOREE LEDTEEH D TR RER
BIENBEINTEN, | FIOBBIIIBERS AL, ZOFI ORI IR ETO A ITE
LTz,
OHEDFET-Fl DU T EIE BB %51

100 mg/kg FWEBHFTEERBLIOEHARR L 12 Fl2flicin T, #EBOFEN (0 - BFEST
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JEER) RO LNTZ,

B TIE, 6 FICBDRICBIE T2 A ANBIESh, 209h 4 flIEAREYLBLUHER R,
1 Bl R EFTEL 2L T,

e CrE 10 Bz, MR T 5 B/ NEEDFED B, DO 1 FlOIRIIRREFHZ 2L TH
7iED, BT 5 BlCKEREL, 2 Bl REAIROBIESTRD b,

BT, 11 BRI B A RIZSER LS, 2 FIOIR BRI EREIBHO, 2055 1 FIO/NME
BLOBBICL, BEONEMOIFENBEIN:,

FFg I, 5 BB REEBH O, 2055 4 FliCKEUL, thod 1 FlICBRIRICETE T B ik
DBEINIED, BB T, 2B KEUERBDH N, 2055 b IR RE[LB ALz,

Z 0t 1 BIOERC AR EROIFENBIESNT,

D 5 M T R A

FFlg T, 100 8Lt 50 mg/kg GHEDR 2 BT KEULAS, 10 mg/kg B GHED 1 Hll/NEERE

EOHBLOFRD LIV, Fi2, 100 mg/kg WHHETIE, BlgOKRE LD 2 fli, Bigo KB
FOICREREIRNE 1 BIBERSNIZIED, 50 me/ke 5HED 3 fi, 10 mg/kg HEHD 1 HliZe
HRO/AIFIAEZS, 10 mg/kg B GHED 1 FICRIEABEINI,

SRERIC IR 2 R FE IR b o7,

@D 5 HIMHKE T R (HE 5 BHR)

FIRROD/NEUEDS S RIEZ BT 10 LU 50 mg/ke I GHEE 2 FlCBIESN T, BT, ATEM
FROIEELS 10 BLTF 50 mg/kg TEREDE 1 HIC, BB REEIZRE GRS REEO 1 flleb N
10 mg/kg BERED 2 BUIRBO LIz, BIETIL, SHREEBIT 10 mg/kg HEHEOE 1 FlicHka
3B, ZOH 65 BEFOHTIITRB LU MIRIC A L3, 10 mg/kg B EBDOHITIIERIC
BRADOABTYDOITEBRO DI, TOfl, xHREEDEIGIZAED, 50 mg/kg HEHEDMITHETR
A OBIENE 1 fIFRD NI,

OJE EEHIMEFE B (BEIR 22 B4y P sETs, E0R 23 AZET, B 0 BEEER. WE 4 H2WE

IRFET)

FE4R 22 BICHHHICFE T L 50 mg/kg 5O REY (BHE S F03002) Tid, g/
bR L OB A, I, IBER 2% R REINBESN -, ZOBYCik, BEAEFR 4 TR
Doz, HFEAICTIL, EFEAIC 3 L 6 T, #f 4 IT) DR TIEESBEINE, 2B, Ik
ROAFRIIZEFIIROON T, EEROARBLONIBICH RFI1Ieh o7z,

fEYR 23 BIZFETL7Z 10 mg/kg R-GSREDOREN (BE S F02001) Tit, Mg /ML I
yadb, i, BIE 2R REA. B Tk, IRE RSN S RO b,

Iy itk . RFELHIBTL CYRE R Lz 50 mg/kg H 53 OBEY (B 5 F03011) T, Mo
NI OMAL, ORABRBLUSAEEBICHEDBE NS RONIES, BRI, B
DAL, BIFORBUIIINZ ., FEIERERL TREYLL . AT REUEZERE 2L T
Ve,
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R CHTE 4 BICEWE RS FECL-BEY (EMES F01005) Tk, BRI AILBID
REUEAROONTED, IR O/ N2 b ONTHIT B RIED BES B,
®RS HtEE Y

fTHR 26 BFEY BISHIBRLTZ 10 me/kg 5B 1 Fl (BiinE B F02011) Tit, FEICEKREIX
ROLNT, TNULS O NI E AR BT ISR b0,

@Y7 FAMEOB 5 BRI T RER B

100 mg/kg BERED 1 GIOFHBIZ KB LBFRBD LN, TSN OB, HRAYR B F BT RIX

D LI oT,
@HED EIE MM T I

xR KON 50 mg/ke B 5-HEIC, WIRAYZ: B EFT RISRO LR o7,
Ot (V-7 7 A M) DEIE I FHE TR

*HREEIS KUY 100 me/kg ¥ 5BEIC RS2 B FT RSO bhviah o7z,

11) FEERAR AR £ AUBRE (Table 33~Table 34, Appendix 33~Appendix 34)
OREDFET 135 L OB (RZERSEI 9 4; Appendix 33-3-1)

gL, 9 Bl 2FIORERIOEDRME ERICENE ERNRO O, [FH M RME .
PR L OYEENICHRER 2> T, &b, £FI0F RICIIBIT LR OB S A5
. TDSH 7 HIOHIEIMOREIITLF PEREHb LIz, £DM., 2 FIORE L OREEIZHE
BB DAL,

FMR YRGS, TEBIUMRRMEY L E CIHBROERN2FNH LI,

JENRC I B IR D ONC R B IR O WA B 2B A LI, BiSE LS DN ITB B EREOLE
HEEINRWEILED DI,

DT, 2 FlOBARE B O L RFYEOSRE LA DS, FFIE I, 7 $ilod/NEF AT R
DZER{LA BO 1 FICIEFNRE BEEOFHBROEN LY, B Tk, 2 FloRERRICODA B,
FhENBESNZ,

B O R EZRE CITMIRE RS, ER/METCIIEMIEOBERD ., FNEhE2fICEESh
7o

O, FEEBLOREE LT, RS O AETREBIE OB 72D NS F N ORE 7O
25, Bl CIIAfRaRE Ak MR DR | TR ICERARO DI EIE T, BRBLIZNEEOIRAEM,
FhEh 1 plicBEInE,

DR AR RIE BRI, AR R EFT RO O eh o7z,

O DFET Bl L OB BRI (A 584 12 4i;Appendix 33-3-2)

BRRTIL, 12 BlefI0REBIOE O RME ERICEME ERPRD LI, FHEEMERAE .
AR IO ENICHIBZRE &> TV, 20560 4 FIOFLIREIZEIESFRD HIIZIED>,
9 FIOIHLIEHOME T FERIRED, 2EIDF RICBIT LR OBWRBPBERSN, ZOM, K
BEREICERHDVIIFEELERE 1 flHbh,
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IR CITZERED . THRBIOBGRIRY & CiiEROEH N EHIZFZD N,

g CIE. BB S ISR EIROBD S Eflic A b, #5EMH DO IIB G EEDLE
MEESHRVEILRD I, '

OECL, 2 GIOBINRE F O i BRISHEDOGLE LA A, FFIR T, 9 Bilod/NE R R AT
DZERLDS ZDHIHD 1 FI T/ NAZFENBEIN,

BB O BUE R CITMIRRAE R, ER/METIXFMROBIRD, £ BEZIh,

I Ci. BRBHEDOELAED 1 FlicBlEINT,

DML LRESTRIE AR, HBEOREFE T REIRO -7,
28, 1 Bl ER/IMEBATGARIER EIZh-Taled) | BT HZEN kDT,
QD 5 HIH T i

BT, 100 mg/kg BEHED 4 FlEBIOKERBIORE ICIHEEMRME BPBESI. 3R
B L TELOREBLOHEEITARIC(P0.01) 8488 LT, T, RO 3 FlORERBIOH
BT, i FHESBES, BBBREICH B ZE (P0.05) BAbiL:, BIROE(MITREL IO
50 mg/kg |G HEDE 2 PIOREICHBEINTN, BEETHEEL TWDEITRD T, ZDfth, st
FREER L 100 mg/kg W EREDA 1 Bl BREFFIICITE RS SO,

JFIB G, T FREE, 50 35X Tr 100 me/kg & 5-FED-2BZFANRE BAMED FFHBIDOREN A3, X R
B 3 6, 100 mg/kg B HHORFNT/PAZFBEHNBRINN, MBRILAREREOMICEER
FUOBEEDEIIFD N7,

JERgE i, S BRAE, 50 LU 100 mg/kg I S EHEOLHCHIELB IO REEDLE DB
E7ond, SHREEE & B EHLOMICREDEIIRD LN,

RIS TIE, HBREED 3 i, 50 36X 100 mg/kg LGN 2 BIOREIZY KRB BLE
T, BB K B SHLOMICRE B LOHEE D EIRD OIRN-oT,

Z A, SEREETIL, OIS DFHOBRBIEDEM:/BRHEED 2 B, HERIIEE D A% IR
BAROREHMEOZERESIOME BB DY _ERZENE 1 PUIBEINIZ), 50 mg/kg & E
BT, MOBREEIZ IR BMEDSLEILE A, 100 mg/kg HEBETIE, Mo il ciaikmanE
wERENTH 1 g,

Fz, BIREFICAIRAR R ERT RAFRHONTZ 10 mg/kg #E5HED 1 5l (B0 UL, FHigo
/NERETEDBIBRL) Ti, BRI AR RE RO Do 7oA, I TR EE 2 FIRAE
B MDD LB &S,

FOMOMBBFERERNRIE AR, ERENLRER RIIR DN oT,

728 SHHBEED 1 Bl _ER/MESATARIEAR LiZiah o Tolzsh, BETHI LR T283,
OB CIHBEE T RE TH oI oIz, TR RO S HIBT LTz,

OB ERAER ST MR, AR EN L BRERT RITRD N7,

7B, BeEHEE T ROREHEBEFREOR R, HHRHEL 50 me/kg R EFHICBIRINIHEE
R EIT R T b, BETIIEME IR TR OR BB EREIIIT bRV EELT,
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@D 5 HR# T e (1M, /HH 5 BRI

X RREER LU 50 mg/kg H B TRIRINZ4A 5 FIOMBRFRESREE O ITRER
EHERL. REEITRo7,

BT, RREEIS LU 50 me/kg R S HED R BEIAFREEM R ME SNBSS, MRERICRE
ERBIOHEEDEIRDONRD T, MO 3 BIOREISENIRME EROEM, IR
HHIL, DS 1 BIOREBLORE TN T HESEESN -,

JFFiCI. 50 mg/ke B H-BED 2 FICFIARE BRIED T ARRIOARRA{LAS, STFREED 1 B, 50 mg/ke
BEHO 3 P/ NAFERBEINZS, WINOFT RbHEERICRERIOHEEDOZEIIRDL
ighrofe, SBREED 3 B CiL, /INET A ORI ZE RO b,

JRiECIE, XHRBER LD 50 mg/kg REHOLHIIESENBLIOBEARDOILENBIRINL
2o MEHEAIII MBS E OZIIRO N0 o728, 50 me/kg BB CHEIN- N E
M ORI REEL LB L TR0 o Tz, Tz, 3PREED 1 I IREREFIR OB DB HAHLNTZ,

FIARCIE, *TFREED 3 Fil, 50 mg/kg BEEED 2 BICEHEBROOLNT, ZHbDBIDIH *t FRHE
D 2 BRI TRV @0, 1 FICiTB R i o FEME s B Sh i,

B Cid, STRRBEOREREICOBAM, 50 mg/kg REHEORTHARITHIE TROZELZHIR
¥ R RROBBRAEN TN 1| fIEESh,

Z DA, it BREECIL, CIRICBRBHED LI OEME /SR AR L L CRIZE LI EIIBICITH
BEMICREOROEENENEN 1 #, 50 mg/kg BeHHETIL, WEMEL TBEL 1 flzgte
2 Bl RO fRPE ARl DERE P B ESh T,

O ERER S E R, EEENLRRETT RIIABD LN o1,

FIRRF IR R EFT RAEDLIE 10 mg/kg BEHED 2 FITiE, BRPEMHL TRY,
1 BlORT B RSB IR T RO R IES 149 R L AR OB AL, o> 1B IR B RIS O
ABLUORTERICEESBESN, &BI2, 20550 1 FICIEB RO REISENLRME LR O
ot BREEAR D DN A B IR H3R8 b Tz,

OVTF 1 M (Hff) DI 5K T I

B, MHREED 3 fil, 100 mg/kg EHED 6 FIEHIDREIIHEEMERME P BESI,
100 mg/kg ¥EEETIL. STBREL LI L T L DR A HEIRL TV V2 (P0.05) , D, TFREED
BRI, BAEESTBIT LR OB, 100 mg/kg BEFITIE, KEBLOMEICGEILE
RHONC R ERICERS TN TN 1 flBbhT,

ARG, xEFBBERS L TN 100 me/ke B-EBED% 1 I FINRE B O FFRER OIS L, % 2 F
W/NHSEEDBIES N0, W oORT b MBI EDOZEITRRO bRl

i i, STREER L 100 mg/kg B HHOLHIHiINE LB IOBEABROILENBLESH
Ted, MEEEICREDZETRDbIeh o7,

Z O, MBEEORITI, 2 BRI YARMBROETR. 1 HlOBINREECIHILEHBESh
72iFEH>, 100 mg/kg B HHED 1 HITH, FIRBICERFTEOMIRERA FEICIREE OB A2 IR
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EHIO R BIEOZERN .. HOMEOIREEIZ) L EREENR AL,

OB FRENRET BRI HRENRRETT RISRBD ool

228, MR L 100 mg/kg BEHDOE 1 BIO_EE/IMEBRTARIER kiciah o7 8
BIHZEBRHNRRD T2 ENLSOFITIIERD TEIZ 00, FHIICEEI TR LT,

®5-HM T OMEIE B GEIR 22 B¥EPIET, /4R 23 BT WE 0 BYLERR.WE 4 B

EEVLET)

() REMECRLOEEER

50 mg/kg BEHEICBITDHHFETHIBIOEE 0 B ARG, 10 mg/kg BHHIZBITD
IR CHIOR BB AR EDOK RELH T D,

3 Blefilic RO EREIFEO b,

BRICIE, 2ONIFEIEERME PBEIN, 2055 IHIRRHIFE T B L OB RHIZIL,
BB OENLIRME LR, E5, BB LORIE ST S BIESN., PR Tit,
BEOAREEMDE e NBESN,

0 2 BT, TR /BB L ORI SR OZENE ., ik A g3 L OREEE
FIROBA DFRD LI, FEIRFHIFE 41 0 R CTrIfEs & b R bivied o7z, Eo, FFigD /)
TE RO ZE b, LR/ MR EMBROETZARL. BB O BRI IR K 23 B
v, SHERRAI CIIREICEE RGO DIV,

FIRARHIFETHITIL, B ORI EERICEENRO O,

ZOfh, £FIC, IR CIHBAaROILERLONZ, £, FE CRNECH A EESh, &
1 F AR U= 90 BB AR B i R R BR 7 S A > T,

(i) B RECHEY (HF 4 B)

SRBEECRBEOTC, HE 4 BIC2MBERMFE Uiz, B BICHRUZ, SRR IR RS
ROLNIERE AR R, Big. B) 2arnicnELE,

JAREIZEREL |, BB BB IENLRME ERICEE SRR L O R A IR E A3, B ORIE
RERRIRE IR T Rk D PENE 2D R - L B D R M B2 ST,

2 BB O EE R TR OR B EREOR R L TICREY 5,
@EE I T % OME (F7 T4 M) OFRBERRFRER R

B S5 HMR TEOREIZBWT, V77 MED 100 mg/kg & 5 CHREIN-BIREEOHE
MR OB CORENS K RBEEL L CHEICHRL 228 b, 37 71 MED SHRIFEDO B
IZOWTHIRER R E R 1T o7,

g TIL, xHREED 1 1, 100 mg/kg REHED 4 B0 B\ IR IR ME P BESh Iz, L)
L., BRI R IR E BIOEE OZIIRO bR 0T, Fio, BE#K T RBRBIL L
BT 5L, ZALORE TR TV V-, Z0OM, 100 mg/ke BEHO L ERBIORE 7M. K
BEEE RIBICELE LA DM 1 BlBIERShI,

F7z, 100 mg/kg FHFETI, Mg CHISME MBS L OB E AR OB N 2HN, BiR CHE 08
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AL BRBEDZERED 2 HIC, FiCIRBEDOB(LAS 1 FITALNIIE) AT, 3 Fillic/h
PZENE. 2 BCPIRE B MO ATRIROREI{L, 1 FIORIR T IZRBMEDOEIER I BIES I,

2. AEFHERES
1) B #03 Z O EC R AK (Table 35~Table 36, Appendix 35~Appendix 36)

PERNCIX, 2,4-DTAP R 5D EERR T HE(GIZH I 2h T,

RELOFRER, ETOBBDICBVTREPHERIN, REBETO BEBLOEORORFELIC, X
L 2,4-DTAP £EEHEOMICEBEETROLN2 o7z, 10 mg/kg Be5HD 1 Bl (EHES
F02012) Tit, REBIIHERB SN NEHRL Qo Te, LS OEIL, TR HER S, KEHE
BIUOZMEERITIL 2,4-DTAP & 5-OEBIIRO LI oTz,

2) HERB L OMEIRHARM (Table 37, Appendix 37)
FEIRHARNC I FREE S 2,4-DTAP £ H 5B OMICH B EITFT D bivian o7,
HEESRIIH L 2,4-DTAP R EHLOMICH EZIIFE DO D 0T,
3) il X ONWE B IR HE (Table 37, Appendix 37)

10 mg/kg BEHD 1 Fl(BHES F02001) 23EIR 23 HIZ, 50 mg/kg BEHD 1 f @BHES
F03002) 2S4E4% 22 H D434z FE T Lz (Rind) .

50 mg/kg WEEED 1 Hl (EE S FO3011)ICBWT, SR THRICHAERZED T, BEAFHKDDLE
VoI BTEIN BRI T, MOBEMIZIN I ARy N (BALBITE L QOB 3460 T,
FAHLTOWBRETIIRNWEB Z bNT IO IR BN R EHIBT L=, ZOEMIESM B I TIEROE
o, HIE, RIBIET, E, FANBEINZENDEEELHIBIL ., SHER&E L,

MERBED 1 Fl(@&ES FOL005) I3 E 4 BIZEMERMSELC U, ZOREMWITHE R Iz
EHANTEA BB IR ESED Uiz, £, 88 HH P OEE EMUBEIMIb 7L KRED
WAL= REH3, xHBREEIC 2 ], 10 mg/kg IR 5FFIZ 2 PlBLESN T, LinL, ZHHOBWIZHE IR
IR E T ed o7,

L OIEIREM I TSN 22~23 BIZHEL., SRR L OB IRBICEEIIRBO N 0T,

4) AR, A RBIS L UEIRE (Table 37, Appendix 37) '

10 mg/kg B 5HD 1 Gl (@EWES F02012) TIX, 4R 25 A ETICHMBHERSeh o7, FfR
DRER, FEFRBERBLOHIREFIIZED LT R ChoTe LWL,

B, BRBBLOERRICIL, SREE 2,4-DTAP £ EHLOMICEBZIIROLNL >
77

3. AR
1) #= 7% (Table 37, Appendix 37)

SR, ARMESR, HAER, FIAEREFRBLIUMIICIE, XREEE 2,4-DTAP R EHLDMH
CHBEZEIRO N2 o7,
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2) {48 (Table 38, Appendix 38)

HE 0 BEC 4 RICRITHHAROEEIZIL, xHHREL 2,4-DTAP F&REHEOMICHEEEITR
DO T,

RO ERBICEE 3807203 BB P ICEHE R T BB OEES ML ah o7
STRREED 2 Fl (B E S F01004, FO1011) BLTN, 10 mg/kg |E5HD 2 Fl(EEE F02002,
F02009) DWFEE R Tix, WE B P OEEINEEA MU o7z, LA, 50 mg/kg G- HDOWHE
IRAEII R FERICHB L,

3) HA IR #8142 (Table 39~Table 40, Appendix 39)
BRI REA S DA RERICEDON, BRI, BEHORBICIVFEERTHIZ 2>
T RSN DR (RHR) | HHVIIFEE RO ESL B R IONBBRN CERh o REE
D, FIRB AR TH o7 C RICIINRFRITBEIN T, WIBBEN AR Cho T RIZONT
bR R F IR Dol

BE

MERED > b 2ZECRT (2 E ) B L OEHAR | 2O N HETII A AR THREELCEF 42 B,
FRRE A AT L7 2Bt CrISER I 2@ L CAER (& 4 B E T 41~44 BRI, FERELMED
PFT A MEETIIREL FAEDHIRIIZ, Phenol, 2,4-bis(1,1-dimethylpropyl) % Q¥ 5L, MEHET~ MIxt
THRERGEERBLIOEEE, 20 CICAFERE B BIOFHERORE ICRITTREICONT
BEtL,

1. HE

100 mg/kg ¥HHETIV VT, MEFEL D ITH R OBWA R 5B 2 BRI ETICETHDITEREE
ROEHEER U, — BB I UYR IS ZRE O E,D, BB BHERENSREL, 25K
BEASE(LLI2EE 2 bz, R RBEE B L OB EBIN =B RICiIEZITRB D LT,

EFHITIE, REBIC—BEOTRENS MERELHIC 50 mg/kg PLEDEERET, ESMEHELSIZ
100 mg/kg HEEET, TN TR SHIMEZEL CBESh L, THRR VICBWTbREDEITEE
BHNTNBIEDD, AR CRIEIN - —REBOZBIIHBRE ICER L2 {kEBL6N5, L
AL, FEMZERBIE Tk R EEEZ TR T2E(ITBESN TORNILENS, FEII R ED
FIEMEIC R L2 (heE 2 b, BEHRPICROo-—IRBOZE I, 2 B OEE M
ICEDIERBIHR L T2 E 0, BIEEOHLEEE Z DI,

HEDEED, 50 mg/kg LA LD EFER W TRHBEEL R L TORIEMEE R L 2 BRI O[EE B %
HEIE LD T, HETIE, 100 mg/kg BEICEIV B G- BIAR IC— IR EMEMEEZRLIZA, Th
PARE, 2,4-DTAP ¢ 51z LR BIIRH bz oTz,

BEERIZIL, HEREL S TR E B 5 LD BIIRO bz 0T, 723, HETI, [EEH DA
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BICHBREMMBRD LN, EHPREMTHY), —RREBLIOGRE#ZICHDERYEIR 50 L5
HEITFRDONTORNIEND, BREMLRETHLEHITLT,

P B BB FERE L 7- B RE R T, HETIT 2,4-DTAP K5IV THREDRBHBME T L
3 EORTIIENTHY ., FEMRERBE CIISTREL e MEEREREICB O TH RS E
MRBIOBBHIIZREITIRNIEDD, 2,4-DTAP B 5IZLHE TR HBLI-, 55T
i3 50 mg/kg IR EHETH BEHEOIMAR R AL, UL, SEHENA B ET AR ENRE
WIZEND, 2,4-DTAP REICIDELTIIRWEHIBI L, IEREEETHLY T T A NEDOMETIL,
100 mg/kg HE5-HTH B EBEOBONBEIN, RFE TR, S RBERICITRE IRV,
B 5 EEOTHE, BENBERIN THBIEND, 2,4-DTAP B GICERLZEILEE 2 bz,
BRI T RHICE L RE CILE FESEOB D IIFRD SN -T2 ehh, EEEDOHHEE
L THDHEEZ X BT,

R TIL, MR IT 100 mg/kg GBSO TIREOEMB AL, FHARCTOBREEER
BLOARROFHMABAREORRND . KR EOEHBREPEIR CHHLEZILNTIEND,
2,4-DTAP & G LB EELEELZREDOEEEZ O,

MR FIREDFERD G, MEHED 100 mg/kg T HREB IOV HIED 50 mg/kg B GREITIUN T, BRE
TSP E MIREEICH > TR ZEM RSN, ZHHDZELIE 250 mg/kg D 2,4-DTAP % 2 FE[H]
BELI-FRARBRICB WD TOOBIEIITCND, e, FEATEME (7T A M) D 100 mg/kg H5H Tl
MR E B OB, Fe 54 TSI 2 BRI OEIEHIME TRICBIESN -, AL E ke
ZZONDH, BT RO BIEOREAMAGFRE Tl BR L R LTRSS mAS T L= 41378
ZINY, EEMRK TROIEZEEE (V7 T M) O BOR IS FREICR O TR K T
LB U CRESME MU THEBRITBES N R o7, 3BT, 2 BREIOEELHRICEY, Bz R34 5MmiK
AT A—ZTHERUIZZED S B MIXEEMOHIENEE X i, ZOM, B 5 HR% TR
DML FRRE T, BED 100 mg/kg HGREICB W CERERROERE SR b, BIEHREZICT
DEAITHR L LR B O BLE 2 ST, FFEEEZ TR T3 MRAELFE TA—FIC
ZENIe JRRIIARH Chole, FEATEME (V7 F7AME) O 100 mg/kg H5HE T/ MIBME R
(ZHEILT205, ZDORGIIENTHLTL, BREDFEEREICB WO TG R B IIBEIhE) 7o Zen
5. 2,4-DTAP 5 LDHEETITARN LWL, BIEHIFEE T RO MR FEREIZIVT, BEOLFER
REEDETARDONIZ AR EB DR D, BHEENBEZITRWV ML,

MRALFERE TIX, BED 100 mg/kg B EEHIRNT, FEREME (V7T M) D 100 mg/kg %5
B, BLO D 50 mg/kg F#EBHCB WO THENTHEH ALP FEHEOEMABTAD LN, BlED
TREAHBR PR BTSN T, LD B E R 5L L DL B X ONAEEBBESN TVDIEND,
ALP IEMEDIEIMIHEBR M E OB LD EE 2 DIz,

S PMED MR AL FRE T, 10 mg/kg M EDREFITINT, ZVa—RRREE AST fEtERS
WY ALT {5, BV BREICESROONTZ, UL, EBIOREIIEN ThHo7eZh b, Bt
HICERBPZ LW EE DIV, Fie, I BOB/MERAS, HETHEL 10 mg/kg LA O GHE, 5t
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Tid 50 mg/kg T GREICBEINT, BT, RO TN BRESSOEMRRD NI L
b, 10 mg/kg HEHETRDO DN IEHBROBAHANIBRARETHY, HRYWER GICIDE
LTI EHIWTLT-, 50 mg/kg PA EDREFH CTROONZBEHBOB IR EREOREL
EZ DI, FERTEAME (VT T AME) D 100 mg/kg BB (7T M) TIIERDLNTORNTE,
MIRAE(LERE TRV AT o— VBERBLOREYNE VR 2,4-DTAP #5110 L5883 45
T FROB A EREICB VT, IBHBOARSHDVITHEH R 2R+ kizRboh
TORNWZEPDFFIIRH Th T,

[EIE AR T RFO MK AL R CIE, B 50 mg/kg BESFEICBW T, A/G LOBMARHS
NI, REHBREBIUOT VT IVREIITERROIEOOERHRETHY., R E R 5
LDEAETIZRNEHIBI LT, E7, R CIIIEH BRI A IR 2R U2 s, IR E &ic @i
LEEBALVATr— VREBIUREINLE L REG M RIELZII R o712 00, B E RS-
WCXAELEDBEMITIER B X DT,

HEER T, FREEORMA, HETIX 50 mg/kg LLE. JEATHLME (V7T ME) Tid 100 mg/kg
B GBE, 5 HMETIE 50 mg/kg | EHTRO DIV, BIESIMICLVIFIREEOEMITIELTEIED
SRR E R G EAELEE LN,

JREAHARERA T, MERESSIC 100 mg/kg B EEHIZRBW T, BIRICELA O, BETITHEIDS
BB TH T, ETHDHNITHABRL-EOBIERT R, REFREBLIVRKREORER
POEBIIAERYE DIERERE ThHEE 2 DI, ZNOLDOBIBROZE L 2 BRI OEEHMIZED
BERL., BlEOZICRE T HLE 2 N MR LFE T A—FDELB IR EDHE MG H R LT
Zenn, BIEMOHDIEEE Z i, £z, Tl TIE, D 100 mg/kg T GBIV T, FANRE B
P ABRR D RE Wi OFE BE B3 %f FREE & Ll U T Ae DR M A b7z, REMBR PN P HERS I D B R
DRRINT=, fEE RE 2R MR AEF T A—ZIEET2RL M TIAEER NG
ROLINTODZENOREHNHIBTL . ATIECTE RSN PRV AR RS FICBRFEL QO
BLEZ o, FEHERETIIRWEHM L, 204, EEHRE T RORIAAMRFRE CIX, HElE.
Jifi . AR R B R LSRR L2 Wb IR ERETHY , R E & 51 BEL
2L T W EHIBT LT,

2. EFEREFBHRBIOMAER

PEREIH. ZZBLRRAR . HEE RIS I OMEIRBIF ., AR ERBBLOEREBIERMER 5 ZLD%
BIIHbnph ol

10 BT 50 mg/kg FGHETREMNIET (HDVIIEIEEFR) Lz 3 BlOBMOIRBFARE DR
R G -HEICEAAN ZABIOE M., £HREBOE(ETRET 25T RS, MR, VoS, g, &l
B\ IR R, iR B ST, E. BIRICAME o B RIS T MR E 2 RS ¥ 5P
R BHREEE I RG U ER/MEDIREBRBESN., ST ORBBYORERBENILEELLN
7o
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R i oD 55 BERAR AL AOFT RIS BRI E B 512 Lo TROD O ELEELIL B8, 50 mg/ke #5
O S IBWCERE LR AR R EDOR AP OERRO B ITBEIN TN L, o
FIEEZSBUBFELCNRZL WE 4 BICE2HERAE T U5 BEOBIRET RSB O Th R
DEALBRBOHITNDZ LMD, Zivh 3 BIDIFET 1L, 2,4-DTAP 51T K L3 1 Tidaw S f
L7z, HAERDAETEME, FEBIOWREICIL, tHRME R 5O EBIIHA LN T,

3. ERME

MERELBIZ 50 me/kg LA EDBERAZIUNT, B EHO—BIEDIREED DV ITRE L o 7o — R
RO NBIESN, BECIMEREMIMH A RO, MEFHREOFK RS, HD 50 mg/kg B 5
BECAMEM A HDIv, D 50 mg/kg LA LD GBI D HMED 50 mg/kg (2B W CIFIREEH
EIMU7eZLh35 2,4-DTAP OBEVIC T2 — iR AR EFMERIIMERELDIC 10 mg/ke/day, 4
FEFE AR R R E R B L ORISR 2 M BT, 50 mg/kg £TD 2,4-DTAP 5.1
LBEITRO BN -T2 Z 805 50 mg/kg/day B 2 Bz,

SEXH

1) Phenol, 2,4-bis (1,1-dimethylpropyl) D5’ AV VA K 1E 3 53544 - TR A BSOS B (TER
B
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Annex B
ZEERBRER WEES | R~ 11-003
#5825t R) & : Phenol, 2,4-bis(1, 1-dimethylpropyl) WiER R 2011#E11A21H
v M B XPXAR BEER A A 20114E11521 B (BLEH)
B MrEum B 2014118298 GREESR)
HESRE =8, B
A B
ARG Mk Mg od -l Y FE BERE =Y Huos | s
 {(ng/mL) &Ee {mg/mL.) (%) (%) iR {mg/mL) %) %) (%)
2.00 1 1.875 93.8 101.1 7 1.894 94.7 99.6 102.1
2 1.847 92.4 99.6 B 1.922 96.1 101.1 103.6
3 1.843 92.2 9.4 9 1.888 94.4 99.3 {01.8
Fh 1.855 028 | _—" | ¥ 1.901 95.1 | 1025
50,0 4 48.09 96.2 100.9 10 50.17 160.3 101.3 105.3
5 47.32 94.6 99.3 11 49.89 99.8 100.7 104.7
6 47.53 95.1 99.8 12 48.58 97.2 98.1 102,0
T4y 47.64 95.3 ' T | 49.54 99.1 104.0

2) A WERONERE, MUREX100 b SHERONERIE S REROTFHAEREX 100 o: & WEHOMERE, NEOFHUERE X 100

Z b L i (i £ |
A REEREEOEHS BB ENRNEED0.0~110.0% R THY, T, GHEEOEL 23R THEO0.0~110.0%
EAACiY, Do, BRE # o EESEICH T AR T RS ORTFEO TR 90.08 0 L ERTHM L5,
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Annex C-1
AT R-11- 003
e e RBRER
BB CoffR) 8 . Phenol, 2,4-bis(1, 1-dimethylpropyl) SHRIE A B : 20114E12H5H
15 XPX4F BIE4EHA : 20114128 5H

R MyEuam

) FHREE | AERE | PHEREl S22 e B iEHo%
Spgel ) (B © B/AX100 B/C %100
(mg/mL) | (mg/mL) (mg/mL) ) (%) (%)

13 2.00 1.905 1.876 95.3 93.8 101.5
14 1.862 93.1 | 99.3
15 1.862 93.1 99.3
16 10.0 9.552 9.546 95.5 95.5 100.1
17 9.655 96.6 101.1
18 9.433 .3 98.8
19 50.0 48.74 48.83 97.5 97.7 99.8
20 49.24 98.5 100.8
21 48.51 97.0 99.3

LB Ml L (T

& BN REYR EDI0.0~110.0%, TSR EEDIXH D> EDEIVENEEIEDI0.0~
110.0%2AR E95,
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Annex C-2

8% (RHER) 8« Phenol, 2,4-bis(1, 1-dimethylpropyl)

b= XPX4F
AR MyETos

A

=]

ABRE 5 R-11-003

RRES

R-11-003

EAER &R

HEMEARH 2011$I2H16E
HIFEEBR ; 201148128 16H

FRRE | MERE | FHAERE B& TR 5o
S} % 2 (A (B) © B/AX100 B/C X100
(mg/mL) | (mg/mL) (ng/mL) %) (%) (%)
22 20.0 19.24 19.18 96.2 95.9 100.3
23 19.39 97.0 101.1
24 18.92 4.6 98.6
P =] @\ 21 3 NS

& BOSTRENR ED90.0~110.0%, TSR EMEDILL >EBEIVENEREDI.0~
110.0%LIN EF5,
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 1-1. General conditions of male rats

Group Number of males Days of administration
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
. Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Com ol (control} Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 12 12 12 12 12 12
Skin, Crust ion, Posterior neck. 9 0 0 0 0 0 0 0 O 0 0 0O 0 0 0 0 0 0 0 O 0 0 0 0 0 0 0 O 0 0 0 0 0 0 0 0 0 0O 0 0 0 0 0 0 1 1 1 1 1 1
2,4-DTAP 10 mghkg  Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General g ce, No abnormalif 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 33 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
2,4-DTAP 50 mg/kg  Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 12 13 12 13" 11 13 12
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 O 0 0o 0 0o o0 0o 0 0 0 0 ¢ 0 0 o0 0 0 0 0 0 0 0 0 0 0 0o 0o 0 0 0 0 0o o0 1 o0 1 0 2 0 1
2,4-DTAP 100 mg/kg  Number of males 13 13 13 13 13 13 13 13 13 13 13 12 12 8 8 8 8 8 7 7 7 6 6 5 5 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
General appearance, No abnormality 13 13 12 13 13 13 13 12 10 8 8 8 7 7 6 4 5 4 4 4 4 3 4 3 4 4 3 4 4 4 4 3 4 3 4 3 4 4 4 4 4 2 4 3 4 3 4 2 4 3
Anorectal region, Soiled perineal region o 0o 0 o 0 0 o o0 1 1 4 4 1 0 1 1 2 2 3 3 2 2 1 1 0 0 0 O o 0 0 ¢ ¢ 0 0 0 ¢ 0 O 0O ¢ 0 0 O O O O O O O
Behavior, Decrease in locomotor activity o 0 0 0 00 0 1 0 5 0 4 0 1 0 4 0 3 0 3 0 2 1 1 0 0 0 O o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
Mouth, Salivation o 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 O 0 0 O 0 1 0 1 0 0 0 0 ¢ 0o 0 1 0 1 0 1 0 0 0 0 0 2 0 1 0 1 0 2 01
Excretion, Decrease in amount of feces o 0 0 0 60 0 0 0 2 0 3 0 t+ 01 0 2 0 3 0 2 0 1 0 0 0 0 o o 00 0 0 ¢ ¢ 0 0 0 0 0 0 0 0 O O 06 0 0 o0 O
General appearance, Emaciation o 0 0 0 0 0 ¢ 0 0 0 0 0 I O 0 0 ¢ 0 0 2 1 1 1.1 0 0 ¢ 0 00 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 O
General appearence, Death o 0 0 0 6 0 0 0 0 0t 0 3 0 0 0 0 0 o0 01 0t 0 1 0 0 0 ¢ 0 0 0 0 0 0 ¢ 0 0 0 O0C 0O 00O 0 0 ¢ 0 0 O
Skin, Crust formation o 0 06 0 0 0 0 00 0 0 0 0 O 0 0 0 ¢ 0 06 0 0 0 0 0 0 0 O o 0 0 0 00 006 00 0 0 00 0 0 0 0 0 0 0 O
Excretion, Blackish feces o 6 0 0 0 0 0 0 0 0 0 0 o0 0 0 0 1 0 2 0 2 0 1 0 ¢ 0 0 O 0o 0 0 06 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
Excretion, Loose stool ¢ 0 1 0 0 0 0 ¢ 0 ¢ 1 0 1 ¢ O 0 O O O O 0 0 0 0 0 0 1 © ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O0 0 0 O
Eye, Eyeball, Bulbi, Globe, Lacrimation o 06 0 0 0 0 00 ¢ 0 0 o0 0 0 0 6 1 1 01 00 0 0 0 0 0 © 0O 6 o 06 0 0 0 0 06 0 0 0 0 0 o0 0 0 0 0 0 0 O
Excretion, Reddish urine o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 01 1 0 1 0 0 0 0 0 O o 06 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0 0 0 0 0 O
Excretion, No-feces 0o 0 0 0 00 0 0 1 0 1 0 0 0 0 0 0 00 00 0 0 0 0 0 0 O o 0 0 ¢ ¢ 0 0 0 ¢ 0 0 0 06 0 0 0O 0 0 0 0 0 O
Eye, Eyeball, Bulbi, Globe, Reddish tear o 0 0 0 0 0 0 0 0 0 1 1 0 0 0O 0O 0 O O O O O O 0 O O O o o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 0 0 0 O
General appearance, Moribundity o 0 06 0 0 0 0 0 0 0 0O 0 1 0 0 0 O 1 0 0 0 0 0 00 0 0 O o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O
Body temperature, Hypothermia o 0 6 0 o0 0 0 0 0 0 0 0 1t 0 0O 0 0O 1 0 0 0 0 0 0 0 0 0 o o0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0
Posture, Body position, Lateral position o 0 0 0 0 0 ¢ 0 0 0O 0 0 0 0O 0 0 ¢ 1 0 0 0 O 0 O O O o6 O 0o 0 0 0 0 ¢ 0 0 0 0 0 ¢ 0 0 0 O 0 0 0 0 0 0
Fur, Hair, Coat, Piloerection c 0 0 0 ¢ 0 0 0 0O 0 0 0 0 O 0O 0 O 0 0 1! 0 O 0 O O O 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O O O O 0 0 0 0 0 O
Breathing, Bradypnea o 0 0 0 0 06 0 0 0 0 0 0, 0 0 0 0 0 1 ¢ © 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 O O 0 6 0 0 0 0 0 O
Behavior, Loss of locomotor activity 0 0 © 0 6 0 0 0 0 0 0O 0 1 0 0 0 0O 06 0 0 0 0 0 0 0 0 0 0 0 0 0 0O 0o 0 0O 0 0 O 0 0 0 0 0 O ¢ 0 0 0 0 O

Pre; Before administration, Post: after
The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 1-1 (continued) . General conditions of male rats

Group Number of males Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Corn oil (control) Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 8
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 8
Skin, Crust formation, Posterior neck. 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0o O O O O O O O O O 0 ©0 0 0 0 0 0 0 0
2,4-DTAP 10 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
2,4-DTAP 50 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 8
General appearance, No abnormality 13 11 13 11 13 11 13 12 13 11 13 11 13 11 13 11 13 11 13 11 13 10 13 11 13 11 13 11 13 11 13 11 13 10 8
Mouth, Salivation 0 2 0 2 o0 2 o0 1 o0 2 0 2 ©0 2 0 2 06 2 0 2 0 3 0 2 0 2 0 2 0 2 0 2 0 3 0
2,4-DTAP 100 mg/kg  Number of males 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
General appearance, No abnormality 4 3 4 2 4 3 4 2 4 2 4 3 4 3 4 2 4 2 4 3 4 2 4 2 4 2 4 3 4 3 4 2 4 3 4
Mouth, Salivation 0 1 0 2 0 1 0 2 0 2 0 1 0 1 0 2 0 2 0 1 0O 2 0 2 0 2 O 1 0 1 0 2 0 1 0

Pre: Before administration, Post: after administration.
The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 1-2. General conditions of male rats at the recovery period

Group Number of males Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Cornoil (control) Number of males 5 5 5 5 5 5 5 5 5 5 5§ 5 5 5 5
General appearance, No abnormality 5 5 5§ 5 5 5 5 5 5 5 S5 5 5 5 5
24-DTAP 50 mg/kg  Number of males 5 5 5§ 5 5 5 S5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 S5 S5 5 5 S5 5 5 5 5 5 5
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 2-1. General conditions of female rats

Group Number of females Days of administration
and general conditions 1 2 3 4 5 6 7 8 9 10 11
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Corn o1l (control) Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
2,4-DTAP 10 mg/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnommality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
2 4-DTAP 50 mg/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
2 4-DTAP 250 mg/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 12 12 9 8 6 6 5 5 5 5 5
General appearance, No abnormality 13 1311 13 12 11 12 117 7 6 7 6 6 5 § 5 S5 5 S5 5 5
Anorectal region, Soiled perineal region o o o0 o0 1 1 1 1 5 5 5 5 3 3 1 1 1 0 0 0 0 O
Behavior, Decrease in locomotor activity o 0 0 o0 0 1 o0 1 O 6 1 4 1 3 0 1 1 0 0 0 0 O
Excretion, Decrease in amount of feces 6 0 0 06 06 0 06 0 5 o0 5 0 3 0 1 0 I 0 0O O 0 O
Body temperature, Hypothermia 6o 0 o0 0 o0 0 0 0 0 0 1 1 0 3 0 0 1 0o o0 O 0 O
General appearance, Death o 06 o0 o 0 0 0 0 O 0 1 0 3 0 2 0 0 0 o0 0 0 O
Fur, Hair, Coat, Piloerection o 0 0 0 O 0O o0 o0 O 1 0 1 0 3 o 0 o0 0 0 O o0 O
Excretion, Loose stool o 0 2 o0 0 O 0 O O O O O O O o 0 o0 O o0 O o0 o
Eye, Eyeball, Bulbi, Globe, Lacrimation ¢ 0 0 o O O O o0 O o0 1 1 ¢ 0 0o 0 I O O O 0 O
Excretion, Reddish urine o 0 0 o0 O O O 0 0 O 1 1 1 1 6o 0 0 0 o0 O 0 o0
General appearance, Moribundity o 0 o0 0 0 0 0 .0 0 0 0 0 0O 1 0 0 1 0 o0 0 0 O
Excretion, Mucous feces o 0 o0 0 0 o0 0 0 0 2 0 O O O O O O O O O o0 o0
General appearance, Emaciation o 0 0 o 0 0 o o O 0O o0 O o0 O O O 1 0 0 o0 o0 O
Nose, Smudge of perinasal area o 0 0 o 0 0 o0 o0 1 1 0 1 0 0 o0 0 0 O O O o0 O
Excretion, No-feces o o0 0 o 0 O o0 o0 1 0 1 O O O O O O O O O o0 O
Mouth, Salivation o 0 0 o0 o0 1 o0 0 0 0 0 O 0 0 0 0 0 0 0 0 0 O

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 2-1 (continued) . General conditions of female rats

Group Number of females Days of administration
and general conditions 12 13 14 15 16 17 18 19
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Cornoil (control) Number of females 13 13 13 13 13 13 13 13 10 10 6 6 5 5 1 1
General appearance, No abnormality 13 13 13 13 13 13 13 13 10 10 6 6 5 5 1 1
2,4-DTAP 10 mg/kg Number of females 13 13 13 13 13 13 13 13 10 10 6 6 3 3 0 O
General appearance, No abnormality 13 13 13 13 13 13 13 13 10 10 6 6 3 3 0 O
2 4-DTAP 50 mg/kg Number of females 13 13 13 13 13 13 13 13 11 11 8 8 4 4 0 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 11 11 8 8 4 4 0 0

Pre: Before administration, Post: after administration.
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 2-2. General conditions of female rats, satellite group

Group Number of females Days of administration
and general conditions 1 2 3 4 5 6 - 7 8 9 10 11
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Cornoil (control) Number of females 10 100 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

2 4-DTAP 250 mg/kg Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 8 6 6 6 6 6 6
General appearance, No abnormality 10 10 9 10 10 10 10 10 10 10 9 8 6 6 6 6 6 6 6 6 6 6
Anorectal region, Soiled perineal region o 60 0 0 0 o0 0 o0 0O O 0 o0 3 3 2 2 0 0 o0 0 o0 O
Behavior, Decrease in locomotor activity o 0 0 0 0o 0 0 o0 0 O O o0 O 3 2 2 0 0 0 0 o0 O
Body temperature, Hypothermia o 0 o o o0 o0 o0 0 O O O O O 1 O 2 o0 0 0 0 o0 O
Excretion, Decrease in amount of feces o 06 o o 0 o0 0 0o O O 0 O 1 O 2 0 0 0 o0 0 o0 O
General appearance, Moribundity o 0 0 o o0 o0 0 o0 0 O o0 o0 O O O 2 0 0 o0 O0 0 O
General appearance, Emaciation o 6 0o o0 o0 o0 0 o0 0O o0 O o0 O O o0 2 O 0 o0 0 o0 O
Excretion, Mucous feces ¢ 06 0 0 0 06 06 0 060 1 0o I 0 o0 OO O O0C 0 O 0 O
General appearance, Death o 0 0o o o0 o0 0 0 O O 0 o0 1 o0 1 O O 0 O O0 o0 O
Excretion, Loose stool o 0 1 o0 0 o0 o0 O O O O 1 O O O O O 0 o0 0 o0 O
Eye, Eyeball, Bulbi, Globe, Reddish tear o 0 0 o 0 06 0 o 0 0 0 0 0 0 o0 16 0 0 O O O O
Eye, Eyeball, Bulbi, Globe, Lacrimation o 0 0 0o o o o o0 O O O 1 O O O O O 0O 0 0O 0 O

Pre: Before administration, Post: after administration.
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HEAE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 2-2 (continued) . General conditions of female rats, satellite group

Group Number of females Days of administration
and general conditions 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Corn oil (control) Numb er of females i0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
2 4-DTAP 100 mg/kg Number of females i1 11 11 11 1 11 11 1t 11 11 11 11 11 11 11 11 11 11 11 11 11t 11 11 1t 11 11 11 11
General appearance, No abnormality i1 11 11 11 11 11 11 10 11 11 11 10 11 10 11 11 11 11 11 8 11 9 11 8 11 9 11 10
Mouth, Salivation o 0 o o0 0 o0 o0 1 o0 o0 0 1 o0 1 0 0 O O O 3 0 2 0 3 0 2 0 1

Pre: Before administration, Post: after administration,
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HEBRE 5 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 2-2 (continued) . General conditions of female rats, satellite group

Days of administration

Group Number of females
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 2 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Corn oil (control) Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5§
2,4-DTAP 100 mg/kg Number of females 1 6 11 6 11 6 11 6 11 6 6 6 11 6 6 6 11 6 1 6 11 6 6 6 11 6 11 6 11 6 11 6 11 6 6
General appearance, No abnormality m s 1 s 11 s 11 5 11 5 5 5 11 4 5 5 11 5 11 4 1 5 5 5 11 5 11 4 11 5 11 5 11 5 6
Mouth, Salivation o1 ¢ 1 90¢ 190 1 0 1! 0 ¥ 0 2 01 0 1 0 2 o0 1 0 1 o0 1 0 2 o 1 0 1 0 1 o0
Excretion, Loose stool 0o 0 0 0o 0 0 0 0 0 0 1 O 0 o0 1! 0 O o0 0 0 o0 0 1 0 0 0 0 O 0O 0 0 0 0 0 O

Pre: Before administration, Post: after administration.
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HBRE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 2-3. General conditions of female rats at the recovery period

Group Number of females Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Cornoil (control) Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality s 5 5 5 S5 5 5 5 5 5 5 5 5 5 5
2,4-DTAP 100 mg/kg Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5§ 5§ 5 5 S5 5 5 5 5 5 5 5 35
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RERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 3. General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Cornoil (control) Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnomality 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
2 4-DTAP 10mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnomality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2,4-DTAP 50 mg/kg Number of dams i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Pre: Before administration, Post: after administration.
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HEE 5 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 3 (continued) . General conditions in dams during pregnancy

Group Numberofdams Days of pregnancy

and general conditions 14 15 16 17 18 19 20 21 22 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Corn oil (control) Numberofdams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 7 7 O
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 7 7 0

24-DTAP 10 mg/kg Numberofdams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 1
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 O

General appearance, Death o 0 0 o0 o0 O O O O O O O O O O 0 0 0 1

2,4-DTAP 50 mg/kg Numberofdams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 5 4 0
General appearance, No abnormality 13 13 13 13 13 13 13 11 13 13 13 13 13 13 13 13 4 4 0

- Mouth, Salivation o o0 o o o0 O o0 2 0 0 o0 0 0 0 O O O o0 O

General appearance, Death o o 0 o0 o0 o0 0O O 0 O O O O 0 O O 1 0 O

Pre: Before administration, Post: after administration.
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RERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of dams
and general conditions

Days oflactation

0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Corn oil (control) Number of dams
General appearance, No abno rmality
Anorectal region, Soiled perineal region

1313 13 13 13 13 13 13 13 12 12
13 13 13 13 13 13 13 13 12 11 12
6o 0 0 0 O 06 0 o0 1 1 0

2,4-DTAP 10 mg/kg Number of dams
General appearance, No abnomality

11 1t 11 11 11 11 11 11 11 11 11
11 1t 11 i1 11 11 11 11 11 11 11

2,4-DTAP 50 mg/kg Number of dams
General appearance, No abnormality
Anorectal region, Soiled perineal region
General appearance, Emaciation
Body temperature, Hypothermia
Fur, Hair, Coat, Piloerection
Skin, Pale skin
General appearance, Moribundity

12 11 11 11 11 i1 11 11 11 11 11
1T 1 11 11 1r 11 11 11 11 11 11
6o 0 0 0 0 0 0 0 0 O

(== I A ]
SO O O O O
O O O O O
OO O O O
[ e e I o BN =1
O O o o O
[ e i = P o N -
(=R e R AN =]
(=R el i« N -
O O O O O

1
1
1
1
1
1

Pre: Before administration, Post: after administration.

49



B E 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis

(1,1-dimethylpropyl) by oral administration in rats

Table 5. Detailed clinical observations of male rats

[nitial number
Findings Group of Pre-treatment Days of administration Days of recovery *
animals 7 14 21 30 36 42 7 14
|Posture in home-cage] Corn oil (control) 13 0 0 0 0 [ [ 0 0 o
Crouching position 2,4-DTAP (10 mg/kg) 13 0 0 0 1] 0 0 [}
2,4-DTAP (50 mg/kg) 13 [} 0 0 0 0 0 0 0 0
2,4-DTAP (100 mg/kg) 13 0 0 ® 0 @ 0 @ 0 @ o @4 0 @&
[Locomolor in home-cage]| Corn oil {control) 13 ' 0 0 0 0 0 o 0 0
Dccrease in locomotor aclivity 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 0
, loss of locomotor activity 2,4-DTAP (50 mg/kg) 13 0 0 0 0 0 0 0 0 0
2,4-DTAP (100 mg/kg) 13 0 2 8 6 ®H °0 @ 0 *H o @ 0 @&
[Handling behavior] Com oil {control) 13 0" o 0 0 0 0 o ] 1
Resistance 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 0
2,4-DTAP (50 mg/kg) 13 0 0 [ [\ 0 0 0 0 0
2,4-DTAP (100 mg/kg) 13 0 0 8 06 & 0 ¥ 0 @ ° 4 0 @&
|Heart beats| Com oit (control) 13 ' 0 0 0 [ 0 0 0 0
Bradycardia 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 0
2,4-DTAP (50 mg/kg) 13 4 0 [ 0 0 0 0 0 0
2,4-DTAP (100 mg/kg) 13 0 o 3 0 @ 0o @@ 0 @ 0 *® 0 @
|Body temperature| Comn oil {control) 13 0® 0 0 0 0 0 [1] 0 0
Decreasc of temperature 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 0
2,4-DTAP (50 mg/kg) 13 0 0 ° 0 0 0 0 0 0
2,4-DTAP (100 mg/kg) 13 [} 0 ® 0 @4 0 4 o0 @ o0 @ o0 @
|Fur] Com oil {control) 13 0" [} 0 0 ) 0 0 0 0
Soiled fur 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 0
2,4-DTAP (50 mgfkg) 13 [ 0 0 0 0 o 0 0 0
2,4-DTAP (100 mg/kg) 13 0 1 ® 0 (% 0 @ 0 @ 0 @ 0 @
|Skin color/Mucuous membranse] Corn oil (control) i3 o® 0 0 0 0 o 0 o 0
Abnarmal (a, ancmic b, pale skin) 24-DTAP (10 mg/kg) 13 0 0 0 0 [ 0 0
2,4-DTAP (50 mg/kg) 13 0 0 0 0 0 0 0 0 [}
2,4-DTAP (100 mgfkg) 13 0 0 ® 0 @ 0 @ 0 @ 0 @ 0 &
|Lacrimation] Com oil (controi) 13 o° 0 o 0 0 0 0 0 0
Slight and scvere 2,4-DTAP (10 mg/kg) 13 0 0 0 [} 0 0 0
2,4-DTAP (50 mg/kg) 13 0 0 0 0 0 0 0 0 0
2,4-DTAP (100 mg/kg) 13 0 0 ® 0 @ 0 @ 0 W o0 & 0 @
[Pilocrection] Corn oil (control) 13 o® 0 0 0 0 0 0 0 0
Slight 2,4-DTAP (10 mg/kg) 13 0 0 [} 0 0 [ 0
2,4-DTAP (50 mg/kg) 13 0 0 0 0 0 0 0 0 0
2,4-DTAP (100 mg/kg) 13 0 0 @8 0 @@ 0 @ o0 @ 0 @ o &
[Respiratory rale] Corm oil (control) 13 [ 0 0 0 0 0 0 0 [
Hypopnea 2,4-DTAP (10 mg/ke) 13 0 0 0 0 0 0 0
2,4-DTAP (50 mg/kg) 13 0 0 0 [} [} [ 0 0 0
2,4-DTAP (100 mg/kg) 13 0 0 @® 0 @ 0 @ o0 @ 0o @4 0 @
|Gait) Com oil (control) 13 [ 0 0 0 0 0 0 0 o
Tip toc gait 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 0
2,4-DTAP (50 mg/kg) 13 0 0 ° 0 0 0 0 0 0
2,4-DTAP (100 mg/kg) 13 0 0 ® 6 @4 o0 @ o0 * o0 4 0 @

The high dosc of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
*The recovery test was performed in S animals of 0 and 50 mg/kg groups.
® Values represent the number of animals with the findings.

Figures in parenthesc indicate the number of animals examined.
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ABE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats

Table 5 (continued) . Detailed clinical observations of male rats

Initial number
Findings Group of Pre-treatment Days of administration Days of rccovery *
animals 7 14 21 30 36 2 7 14
[Urination] Corn oil (control) 13 Fd 2 1 3 1 4 2 0 3
(frequency/30sec) 2,4-DTAP (10 mg/kg) 13 4 ! 2 3 3 1 3
2,4-DTAP (50 mg/kg) 13 i 3 4 3 3 2 1 1 3
2,4-DTAP (100 mg/kg) 13 4 2 ® 0 % 1 @ 1 @®» 1 @ 1 @
[Defecation] Corn oil (control) 13 1 0 1 0 0 0 0 [ 0
(frequency/30sce) 2,4-DTAP (10 mg/kg) 13 0 2 0 1 0 0 1
2,4-DTAP (50 mg/kg) 13 0 0 2 0 0 o 0 0 [
2,4-DTAP (100 mg/kg) 13 0 o ® 0 @4 0 @ 6 @ 0 ®» o @

The high dosc of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
Thc recovery lest was performed in 5 animals of 0 and 50 mg/kg groups.
® Valucs represent total score of cach group.

Figurcs in parenthese indicate the number of animals examined.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis

(1,1-dimethylpropyl) by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

RERFE S :R-11-003

Initial number

Findings Group of Pre-treatment Days of administration The lactation period
animals 7 14 21 30 36
{Posture in home-cage] Com oil (control) 13 0° 0 0 0 0 0 0
Crouching position 2,4-DTAP (10 mg/kg) 13 0 ¥ 0 0 0 o (1D
2,4-DTAP (50 mg/ke) 13 0 0 0 0 0 0 0 (12)
2,4-DTAP (250 mg/kg) 13 0 3 (9
[Locomotor in home-cage] Corn oil (control) 13 0* 0 0 0 0 0 0
Decrease in locomotor activity 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 o (D
, loss of locomotor activity 2,4-DTAP (50 mg/kg) 13 0 0 0 0 0 0 0 (12)
2,4-DTAP (250 mg/kg) 13 0 3 9
[Handling behavior] Com oil (controf) 13 [ 1] 0 0 0 0 0
No resistance 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 o an
2,4-DTAP (50 mg/kg) 13 0 0 [} ] [} 0 0 (12)
2,4-DTAP (250 mg/kg) 13 0 1 9
[Heart beats] Com oit (control) 13 0" 0 0 0 0 0 0
Bradycardia 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 o (11
2,4-DTAP (50 mg/kg) 13 0 0 0 [} 0 0 0 (12)
2,4 DTAP (250 mg/kg) 13 0 3 ©)
[Body temperature] Com oil (control) 13 0" 0 0 0 0 0 0
Decrease of temperature 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 o (I
2,4-DTAP (50 mg/kg) 13 [ 0 0 0 0 0 0 (12
2,4-DTAP (250 mg/kg) 13 0 39
[Fur] Com oil (control) 13 0* 0 [} 0 [ 0 i
Soiled fur 2,4-DTAP (10 mg/kg) 13 0 0 [} 0 i} 0 o (an
2,4-DTAP (50 mg/kg) 13 0 0 0 i 0 0 0 (12)
2,4-DTAP (250 mg/kg) 13 0 309
[Skin color/Mucuous membranse] Com oil (control) 13 0° 0 0 0 1] 0 0
Abnormat (a, anemic b, pale skin) 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 o (11)
2,4-DTAP (50 mg/kg) 13 0 0 [} 0 [1} 0 0 (12)
24-DTAP (250 mg/kg) 13 0 39) 0
[Lacrimation] Com oil (control) 13 0* 0 0 0 0 0 0
Slight and severe 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 0 @n
2,4-DTAP (50 mg/kg) 13 0 0 0 0 1} 0 0 (12)
2,4-DTAP (250 mg/kg) 13 0 2 ®
[Piloerection] Com oil (control) 13 0° 0 0 0 0 0 0
Slight 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 o (1)
2,4-DTAP (50 mg/kg) 13 0 [ 0 0 0 0 0 (12
2,4-DTAP (250 mg/kg) 13 0 L (9
[Respiratory rate] Com oil (control) 13 0° 0 0 0 0 [4 0
Hypopnea 2,4-DTAP (10 mg/kg) 13 0 0 0 0 0 0 o (1)
2,4-DTAP (50 mg/kg) 13 0 0 0 0 0 0 0 (12)
2,4-DTAP (250 mg/kg) 13 0 3.9 0
[Gait] Com oil (control) 13 0" 0 0 0 0 0 0
Tip toe gait 2,4-DTAP (10 mg/kg) 13 [} 0 0 0 0 [} o (1)
2,4-DTAP (50 mg/kg) 13 0 0 0 0 0 0 0 (12
2,4-DTAP (250 mg/kg) 13 0 2 (9 0

* Values represent the number of animals with the findings.
Figures in parenthese indicate the number of animals examined.
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AT R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats

Table 6-1 (continued). Detailed clinical observations of female rats

Initial number

Findings - Group of Pre-treatment Days of administration The lactation period
animals 7 14 21 30 36
[Urination] Corn oil (control) 13 1° 0 0 0 1 0 0
(frequency/30sec) . 2,4-DTAP (10 mg/kg) 13 2 3 1 0 1 0 0 (11)
2,4-DTAP (50 mg/kg) 13 0 1 0 0 2 0 0 (12)
2,4-DTAP (250 mg/ka) 13 2 0 9
[Defecation] Corn oil (control) 13 0* 0 0 0 0 0 0
(frequency/30sec) 2,4-DTAP (10 mg/kg) 13 1 0 0 0 0 0 0 (11)
2,4-DTAP (50 mg/kg) 13 0 0 0 0 0 0 0 (12)
2,4-DTAP (250 mg/kg) 13 0 0 (9

* Values represent total score of each group.
Figures in parenthese indicate the number of animals examined.
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AERFE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats

Table 6-2. Detailed clinical observations of female rats, satellite group

Initial number
Findings Group of Pre-treatment Days of administration Days of recovery *
animals 7 14 21 30 36 42 7 14

|Posturc in home-cage] Com il (control) 10 o® 0 0 0 0 0 0 0 0
Crouching position

2,4-DTAP (100 mg/kg) 10° 0 2 (9 0 (1) o (1) 0 (1) 0 (1) 0 (1) 0 0
| Locomotor in home-cage! Com oil (control) 10 0o® 0 0 0 0 0 0 0 0
Decrease in locomolor activity
, loss of locomotor activity

2,4-DTAP (100 mg/kg) 10° 0 309 0 () 0 (1) 0 (A1) 0 A 0 (I 0 0
[Handling behavior] Com oil (control) 10 0o® 0 0 0 0 [} 4] [ [
No resistance

2,4-DTAP (100 mg/kg) 10° 0 0 (9 0 (1 0 (1) 0 (A1) 0 (1 0 (A 0 0
[Heart beats| Com oil (control) 10 ' 0 i [ 0 0 0 0 0
Bradycardia

2,4-DTAP (100 mg/kg) 10° 0 2 (9 0 (n o (I 0 (an o g1 o ¢ 0 0
[Body temperaturc| Corn oif {control) 10 o [ 0 0 0 0 0 0 0
Decrcase of temperature

24-DTAP (100 mg/kg) 10° 0 2.9 0 (1) o () 0 (1) 0 (i) 0 (1) 0 0
|Fur] Com oil (control) 10 o* 0 0 0 0 0 0 0 0
Soiled fur

2,4-DTAP (100 mg/kg) 10° 0 3.9 0 (1) o () 0 (1) 0 (1) 0 (1) 0 0
[Skin color/Mucuous membransc] Cormn oil (control) 10 o® 0 0 0 0 0 0 [ 0
Abnormal (a, ancmic b, palc skin)

2,4-DTAP (100 mg/kg) 10° 0 1 9 0 (1) 0 (1) 0 (1) 0 Ay 0 (1) 0 0
[Lacrimation] Com oil (controt) 10 o® 0 [ 0 [ 0 0 0 0
Slight and scvere

2,4-DTAP (100 mg/kg) 10° 0 2 9 0 (1) 0 (1)) 0 (1) 0 (1) O (1) 0 0
[Pilocrection] Corn oil {control) 10 0o® 0 0 0 0 0 0 0 0
Slight

2,4-DTAP (100 mg/kg) 10° 0 0 (9 0 (1) 0 (1) 0 (II) 0 (A 0 (1Y) 0 0
|Respiratory rate} Com oil (control) 10 o® 0 0 0 0 4] 0 [ 0
Hypopnca

24-DTAP (100 mg/kg) 10° 0 2 9 0 (A 0 (Y 0 (1 o 1) 0 (1) 0 0
[Gait] Com oil (control) 10 0® 0 0 0 0 0 0 0 0
Tip toc gait

2,4-DTAP (100 mgfkg) 10° 0 1 (9 0 (1) o (1) 0o (an ¢ an o Jn 0 [}

The high dosc of 2,4-DTAP was changed from 250 mg/kg 1o 100 mg/kg on the day 12 of administration.
* The recovery test was performed in S animals of 0 and 250 mg/kg groups.

® Valucs represent the number of animals with the findings.

© Afer day 12 of treatment, the number of animals in this group was made up of 11 animals.

Figures in parcnthesc indicate the number of animals examined.

54



AEREE R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis

(1,1-dimethylpropyl) by oral administration in rats

Table 6-2 (continued) . Detailed clinical observations of female rats, satellite group

Initial aumber

Findings Group of Pre-treatment Days of administration Days of rccovery ”
animals 7 14 21 30 36 42 7 14
|Urination] Com oil (control) 10 b 1 0 0 0 i 0 1 1
(frequency/30scc)
2,4-DTAP (100 mg/kg) 10° 1 I 9 o0 (1) 1 (an 1 (11 o (11 o0 (1 I G 1 (3
|Defccation] Com oil (control) 10 o® 0 0 0 0 0 0 0 0
(frcquency/30scc)
2,4-DTAP (100 mg/kg) 10° 0 0 (9 0 (I 0o (1) 0 (1) 0 (1) 0 (A1) 0 G 0 (5

The high dosc of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.

* The recovery test was performed in 5 animals of 0 and 250 mg/kg groups.
® Valucs represent total score of cach group.

© After day 12 of treatment, the number of animals in this group was made up of 11 animals.

Figures in parcnthesc indicate the number of animals cxamined.
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HERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 7-1. Body weights of male rats

Group Corn oil (control) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg 2,4-DTAP 100 mg/kg

Number of males 13 13 13 13

Days of administration
1 370.1 + 142 3731 £ 15.0 369.0 = 16.2 3748 £ 12.8
7 3973 + 179 3984 = 213 389.8 = 2238 357.0 £ 234 ** (9)
10 407.1 + 187 408.1 + 232 396.5 + 23.2 3502 = 32.1 ** (7)
12 416.1 = 197 416.8 + 24.1 4043 + 25.0 360.5 & 435 ** (5)
14 4249 + 205 4220 £ 255 4102 £ 249 4013 + 107 @
17 426,60 + 21.1 4251 £+ 262 412.8 £ 25.1 410.8 £ 129 )]
21 4435 + 220 4417 + 287 429.0 = 26.0 4283 + 135 4)
24 4546 + 233 4504 + 302 437.6 + 270 4400 £ 173 O]
28 468.7 = 23.7 462.7 £ 322 451.6 + 279 4563 = 19.9 ()]
31 4779 + 230 470.7 + 339 460.5 + 27.8 467.8 £ 21.6 4
35 489.6 + 228 4799 + 35.8 469.7 £ 29.2 4733 + 253 (0]
38 496.0 + 245 4869 + 372 4726 £+ 276 476.1 £ 26.0 )]
42 5070 + 25.1 4946 + 376 4825 + 283 485.1 + 24.1 4)

Each value shows mean (g) £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
Figures in parentheses indicate number of males.
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HERE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 7-2. Body weights of male rats at the recovery period

Group Corn oil (control) 2,4-DTAP 50 mg/kg

Number of males 5 5

Days of recovery
1 513.5 £ 246 483.3 £ 36.1
7 5289 = 274 496.0 £ 37.0
14 541.2 = 277 504.2 + 383

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 8-1. Body weights of female rats

Group Com oil (control) 2,4-DTAP 10 mg/kg 2 4-DTAP 50 mg/kg 24-DTAP 250 mgkg
Number of females 13 13 13 13
Days of administration
1 2580 += 12.8 260.8 + 13.1 2626 + 10.7 2633 £ 11.9
7 2715 = 134 275.0 + 13.7 2740 + 13.0 2479 = 30.7 ©®
10 2762 + 165 280.4 = 16.1 2788 + 15.0 2777 + 13.2 %)
12 2815 = 150 283.6 £ 15.5 2834 + 13.7
14 283.8 + 177 286.2 + 16.8 2842 = 17.0
17 296.8 = 117 6) 293.7 + 14.0 6) 2886 + 14.1 ®)

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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HEE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 8-2. Body weights of female rats, satellite group

Group Corn oil (contro]) 2,4-DTAP 250 mg/kg
Number of females 10 10
Days of administration

1 267.1 = 134 2662 = 8.6

7 277.6 £ 134 253.2 £ 266 * (9)

10 283.3 + 149 284.1 + 116 (6)
Group Com oil (contro]) 2,4-DTAP 100 mg/kg
Number of females 10 11

12 287.1 £ 16.6 2835 + 12.8

14 2874 + 171 291.0 £ 13.1

17 293.1 = 189 291.1 + 1538

21 297.8 + 228 297.5 + 18.0

24 301.1 £ 209 3033 £ 193

28 307.2 £ 231 307.1 £ 215

31 306.3 = 243 3063 £+ 224

35 3115 £ 232 311.0 = 232

38 315.8 + 281 3123 + 24.1

42 318.2 = 257 317.4 £ 222

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.

Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 8-3. Body weights of female rats at the recovery period

Group Com oil (control) 2,4-DTAP 100 mg/kg
Number of females 5 5
Days of recovery
1 319.2 £ 251 3345 £ 210
7 327.2 £ 248 340.1 £ 254
14 332.6 =+ 279 337.1 £ 231

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE S :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 9. Body weights of dams during pregnancy

Group Com oil (control) 24-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg
Number of dams 13 12 13
Days of pregnancy
0 294.7 + 14.2 292.3 + 159 2943 + 156
3 310.9 + 16.2 310.9 + 182 3124 £ 17.8
7 327.7 £ 15.7 326.6 + 18.6 3307 + 184
10 343.2 + 16.2 343.2 £ 216 345.0 = 209
14 366.2 + 16.6 367.7 £ 25.6 3688 + 245
17 398.5 + 17.6 404.4 + 273 4029 + 28.8
20 448.6 + 20.5 452.5 = 30.5 4467 + 339

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Table 10. Body weights of dams during lactation

Group Corn oil (contro) 24-DTAP 10 mg/kg 24-DTAP 50 mg/kg
Number of dams 13 11 12
Days of lactation

0 330.9 + 20.4 342.9 £+ 369 329.8 + 36.3

4 329.4 £ 36.6 343.2 £ 514 3504 + 239 (11)
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 11-1. Food consumption of male rats

Group Corn oil (control) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg 2,4-DTAP 100 mg/kg

Number of males 13 13 13 13

Days of administration
1 236 + 3.2 253 = 3.1 229 £ 2.6 19.8 £ 2.3 **
7 215 = 2.0 21.7 £ 25 207 + 2.8 10.1 £ 6.7 * (8)
14 208 + 22 216 £ 2.0 205 =+ 2.1 254 £ 1.7 % (4)
29 225 = 14 219 + 22 222 + 20 227 £ 26 4)
35 209 = 2.1 21.0 £ 23 20.1 + 1.9 228 £ 22 4
41 20.1 + 2.7 199 + 2.7 202 + 1.8 213 £ 22 4)

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<(.01).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
Figures in parentheses indicate number of males.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 11-2. Food consumption of male rats at the recovery period

Group Cormn oil (control) 24-DTAP 50 mg/kg
Number of males 5 5
Days of recovery
6 27.2 = 35 276 £ 1.9
12 28.1 + 28 27.8 £ 2.6
Each value shows mean (g) £ S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Table 12-1. Food consumption of female rats

Group Corm oil (control) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg 2.4-DTAP 250 mg/kg
Number of females 13 13 13 13
Days of administration
1 17.1 £ 2.8 181 £+ 3.3 176 = 39 15.7 = 37
7 174 = 25 175 £ 3.1 180 + 17 120 = 52 * (6)
14 160 = 34 172 + 3.3 167 £ 26
Each value shows mean (g) £ S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.

65



HEEE R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 12-2. Food consumption of female rats, satellite group

Group Corn oil (control) 2,4-DTAP 250 mg/kg
Number of females 10 10
Days of administration
1 190 £ 2.0 165 £ 1.6 **
7 18.1 = 1.9 11.8 £ 73* (8)
Group Corn oil (control) 2,4-DTAP 100 mg/kg
Number of females 10 11
Days of administration
14 149 = 3.0 20.5 + 3.0 **
21 177 = 3.3 172 £ 33
29 177 £ 3.0 174 £ 27
35 168 + 1.8 173 £ 29
41 153 = 1.7 168 =+ 24

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.

Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 12-3. Food consumption of female rats at the recovery period

Group Com oil (control) 2,4-DTAP 100 mg/kg
Number of females 5 5
Days of recovery
6 213 £ 1.1 21.7 £ 4.6
12 185 + 1.8 23.7 + 4.0¢*
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 13. Food consumption in dams during pregnancy

Group Corn oil (control) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg
Number of dams 13 12 13
Days of pregnancy
0 16.8 = 2.5 17.7 £ 2.2 173 £ 24
7 2.4+ 2.6 23.8 + 33 28+ 29
14 21.7 & 1.5 23.1 £ 4.7 22.8 + 36
20 15.7 £+ 3.0 154 £ 7.6 143+ 55

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Table 14. Food consumption in dams during lactation

Group Corn oil (control) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg
Number of dams 13 11 11
Days of lactation

3 259 + 159 29.7 + 15.2 37.8 £ 57
Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).

69



ABRE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats

Table 15. Functional findings of male rats and female rats at the end of the dosing period

Group Corn oil (control) 24-DTAP (10mg/kg) 2,4-DTAP (50mg/kg) 2,4-DTAP (100 mg/kg)

Male, Administration period

Number of animals 5 5 5 4

Righting reflex 100 100 100 100

Visual placing 100 100 100 100

Pupillary reflex 100 100 100 100

Startle reaction 100 100 100 100

Prayer's reaction 100 100 100 100

Withdrawal reflex 100 100 100 100

Eyelid reflex 100 100 100 100
Female, dam

Number of animals 5 5 S

Righting reflex 100 100 100

Visual placing 100 100 100

Pupillary reflex 100 100 100

Startle reaction 100 100 100

Prayer's reaction 100 100 100

Withdrawal reflex 100 100 100

Eyelid reflex 100 100 100

Female, Administration period

Number of animals 5 5

Righting reflex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 100
Prayer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats

Table 16. Functional findings of male rats and female rats at the end of the recovery period

Group Corn oil (control) 24-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)

Male, Recovery period

Number of animals 5 5

Righting refiex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 100
Prayer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Female, Recovery period

Number of animals 5 5

Righting reflex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 100
Prayer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 17. Assessment of grip strength of male rats

Group Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)
Number of males 5 5 5 4
Administration period

Forelimb 1.051 + 0.144 1.107 = 0.037 1.108 + 0.143 1.137 £ 0.029

Hindlimb 0.746 £ 0.139 0.546 =+ 0.092 * 0.482 + 0.082 ** 0.543 £ 0.163
Recovery period

Forelimb 1.128 = 0.097 1.104 £ 0.039

Hindlimb 0.580 + 0.084 0.554 = 0.108

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Table 18. Assessment of grip strength of female rats

Group 7 Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)
Number of females 5 5 5
Administration period
Forelimb ‘ 1.095 £ 0.063 1.034 £ 0.076 1.089 £ 0.086
Hindlimb 0.452 £ 0073 0.383 + 0.073 0473 £ 0.057

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 19. Assessment of grip strength of female rats, satellite group

Group Corn oil (control) 2,4-DTAP (100 mg/kg)
Number of females 5 5
Administration period
Forelimb 1.125 + 0.120 1.044 = 0.102
Hindlimb 0.521 £ 0.128 0.457 £ 0.167
Recovery period
Forelimb 1.078 = 0.104 1.131 = 0.061
Hindlimb 0511 £ 0112 0478 £ 0.074

Each value shows mean (kg) £S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 20. Motor activity of male rats

Group Comn oil (control) 2,4-DTAP (10 mp/kg) 2,4-DTAP (50 mp/kg) 2,4-DTAP (100 mg/kg)
Number of males 5 S 5 4
Administration period
Ambulation (counts)
Smin 1174 + 63 1104 £+ 98 1353 + 301 1068 + 211
10min 1091 + 105 1002 + 148 1220 = 249 918 + 203
15min 1025 + 110 830 + 170 937 + 281 832 + 150
20min 713 £ 219 670 + 186 868 + 355 634 + 142
Total 4003 + 404 3607 + 488 4377 + 1139 3451 + 604
Rearing (counts)
Smin 39 % 6 34 =+ 5 41 + 6 34 + 5
[0min 32+ 10 29 * 9 35 % 8 28 + 2
15min 26 £ 4 16 + 5 18 + 13 18 + 2
20min 12 + 7 16 + 9 15 + 6 15 + 8
Total 108 + 21 95 + 18 109 + 29 95 + 9
Recovery period
Ambulation (counts)
Smin 1018 + 124 1145 + 237
10min 958 + 112 1046 + 228
[5min 814 + 131 948 + 262
20min 633 + 182 850 + 192
Total 3422 + 399 3989 + 776
Rearing (counts)
Smin 42 + 9 39 & 6
10min 31 + 7 31 £ 13
15min 27 * 7 25 % 7
20min IS + 7 25 & 7
Total 114 + 28 120 & 12
Each value shows mean+S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 21. Motor activity of female rats

Group Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)
Number of females 5 5 5

Administration period
Ambulation (counts)

Smin 1129 + 101 1037 = 186 1218 £ 326
10min 678 + 309 898 + 66 977 + 329
15min 672 + 198 771 £ 206 941 = 220
20min 403 + 372 518 + 242 862 + 299
Total 2882 + 925 3381 = 827 3998 + 1129
Rearing (counts) .
Smin 36 + 16 29 + 10 36 + 14
10min 12 = 9 17 + 5 17 £ 6
15min 11 % 5 15 + 6 12 + 6
20min 7 + 6 4 % 7 8 = 3
Total 66 + 29 65 * 18 74 + 21

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 22. Motor activity of female rats, satellite group

Group Corn oil (control) 2,4-DTAP (100 mg/kg)
Number of females 5 5

Administration period
Ambulation (counts)

5min 1324 £+ 73 1130 + 173 *
10min 1179 = 84 1029 = 167
15min 1075 + 155 977 + 147
20min 881 = 151 844 + 67
Total 4459 + 328 3662 = 455 *
Rearing (counts)
5min 51 % 14 39 = 11
10min 39 + 9 26 =+ 9 *
15min 32 + 9 27 =+ 7
20min 24 = 9 20 =+ 4
Total 146 + 27 111 + 20 *

Recovery period
Ambulation (counts)

Smin 1279 + 219 1170 + 232
10min 942 + 172 1144 + 307
15min 966 + 321 985 + 378
20min 819 + 111 920 + 289
Total 4005 = 703 4219 + 1149
Rearing (counts)
5min 43 £ 17 37 + 8
10min 21 + 8 31 + 11
15min 21 = 10 22 + 15
20min 12 + 6 20 £ 16
Total % + 23 110 + 43

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HREAE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 23-1. Urinalysis in male rats

Quality®
Group ;u:a?:; Color Turbidity pH Protein Glucose Ketone Bilirubin  Occult blood  Urobilinogen
Light yellow Yellow - 65 170 75 80 4+ 24+ 3+ - + - + + - - +  + 2+
Com oil (control) 5 4 1 5 2 3 0 0 3 2 0 5 0 1 1 3 5 5 2 2 1
2,4 DTAP (10 mg/kg) 5 2 3 5 1 2 2 0 2 2 1 4 1 0 1 4 5 5 2 2 1
2,4-DTAP (50 mg/kg) 5 4 1 5 5 0 0 0 2 3 0o 5 0 o0 1 4 5 s 3 2 0
2,4-DTAP (100 mg/ke) 4 4 0 4 1 0 1 2 2 2 0 4 0 1 2 1 4 4 4 0 0
Urinary sediments®’ . " 0 0
. Number Red blood  White biood Can Coontls Epithelial Lljfmeb) Spec.l lbc) Electrolyltae, density Electrolyte, g/rosi1 volume
roup of males cells cells asts TS cells votume gravity (mEq/L) (mEq/24 hr)
- - - - = - + _ (mlL/24hr) Na K Cl Na K Cl
Com oil (control) 5 5 5 5 3 2 5 0 10.3 1.066 134.8 186.2 155.5 1.24 1.87 1.44
+4,1 +0.019 +54.6 +21.2 +63.0 +0.25 +0,59 +0.36
2,4-DTAP (10 mg/kg) 5 5 5 5 1 4 4 1 125 1.065 126.9 185.6 153.8 1.36 2.10 1.67
: +7.4 +0.023 +49.4 +39.0 +49.2 +0.44 +0.69 +0.48
2,4-DTAP (50 mg/kg) 5 5 5 5 3 2 5 0 153 1.053 110.0 173.5 1187 1.38 2.31 1.48
+9.5 +0.019 +50.1 +47.8 +50.9 +0.39 +0.57 +0.36
2,4-DTAP (100 mg/kg) 4 4 4 4 2 2 4 0 225 1.035 78.5 142.0 913 1.66 3.00 1.87
. +7.1 +0.010 +19.9 +41.1 +34.1 +0.05 +0.48 +0.34

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, - negative

Protein, +; 30 <and < 100 mg/dL; 2+: 100 =and <300 mg/dL; +3: 300 Sand< 600 mg/dL
Glucose, -: negative; =: 30 = and< 70 mg/dL

Ketone, - negative; +: 5 =and< 10 mg/dL; +: 10 =and <40 mg/dL

Bilirubin, - negative

Occult blood, - negative

Urobilinogen, #; normal; +: 2.0= and <4,0 mg/dL; 2+: 4.0 Sand< 8.0 mg/dL
Red blood cells, White blood cells and Casts, - not observed

Crystals and Epithelial cells, -: not observed; : a few

a), values represent as number of animals

b), values represent as mean+ S D.
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HREE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 23-2. Urinalysis in male rats of the recovery period

Quality®
Group ONf“;“:l’: Color Turbidity pH Protein  Glucose Ketone Bilirubin  Occult blood  Urobilinogen
Light yellow - 7.0 7.5 8.0 8.5 + 2+ - - + + - - + + +
Com oil (control) 5 5 5 0 2 2 1 4 1 5 2 1 2 S 5 0 3 2
2,4-DTAP (50 mg/kg) 5 5 5 1 21 1 50 5 0 5 0 5 4 1 32
8
Urinary sediment s 0 .
Uri ifi i
o Number Red blood  White blood Cast Crstal Epithelial l’meb) SPeC.l 1:) Electrolyte, density Electrolyte, gross volume
owp of males cells cells st Tystals cells volume gravity (mEq/L) (mEq/24 hr)
- + - - + - (mL/24hr) Na K Cl Na K Cl
Com oil (control) 5 5 0 5 5 5 5 142 1.069 133.6 272.0 152.4 1.86 374 212
+3.3 +0.010 +15.9 +84.6 +24.3 +0.27 +095 +0.37
2,4-DTAP (50 mg/kg) 5 4 1 5 5 5 5 14.5 1065 1219 2462 135.0 1.75 357 1.94
+2.7 +0.008 +30.4 +89.2 +29.8 +0.46 +136 +0.44

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, + 30 =and <100 mg/dL; 2+: 100 <and <300 mg/dL
Glucose, -: negative

Ketone, - negative; = 5=and< 10 mg/dL; +: 10 =and <40 mg/dL
Bilirubin, -: negative

Occult blood, -: negative; +: 0.06=< and <0.20 mg/dL

Urobilinogen, +: nommal; +: 2.0= and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed; + 10-99/3 visual field
Crystals and Epithelial cells, - not observed; +: a few

a), values represent as number of animals

b), values represent as mean£ S.D.
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RERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 24-1. Urinalysis in female rats, satellite group

Nurmber Quality”
Group of Color Turbidity pH Protein Glucose Ketone Biliubin  Occult blood Urobilinogen
females "Light yellow Yellow - 60 65 70 8.0 -+ + X - £ -+ - - +  +
Com oil (control) 5 4 1 5 1 1 2 1 1 2 1 1 4 1 1 3 1 5 5 4 1
2,4-DTAP (100 mg/kg) 5 5 0 5 0 3 1 1 3 2 0 0 5 0 5 0 0 5 5 5 0

Urinary sediments”

Uni Specifi ity? o)
. Numt}:)er Red blood  White blood . 1 Epithelial Hneb) pec'l E) Electrolyte, density Electrolyte, gross volume
Toup o cells cells Casts rystals cells volume gravity (mEq/L) (mEg/24 hr)
females

B N N T = " (mL/24hr) Na K Cl Na K Cl

Com oil (control) 5 5 5 5 4 1 5 115 1.052 84.5 1583 112.2 0.92 1.73 1.17
+4.7 +0.019 +33.9 +413 +52.9 +0.39 +0.56 +0.50

2,4-DTAP (100 mg/kg) 5 5 5 5 4 1 5 18.6% 1.028 59.8 113.0 67.1 1.10 2,11 124
+2.5 +0.005 +15.7 225 +22.8 +0.28 +0.51 +045

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, - negative; +: 10 Sand<30 mg/dL; +: 30 <and< 100 mg/dL; 2+: 100 =and <300 mg/dL
Glucose, -: negative; : 30 <and< 70 mg/dL

Ketone, -: negative; +: 5 <and< 10 mg/dL; +: 10 <and <40 mg/dL
Bilirubin, - negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0= and <4.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells -: not observed
Crystals, - not observed; +: afew

a), values represent as number of animals

b), values represent as mean+ S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 24-2. Urinalysis in female rats of the recovery period

Number Quality®
Group of Color Turbidity pH Protein Glucose  Ketone  Bilirubin  Occult blood Urobilinogen
females Tight yellow - 60 65 70 75 80 - & + - - = - - ¥
Com oil (control) 5 5 5 1 1 1 1 1 0 3 2 5 3002 5 5 3 2
2,4-DTAP (100 mg/kg) 5 5 5 0 1 2 1 1 1 2 2 5 5 0 5 5 3 2

Urinary sediments”

, ifi . B b)
o Num:er Red blood  White blood c Crsl Epithelial Ur meh) SP‘SC.1 1b°) Electrolyte, density Electrolyte, gross volume
roup ° cells cells asts rystals cells volume gravity (mEq/L) (mEq/24 hr)
females

: - . T = N (mL/24hr) Na K Cl Na K Cl

Com oil (control) 5 5 5 5 1 4 5 11.4 1.068 110.1 210.1 1446 1.27 229 1.63
+4.6 +0.014 +35.0 +32.9 +29.1 +0.54 +0.58 +0.56

2,4-DTAP (100 mg/kg) 5 5 5 5 0 5 5 15.1 1.054  102.0 176.1 1027 1.40 248 135
+6.9 +0.021 +41.8 +£53.4 +70.9 +0.59 +0.84 +0.88

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, -: negative; +: 10 <and<30 mg/dL; +: 30 <and< 100 mg/dL
Glucose, -: negative

Ketone, -: negative; +: 5=and< 10 mg/dL

Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: nomal; +: 2.0= and <4.0 mg/dL

Red blood cells, White bl ood cells, Casts and Epithelial cells - not observed
Crystals, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean+ S.D.
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RERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 25-1. Hematological findings of male rats at the end of the dosing period

Group Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)

Number of males 5 5 5 4
RBC (x10*/uL) 869 + 57 88 = 13 850 + 18 799 £ 62
Hemoglobin (g/dL) 154 + 0.2 151 = 0.2 149 = 0.2 13.9 + 0.8 **
Hematocrit (%) 449 + 1.2 436 = 0.7 4536 £ 07 41.0 £ 2.3 **
MCV (L) 519 = 4.0 492 + 04 513 = 1.2 514 £ 22
MCH (pg) 177 £ 1.1 17.1 = 0.1 176 + 03 174 = 0.7
MCHC (g/dL) 342 = 07 347 £ 0.5 342 £ 0S5 339 £ 04
Platelet (x10*/uL) 1132 + 84 129.7 = 127 1148 = 147 1242 = 92
PT (sec) 200 = 45 236 = 109 264 = 8.2 39.2 £ 5.7 **
APTT (sec) 270 £ 21 31 = 97 320 £ 41 417 + 4.4
WBC (x10%/uL) 952 + 37.0 86.7 + 24.1 95.7 = 26.9 104.9 = 21.5

Differental leukocyte ratio (%)

Neutrophil 182 + 6.5 176 + 3.1 205 £ 5.5 202 £ 6.3
Eosinophil 12 £ 06 1.0 £+ 04 1.5 £ 0.7 1.0 £ 03
Basophil 00 £+ 0.0 00 £+ 0.0 00 = 0.0 00 = 0.1
Monocyte 36 = 1.0 35 £ 1.0 36 = 14 31 £ 1.1
Lymphocyte 771 = 73 780 + 3.8 744 £ 64 757 £ 6.8
Reticulocyte ratio (%) 2.64 = 030 250 £ 030 259 = 0.39 293 = 041

Each value shows meantS.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

82



HEBREE R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 25-2. Hematological findings of male rats at the end of the recovery period

Group Corn oil (control) 2,4-DTAP (50 mg/kg)

Number of males 5 5
RBC (x10%uL) 877 + 34 875 = 19
Hemoglobin (g/dL) 15.1 = 0.5 149 = 0.6
Hematocrit (%) 443 = 1.7 439 £ 20
MCV (L) 505 = 0.4 502 = 1.3
MCH (pg) 172 = 02 171 = 04
MCHC (g/dL) 340 = 02 340 £ 03
Platelet (x10*/uL) 1132 + 6.8 1119 + 135
PT (sec) 203 + 34 182 = 6.7
APTT (sec) 257 = 21 237 + 48
WBC (x10%/uL) 587 + 109 579 + 143

Differental leukocyte ratio (%)

Neutrophil 289 + 6.8 267 £ 7.0
Eosinophil 23 £ 07 13 £ 03 *
Basophil 00 = 0.0 00 = 0.1
Monocyte 3.7 £ 0.8 3.7 £ 1.1
Lymphocyte 651 £ 6.2 683 = 8.1
Reticulocyte ratio (%) 292 + 043 311 £ 0.59

Each value shows meantS.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAEZ S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 26-1. Hematological findings of female rats at the end of the dosing period

Group Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)

Number of females 5 5 5
RBC (x10%uL) 661 = 64 695 = 57 635 + 35
Hemoglobin (g/dL) 126 = 1.1 126 + 09 121 + 0.6
Hematocrit (%) 362 + 1.8 376 £ 25 371 = 1.7
MCV (L) 551 £ 4.8 542 = 24 585 £ 2.6
MCH (pg) 19.1 = 0.6 182 = 0.7 190 =+ 0.5
MCHC (g/dL) 349 £ 25 335 £ 04 325 £ 0.6 *
Platelet (x10%/uL) 99.8 £ 28.6 1228 + 249 108.6 + 11.3
PT (sec) 113 =+ 05 11.9 = 0.5 113 = 0.5
APTT (sec) 171 £ 1.0 168 + 0.9 178 + 1.6
WBC (x10%/uL) 940 = 187 949 = 282 103.7 + 224

Differental leukocyte ratio (%)

Neutrophil 355 £+ 8.0 281 £ 85 320 £ 7.5
Eosinophil 05 £ 0.2 07 £ 0S5 04 = 03
Basophil 0.0 = 0.0 00 £ 0.0 00 £ 0.1
Monocyte 33 £ 26 34 £+ 1.7 29 £+ 09
Lymphocyte 60.6 £ 10.1 678 + 7.8 647 = 6.6
Reticulocyte ratio (%) 474 += 257 594 £ 202 9.27 = 1.56 **

Each value shows meantS.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 26-2. Hematological findings of female rats at the end of the dosing period, satellite group

Group Corn oil (control) 2,4-DTAP (100 mg/kg)

Number of females 5 5
RBC (x10*/pL) 789 + 53 724 = 31 %
Hemoglobin (g/dL) 147 £ 0.6 13.2 £ 04 **
Hematocrit (%) 434 = 09 39.1 &£ 11 **
MCV (fL) 552 = 2.7 540 + 14
MCH (pg) 187 = 06 182 £ 04
MCHC (g/dL) 339 £ 08 33.8 + 03
Platelet (x10*/uL) 1003 £ 3.6 1145 + 9.5 *
PT (sec) 109 = 02 1.1 = 04
APTT (sec) 186 £ 1.7 177 = 16
WBC (x10%/uL) 523 + 128 672 £ 20.7

Differental leukocyte ratio (%)

Neutrophil 9.0 =+ 34 101 =+ 24
Eosinophil 13 £ 03 13 £ 05
Basophil 00 = 0.0 0.0 = 0.0
Monocyte 28 £ 08 27 = 05
Lymphocyte 869 = 3.7 86.0 =+ 3.1
Reticulocyte ratio (%) 331 = 0.69 291 + 0.56

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RER%EER-11-003

Combined repeat dose and reproductive/dévelopmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 26-3. Hematological findings of female rats at the end of the recovery period

Group Corn oil (control) 2,4-DTAP (100 mgrkg)

Number of males 5 5
RBC (x10*/uL) 824 + 34 798 + 27
Hemoglobin (g/dL) 145 = 0.7 145 £ 06
Hematocrit (%) 429 + 2.1 435 + 1.0
MCV (fL) 522 + 1.8 545 = 1.5
MCH (pg) 177 £ 06 181 £ 02
MCHC (g/dL) 339 = 02 333 £ 09
Platelet (x10%/uL) 1049 = 11.8 1005 = 2.8
PT (sec) 112 = 05 112 + 04
APTT (sec) 181 £ 13 178 = 1.5
WBC (x10%/uL) 520 = 93 68.7 = 31.1

Differental leukocyte ratio (%)

Neutrophil 102 £+ 29 1.1 =+ 43
Eosinophil 23 £ 1.0 19 £ 09
Basophil 0.0 = 0.0 00 £ 0.0
Monocyte 30 £ 0.6 32 £ 09
Lymphocyte 84.5 + 3.8 838 = 55
Reticulocyte ratio (%) 2.60 = 0.30 277 £ 0.38

Each value shows meantS.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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REAE 5 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 27-1. Biochemical findings of male rats at the end of the dosing period

Group Corn oil (control) 2,4-DTAP (10 mg/kg) 24-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)
Number of males 5 5 5 4
Total protein (g/dL) 54 + 04 53 £ 0.2 51 + 0.2 52 = 0.1
Albumin (g/dL) 35 £+ 02 35 £ 0.1 35 £ 02 34 = 0.1
A/G 1.89 + 0.18 191 + 014 206 + 0.16 1.88- = 020
Glucose (mg/dL) 137 = 12 136 + 10 137 % 8 139 + 8
Total cholesterol (mg/dL) 53 + 12 48 + 9 58 + 11 53 % 7
Triglyceride (mg/dL) 48 + 24 63 + 36 52 £ 14 38 =+ 16
Phospholipid (mg/dL) 86 + 17 81 + 14 83 = 11 77 + 11
AST (UL) 60 + 14 59 =+ 8 55 £ 6 58 = 2
ALT (U/L) 30 + 11 28 £ 8 26 = 7 26 + 3
y-GTP (U/L) 0 = 0 0 = 0 0 =+ 0 0 = 0
LDH (U/L) 131 % 84 96 =+ 41 98 + 54 110 = 54
Bile acid (pmol/L) 120 = 125 67 + 33 34 = 13 30 £ 038
Blood urea nitrogen (mg/dL) 12 = 1 11 + 2 12 + 1 13 3
Creatinine (ing/dL) 04 =% 0.1 04 £ 0.1 0.4 = 00 04 £ 0.1
Total bilirubin (mg/dL) 005 + 0.01 0.05 + 0.01 005 = 0.01 0.06 + 001
ALP (U/L) 361 = 54 402 + 84 467 + 118 701 + 364
Inorganic phosphorus (mg/dL) 6.1 * 0.8 58 £ 04 6.2 = 04 69 = 0.6
Ca (mg/dL) 92 x 04 92 + 0.1 94 + 03 92 = 03
Na (mEq/L) 1443 £ 10 1448 = 0.7 1439 = 11 1440 = 12
K (mEq/L) 392 £ 0.12 377 £ 029 380 = 0.17 39 = 011
Cl (mEg/L) 1079 £ 14 1081 = 0.6 108.0 = 21 1082 =+ 1.0

Each value shows mean+S.D.
Significantly different from the control group (*; P<0.05, **: P<0.01).
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HERFE 5 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 27-2. Biochemical findings of male rats at the end of the recovery period

Group Corn oil (control) 2,4-DTAP (50 mg/kg)

Number of females 5 5
Total protein (g/dL) 58 % 03 56 £ 03
Albumin (g/dL) 36 + 01 36 = 0.2
AIG 1.67 + 0.12 181 + 005 *
Glucose (mg/dL) 138 = 9 138 = 9
Total cholesterol (mg/dL) 62 + 12 56 + 8
Triglyceride (mg/dL) 24 + 5 37 * 18
Phospholipid (mg/dL) 85 + 13 82 = 8
AST (U/L) 84 =+ 19 85 £ 15
ALT (U/L) 27 + 3 32 % 6
y-GTP (U/L) 0 =+ 0 0 * 0
LDH (U/L) 144 = 117 131 = 30
Bile acid (umol/L) 7.2 * 19 149 + 114
Blood urea nitrogen (mg/dL) 15 2 16 = 1
Creatinine (mg/dL) 0.5 = 0.1 04 £ 0.1
Total bilirubin (mg/dL) 004 = 0.01 005 = 001
ALP (U/L) 273 + 36 322 % 43
Inorganic phosphorus (mg/dL) 5.1 % 06 55 £ 02
Ca (mg/dL) 93 + 01 94 + 0.2
Na (mEq/L) 1448 = 08 1448 = 0.9
K (mEq/L) 366 = 0.12 367 = 026
Cl (mEg/L) 108.1 + 19 1079 = 1.8

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 28-1. Biochemical findings of female rats at the end of the dosing period

Group Corn oil (control) 2,4-DTAP (10 mg/kg) 24-DTAP (50 mg/kg)

Number of females 5 5 5
Total protein (g/dL) 52 = 03 55 = 05 58 = 04
Albumin (g/dL) 36 = 02 38 = 03 39 + 03
A/G 223 + 0.14 235 + 054 207 £ 0.12
Glucose (mg/dL) 106 = 17 136 = 19 * 129 + 7
Total cholesterol (mg/dL) 66 =+ 9 63 =+ 11 75 % 9
Triglyceride (mg/dL) 29 + 8 443 = 15 53 % 23
Phospholipid (mg/dL) 102 = 12 104 + 22 121 % 10
AST (U/L) 125 + 48 74 + 24 * 71 £ 12
ALT (U/L) 84 = 37 38 =+ 10 * 41 = 11
v-GTP (UL) 0 = 0 0 + 0 0 = 0
LDH (UL) 93 % 64 95 % 59 130 = 86
Bile acid (umol/L) 146 + 58 168 =+ 84 66 = 1.1
Blood urea nitrogen (mg/dL) 10 = 4 12 + 4 10 + 3
Creatinine {mg/dL) 0.5 = 0.1 05 + 0.1 05 = 00
Total bilirubin (mg/dL) 006 + 0.01 0.06 =+ 002 005 + 0.01
ALP (U/L) 205 = 64 217 + 105 248 £ 4
Inorganic phosphorus (mg/dL) 72 £ 09 67 £ 05 60 = 03 *
Ca (mg/dL) 95 =+ 07 101 + 04 98 + 04
Na (mEq/L) 141.8 = 42 1432 + 1.5 143.1 = 14
K (mEq/L) 330 £ 0.66 341 = 010 350 = 0.16
Cl (mEq/L) 101.9 = 92 1059 = 33 1080 £ 11

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HRERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 28-2. Biochemical findings of female rats at the end of the dosing period, satellite group

Group Corn oil (control) 2,4-DTAP (100 mg/kg)
Number of females 5 5
Total protein (g/dL) 6.1 = 02 62 = 03
Albumin (g/dL) 44 = 03 43 + 03
A/G 262 = 043 228 = 020
Glucose (mg/dL) 138 =+ 14 133 =+ 21
Total cholesterol (mg/dL) 71 = 14 88 =+ 13
Triglyceride (mg/dL) 26 + 16 17 + 8
Phospholipid (mg/dL) 119 = 15 137 = 23
AST (UL) 62 + 15 51 % 5
ALT (U/L) 23 = 5 17 = 2
v-GTP (U/L) 0 % 0 1+ 1
LDH (U/L) 95 £ 36 104 = 80
Bile acid (umol/L) 9.9 + 31 71 + 2.0
Blood urea nitrogen (mg/dL) 15 = 4 15 + 3
Creatinine (mg/dL) 0.6 =+ 0.1 07 £+ 0.1
Total bilirubin (mg/dL) 0.05 + 0.00 0.07 £ 0.01
ALP (UL) 219 = 45 249 + 70
Inorganic phosphorus (mg/dL) 49 + 05 56 + 0.5
Ca (mg/dL) 9.7 =+ 02 99 + 02
Na (mEgq/L) 1435 £+ 06 1435 + 1.0
K (mEq/L) 380 = 0.17 39 = 019
Cl (mEqg/L) 1082 £ 05 1065 = 1.6

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 28-3. Biochemical findings of female rats at the end of the recovery period

Group Corn oil (control) 2,4-DTAP (100 mg/kg)
Number of females 5 5
Total protein (g/dL) 6.1 + 02 62 + 04
Albumin (g/dL) 42 + 02 42 = 04
AIG 230 = 041 212 £ 016
Glucose (mg/dL) 128 + 10 131 + 10
Total cholesterol (mg/dL) 70 = 8 83 15
Triglyceride (mg/dL) 33 & 22 40 = 33
Phospholipid (mg/dL) 114 =+ 16 132 = 25
AST (UL) 63 = 25 64 + 11
ALT (U/L) 25 + 15 23 =+ 10
y-GTP (U/L) 0 + 1 0 = 0
LDH (UL) 62 + 28 57 + 26
Bile acid (pmol/L) 119 + 58 ) 116 £ 55
Blood urea nitrogen (mg/dL) 15 + 3 14 =+ 2
Creatinine (mg/dL) 06 = 01 05 = 01
Total bilirubin (mg/dL) 007 + 0.02 0.07 + 0.02
ALP (U/L) 118 = 25 108 = 27
Inorganic phosphorus (mg/dL) 45 + 06 48 =+ 09
Ca (mg/dL) 97 + 03 99 = 04
Na (mEq/L) 1436 £ 07 1435 = 1.1
K (mEq/L) 343 = 0.19 353 = 017
Cl (mEg/L) 1084 £ 09 1082 = 2.1

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **; P<0.01).
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AERE T :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 29-1. Organ weights of male rats at the end of the dosing period

Group Corn oil (control} 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg 2 4-DTAP 100 mgkg
Number of males 8 13 8 4
Body weight ® 4791 = 217 4728 + 376 4564 + 276 4588 * 231
Brain (mg) 20225 = 623 20075 + 751 20223 = 556 20458 = 368
(mg/g) 4238 + 0346 4273 = 0.39% 4444 + 0264 4466 = 0.208
Thymus (mg) 307.5 = 852 2725 = 59.1 2807 + 778 2427 = 404
(mg/g) 0.643 * 0185 0.579 + 0.137 0617 = 0.167 0530 + 0.095
Heant (mg) 14208 =  93.6 13447 = 1254 12902 = 973 12855 = 640
(mg/g) 2969 = 0.166 2849 = 0215 2830 = 0192 2802 £ 0.041
Liver (mg) 129565 £ 12653 133649 + 19358 141575 & 12371 16419.6 + 28208 **
(mg/g)  27.005 = 1565 28177 + 2454 31002 = 1.605 ** 35647 = 4367 **
Kidney (R) (mg) 14833 = 141.9 15005 + 1711 1440.6 + 529 15921 = 813
(mg/g) 3092 = 0172 3.180 = 0323 3167 = 0221 3474 = 0.182
Kidney (L) (mg) 14748 = 132.2 15110 = 1828 14228 + 749 15338 = 164
(mg/g) 3.0% = 0170 3199 = 0316 3027 +  0.240 3350 = 0.193
Kidneys (mg) 29580 + 2722 30114 = 3513 2863.5 = 1150 31258 & 875
(mg/g) 6169 + 0336 6379 + 0.634 6294 + 0.442 6824 = 0336
Spleen (mg) 7954 + 971 7577 + 123.8 7451 = 1193 8623 = 1918
(mg/g) 1.658 = 0159 1.602 + 0222 1625 + 0.163 1882 = 0418
Testis (R) (mg) 16566 = 107.8 16723 + 1368 1664.5 + 1749 15019 = 262
(mg/g) 3.466 + 0277 3.555 + 0362 3649 = 0349 3477 =  0.191
Testis (L) (mg) 16404 + 1143 16802 = 1023 16474 = 1737 1613.6 + 452
(mg/g) 3.435 = 0329 3573 + 0335 3613 = 0361 3525 £ 0231
Testes (mg) 32970 =+ 2188 33525 + 2367 3311.8 = 3482 32055 % 363
(mg/g) 6902 + 0603 7128 %  0.690 7262 = 0.710 7002 = 0401
Epididymis R) (mg) 6277 + 282 6673 + 534 6333 + 728 635.0 + 247
(mg/g) 1313 = 0082 1417 £ 0125 1392 £ 0.182 1386 + 0.066
Epididymis (L) (mg) 6139 + 337 6508 + 424 6144 + 573 6214 + 381
(mg/g) 1.283 = 0059 1381 = 0.100 1351+ 0.151 1356 = 0072
Epididymides (mg) 12416 = 554 13181 = 905 1247.7 = 1284 12565 = 606
(mg/g) 259 + 0130 2798 + 0216 2743 = 0329 2741 £ 0.129
Prostate, ventral (mg) 6519 * 167.8 6621 + 1355 6329 = 1964 7269 + 1054
(mg/g) 1371 = 0381 1399 = 0256 1408 = 0.496 1586 + 0.236
Seminal vesides (mg) 16754 + 2755 18682 + 1881 16363 = 3411 1787.8 = 2748
(mg/g) 3.510 = 0661 3.973 = 0.498 3593 +  0.769 3907 + 0.660

Each value shows mean =S D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 29-1 (continued) . Organ weights of male rats at the end of the dosing period

Group Corn oil (control) 24-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg 2,4-DTAP 100 mgkg
Number of males 8 13 8 4
Body weight (2) 479.1 217 4728 =+ 37.6 456.4 * 276 458.8 + 23.1
Thyroid giand (mg) 217 % 3.4 221 % 4.7 23.8 % 39 224 * 51
(mg/g) 0.046 + 0009 0047 + 0010 0052 + 0.007 0049 + 0010
Adrenal gland (R) (mg) 254 + 23 258 * 3.2 240 = 31 274 + 18
(mg/g) 0.053 + 0004 0.055 + 0.007 0053 + 0.008 0060 = 0.005
Adrenal gland (L) (mg) 277 % 33 269 =+ 42 25.7 45 278 * 20
(mg/g) 0.058 * 0006 0.057 + 0.009 0.057 £ 0.011 0061 = 0.003
Adrenal glands (mg) 531 + 53 527 7.1 497 # 70 552 % 31
(mg/g) 0.11t % 0009 0.112 = 0.015 0.109 = 0.018 0121 £ 0.007

Each value shows mean + 8.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AREE R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 29-2. Organ weights of male rats at the end of the recovery period

Group Corn oil (control) 24-DTAP 50 mg/kg
Number of males 5 5

Body weight (2 5105 = 273 4736 =  36.1

Brain ‘ (mg) 20779 =  70.1 20288 =+ 495

(mg/g) 4083 + 0319 4303 = 0.333

Thymus (mg) 2233 = 533 2572 +  75.8

(mg/g) 0.437 = 0.101 0.541 + 0.148

Heart (mg) 13743 + 553 14096 + 152.0

(mg/g) 2696 = 0.126 2978 £ 0.258

Liver (mg) 136840 = 1162.1 125202 + 1899.3

' (mg/g) 26778 = 1234 26337 +  2.409

Kidney (R) (mg) 1578.4 + 1953 14538 =  75.9

(mg/g) 3.090 + 0332 3.077 + 0.163

Kidney (L) (mg) 1543.6 = 181.1 14501 = 799

(mg/g) 3.024 = 0327 3.071 = 0.210

Kidneys (mg) 31220 £ 3755 29039 + 1412

(mg/g) 6114 £ 0656 6.148 + 0.351

Spleen (mg) 8435 + 134.1 7492 +  90.1

(mg/g) 1.656 = 0280 1586 + 0.198

Testis (R) (mg) 1680.6 + 1308 16604 +  61.4

(mg/g) 3293 = 0215 3.528 £ 0.380

Testis(L) (mg) 1656.0 =  83.1 16492 +  66.7

(mg/g) 3.245 = 0087 3.503 + 0.373

Testes (mg) 33365 = 206.0 33096 + 123.7

(mg/g) 6.538 + 0293 7.031 + 0.750

Epididymis (R) (mg) 659.5 * 682 6315 + 2838

(mg/g) 1294 + 0.139 1.341 + 0.143

Epididymis (L) (mg) 6472 + 455 6531 + 327

(mg/g) 1271 += 0109 1.387 + 0.147

Epididymides (mg) 1306.7 + 111.1 12847 + 364

(mg/g) 2564 = 0242 2728 = 0272

Prostate, ventral (mg) 6954 = 167.8 6418 = 93.7

(mg/g) 1359 = 0310 1.361 + 0.231

Seminal vesicles (mg) 17962 + 142.1 16222 + 129.0

(mg/g) 3.531 £ 0379 3437 + 0.332

Each value shows mean +S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 29-2 (continued) . Organ weights of male rats at the end of the recovery period

Group Corn oil (control) 24-DTAP 50 mg/kg
Number of males 5 5
Body weight ®) 510.5 = 27.3 4736 = 36.1
Thyroid gland (mg) 16.5 + 2.3 179 + 3.0
(mg/g) 0.032 £ 0006 0.038 = 0.007
Adrenal gland (R) (mg) 283 =+ 38 270 % 4.7
(mg/g) 0.056 + 0006 0.057 £ 0.008
Adrenal gland (L) (mg) 29.6 =+ 45 277 % 3.6
(mg/g) 0.058 + 0008 0.058 = 0.007
Adrenal glands (mg) 579 + 8.2 547 = 8.1
(mg/g) 0.114 =+ 0013 0.116 = 0.015

Each value shows mean = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HAERE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 30-1. Organ weights of female rats at the end of the dosing period

Group Corn oil (control) 24-DTAP 10 mg/kg 2 4-DTAP 50 mg/kg
Number of females 12 11 11
Body weight ® 311.7 29.0 317.3 + 44.1 3224 & 27.4
Brain (mg) 1908.3 =+ 75.8 1894.1 = 89.7 1896.0 % 89.2
(mg/g) 6.175 = 0686 6.082 + 0967 5916 + 0524
Thymus (mg) 157.5 =+ 72.7 1541 =+ 71.5 1769 =+ 71.0
(mg/g) 0493 + 0213 0469 = 0.193 0547 + 0218
Heart (mg) 948.1 = 71.5 969.0 + 103.7 9758 =+ 72.6
(mg/g) 3053 = 0202 3.069 + 0164 3.036 + 0229
Liver (mg) 99256 + 11457 10608.8 + 13825 114546 + 8852 **
(mg/g) 31.857 + 2334 33555 + 2380 35612 + 2228 **
Kidney (R) (mg) 10176 =+ 76.7 990.5 += 101.0 1003.9 =+ 64.5
(mg/g) 3299 + 0477 3201 £ 0748 3134 + 0330
Kidney (L) (mg) 1001.6 =+ 80.6 966.2 =+ 89.4 996.7 = 59.1
(mg/g) 3248 + 0495 3114 = 0654 3113 £ 0339
Kidneys (mg) 2019.2 + 1553 1956.7 + 187.6 20007 = 1202
(mg/g) 6.547 £ 0969 6315 + 1400 6247 + 0663
Spleen (mg) 651.5 + 161.1 677.5 = 1383 698.7 + 91.5
(mg/g) 2064 £ 0401 2,126 + 0268 2177 £ 0303
Ovary (R) (mg) 50.9 + 8.2 59.0 + 9.6 548 + 13.8
(mg/g) 0.165 + 0031 0.189 + 0039 0.170 + 0038
Ovary (L) (mg) 492 + 8.6 53.1 + 7.5 483 % 8.7
(mg/g) 0.159 = 0030 0171 + 0036 0.151 £ 0028
Ovaries (mg) 100.1 + 10.3 1121 + 15.4 1032 + 17.7
(mg/g) 0324 + 0043 0360 + 0071 0320 £+ 0050
Uterus (mg) 5705 =+ 68.5 614.8 =+ 77.4 5854 =+ 76.7
(mg/g) 1.841 + 0258 1.964 + 0324 1.832 £ 0300
Thyroid gland (mg) 150 =+ 5.1 186 = 3.8 185 + 5.5
(mg/g) 0.048 + 0016 0.060 + 0015 0.058 + 0018
Adrenal gland (R) (mg) 384 + 6.9 390 + 5.9 36.5 =+ 5.7
(mg/g) 0124 + 0023 0.125 + 0025 0.113 = 0017
Adrenal gland (L) (mg) 402 + 6.2 40.1 + 5.2 384 =% 45
(mg/g) 0130 + 0022 0129 + 0026 0.120 = 0016
Adrenal glands (mg) 786 =+ 11.0 79.1 %= 10.9 74.8 = 10.1
(mg/g) 0254 + 0039 0254 + 0051 0233 + 0033

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 30-2. Organ weights of female rats at the end of the dosing period, satellite group

Group Corn oil (control) 2,4-DTAP 100 mg/kg
Number of females 5 6
Body weight (®) 300.8 =+ 28.0 2832 + 18.4
Brain (mg) 1897.0 =+ 52.9 19097 + 30.7
(mg/g) 6.349 + 0602 6.766 + 0.429
Thymus (mg) 279.4 =+ 48.7 2374 63.2
(mg/g) 0.933 + 0.168 0.846 + 0.258
Heart (mg) 967.3 + 104.0 8814 =+ 61.6
(mg/g) 3215 + 0132 3.116 = 0.188
Liver (mg) 7831.1 + 811.2 90625 + 526.0 *
(mg/g) 26.031 + 1241 32027 £ 1.162 **
Kidney R) (mg) 940.1 + 80.6 9350 = 48.8
(mg/g) 3.128 £ 0062 3311 £ 0.240
Kidney (L) (mg) 939.2 + 1159 9474 =+ 80.3
(mg/g) 3119 = 0160 3352 £ 0294
Kidneys (mg) 1879.3 + 189.5 18824 + 126.6
(mg/g) 6.247 + 0.148 6.663 + 0.517
Spleen (mg) 5279 + 54.8 5847 « 51.2
(mg/g) 1.760 £ 0.177 2075 £ 0264 *
Ovary (R) (mg) 431 =% 6.6 458 =+ 7.0
(mg/g) 0.143 + 0017 0.163 + 0.029
Ovary (L) (mg) 46.3 =+ 8.7 426 =% 7.3
(mg/g) 0.154 + 0024 0.150 + 0.020
Ovaries (mg) 89.3 =+ 14.7 884 =+ 12.6
(mg/g) 0.297 + 0039 0.313 + 0.043
Uterus (mg) 669.0 + 2483 5181 + 138.9
(mg/g) 2.185 + 0657 1.844 + 0.556
Thyroid gland (mg) 172 = 5.5 151 + 7.0
(mg/g) 0.057 £ 0013 0.053 + 0.024
Adrenal gland R) (mg) 309 + 4.7 341 = 3.1
(mg/g) 0.103 £ 0015 0.121 + 0.013
Adrenal gland (L) (mg) 347 =+ 3.9 362 + 4.8
(mg/g) 0.115 £ 0015 0.128 + 0.016
Adrenal glands (mg) 65.6 =+ 8.5 703 + 7.9
(mg/g) 0.219 =+ 0030 0.249 + 0.028

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropy!) by oral administration in rats
Table 30-3. Organ weights of female rats at the end of the recovery period

Group Corn oil (control) 2,4-DTAP 100 mg/kg
Number of females 5 5
Body weight (® 3101 £  26.0 3171 = 20.1
Brain (mg) 1929.4 =+ 44.8 19147 + 146.7
(mg/g) 6258 + 0570 6.068 + 0.706
Thymus (mg) 2642 + 58.8 3421 + 75.9
(mg/g) 0.858 + 0205 1.072 = 0.187
Heart (mg) 9475 = 502 9786 +  53.0
(mg/g) 3.063 + 0.130 3.094 = 0.220
Liver (mg) 77541 = 764.9 83609 + 757.1
(mg/lg) 24983 + 0795 26350 = 1.295
Kidney (R) (mg) 9242 = 829 9969 + 983
(mg/g) 2981 + 0126 3.139 = 0.127
Kidney (L) (mg) 9143 = 1022 9639 + 1152
(mg/g) 2945 £ 0162 3.034 + 0.200
Kidneys (mg) 18385 + 180.3 19609 = 210.7
(mg/g) 5926 + 0247 6.172 £ 0313
Spleen (mg) 533.8 +  65.1 6650 = 864 *
(mg/g) 1.732 = 0256 2097 £ 0222 *
Ovary (R) (mg) 525 % 14.1 495 =+ 11.3
(mg/g) 0172 + 0054 0.157 £ 0.041
Ovary (L) (mg) 492 + 8.2 462 =+ 12.2
(mg/g) 0.160 + 0031 0.148 = 0.047
Ovaries (mg) 101.7 £ 205 957 £ 22,0
(mg/g) 0332 = 0.080 0.305 = 0.083
Uterus (mg) 917 £ 710 6038 + 2257
(mg/g) 1.597 + 0287 1.878 £ 0.592
Thyroid gland (mg) 145 + 1.9 170 =+ 3.1
(mg/g) 0.047 + 0.005 0.054 = 0.011
Adrenal gland (R) (mg) 315 + 3.0 298 =+ 5.8
(mg/g) 0.102 + 0009 0.094 + 0.018
Adrenal gland (L) (mg) 343 % 2.9 348 =+ 5.0
(mg/g) 0.111 = 0005 0.110 + 0.015
Adrenal glands (mg) 65.8 =+ 5.2 646 = 10.6
(mg/g) 0212 + 0013 0.204 + 0.032

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 31-1-1. Macroscopic findings of male rats at the end of the dosing period

Dose Com oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)

Findings Grade - P - P - P - P
Kidney

Enlargement 8 0 13 0 8 0 2 2
Liver

Accentuated lobular pattern 8 0 12 1 8 0 4 0

Enlargement 8 0 13 0 6 2 2 2
Lung

Dark reddish area 8 0 13 0 8 0 3 1
Spleen

Accessory spleen 8 0 12 1 8 0 4 0

Enlargement 8 0 13 0 8 0 3 1
Thymus

Small 8 0 12 1 5 3 4 0

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 31-1-2. Macroscopic findings of female rats at the end of the dosing period

Dose Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)

Findings Grade - P - P - P
Cecum

Retention, black content 12 0 10 1 11 0
Ileum

Diverticulum 11 1 11 0 11 0
Kidney

Discoloration, pale colored 11 i 10 1 11 0
Liver

Discoloration, pale colored 11 1 11 0 11 0
Lung

Dark reddish area, scattered 12 0 11 0 10 1
Spleen

Discoloration, pale colored 11 1 11 0 11 0
Stomach

Dark colored spot, mucosa,

glandular stomach 11 1 9 2 11 0

Thickening, mucosa, forestomach 12 0 10 1 10 1
Thymus

Small 10 2 9 2 ’ 9 2

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Table 31-2-1. Macroscopic findings of female rats at the end of the dosing period, satellite group

Dose(mg/kg) Corn oil (control) 2,4-DTAP (100 mg/kg)
Findings Grade - P - P
Liver
Enlargement 5 0 5 1

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Table 32-1. Macroscopic findings of male rats at the end of the recovery period

Dose(mg/kg) Corn oil (control) 2,4-DTAP (50 mg/kg)
Findings Grade - P - P
All organs and tissues S 5

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Table 32-2. Macroscopic findings of female rats at the end of the recovery period

Dose(mg/kg) Corn oil (control) 2,4-DTAP (100 mg/kg)
Findings Grade - P - P
All organs and tissues 5 5

- : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 33-1-1. Histopathological findings of male rats at the end of the dosing period (H.E. staining)

Dose Com otl (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg) 2,4-DTAP (100 mg/ke)
Findings Grade - & + 2+ 3+ P NE -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE - & + 2 3+ P NE
Brain 5 5 4
Spinal cord 5 5 4
Pituitary gland 5 5 4
Submandibuler gland 5 5 4
Sublingual gland 5 5 4
Lymph node, submandibular 5 5 4
Thyroid gland 5 5 4
Parathyroid gland 4 1 5 4
Thymus 5 1 5 4
Heart
Degeneration/fibrosis, myocardial, focal 3 2 0 0 O 5 0 0 0 o0 4 0 0 0 O
Trachea 5 5 4
Lung
Accumulation, foam cell, alveolus 5 0 0 0 O 5 0 0 0 O 3 1. 0 0 0O
Mineralization, focal, arterial wall 5 0 0 0 0 4 1 0 0 0 4 0 0 0 O
Bronchus ’ 5 5 4
Liver
Fatty change, hepatocyte, periportal 0 4 1 0 0 o 0 1 o0 0 0o 2 3 0 0 6 0 3 1 ¢
Microgranuloma 2 3 0 0 O i 0 0 0 O 5 0 0 0 O 0 4 0 0 O
Pancreas
Atrophy, acinar cell, focal, with ductal proliferation 4 1 0 0 O 5 0 0 0 0 4 6 0 0 o0
Cellular infiltration, lymphocyte, around artery 4 1 0 0 ¢ 5 0 0 0 0 4 0 0 0 0
Stomach 5 5 4
Duodenum 5 5 4
Jejunum 5 5 4
Nleum 5 5 4

- : No abnormal changes +: Very slight + : Slight 2+: Moderate 3-+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 33-1-1 (continued) . Histopathological findings of male rats at the end of the dosing period [H.E. staining)

Dose Corn o1l (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)
Findings Grade - & + 2+ 3+ P NE - & + 2+ 3+ P NE - & + 2+ 3+ P NE - £ + 2+ 3+ P NE
Cecum 5 5 4
Colon 5 5 4
Rectum 5 5 4
Lymph node, mesenteric 5 5 4
Spleen
Deposit, pigment, brown 0 5 0 0 O 0 5 0 0 o© 0 2 2 0 0
Hematopotesis, extramedullary 0O 0 5 0 o 0 2 3 0 0 0 1 3 0 O
Kidney
Basophilic tubule, cortex/medulla 5 0 0 0 0 5 0 0 0 0 0 0 4 0 O et
Basophilic tubule, cortex 3 2 0 0 O 3 2 0 0 O 4 0 0 0 O
Cast, hyalin, cortex/medulla 5 0 0 0 © 5 0 0 0 O 1 3 0 0 O 4
Cyst, cortico-medullary junction 4 1 5 [ 3 1
Urinary bladder 5 5 4
Adrenal gland 5 5 4
Testis 5 5 4
Epididymis 5 5 4
Prostate
Cellular infiltration, lymphocyte, interstitial 2 3 0 0 0 3 2 0 0 0 2 0 2 0 0
Seminal vesicle 5 5 4
Coagulating gland 5 5 4
Eyeball 5 5 4
Harderian gland 5 5 4
Sciatic nerve 5 5 4
Skeletal muscle 5 5 4
Femur 5 5 4
Marrow, femur 5 5 4

- : No abnormal changes =+: Very slight + : Slight 2+: Moderate 3+ Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.

** P<0.01 : Significantly different from control. (Two-tailed Mann -Whitney U test)
#P<0,05, ## P<0.01 : Significantly different from control. (One-tailed Fisher exact test)
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 33-1-2. Histopathological findings of female rats at the end of the dosing period (H.E. staining)

Dose Corn o1l (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)
Findings Grade - &£ + 2+ 3+ P NE -+ + 2+ 3+ P NE -+ + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland 5 5
Submandibular gland 5 5
Sublingual gland 5 5
Lymph node, submandibular
Atrophy, follicle 3 2 0 0 ¢ 5 0 0 0 0
Thyroid gland 5 5
Parathyroid gland 5 5
Thymus
Atrophy 2 0 1 2 0 0o 0 o0 1 1 3 1 1 0 o0
Heart
Degeneration/fibrosis, myocardial, focal 4 1 0 0 O 5 0 0 0 0
Trachea 5 5
Lung
Accumulation, foam cell, alveolus 5 0 0 0 0 4 2 0 0 0
Bronchus 5 5
Liver
Fatty change, hepatocyte, periportal 5 0 0 0 O 3 2 0 0 0O
Microgranuloma 4 1 0 0 0O 2 3 0 0 0
Vacuolation, hepatocyte, midzonal 2 1 0 2 © 5 0 0 0 O
Pancreas 5 5
Stomach
Edema, submucosa, forestomach 5 0 0 0 O 1 0 1 0 O 4 0 1 0 0
Erosion, mucosa, glandular stomach 4 1 0 0 O 1 1 0 ¢ O 5 0 0 0 0
Hyperplasia, squamous cell, mucosa, forestomach 5 0 0 0 0 1 0 1 0 O 4 1 0 0 O
Ulcer, mucosa, forestomach 5 0 0 0 O 1 1 0 0 O 5 0 0 0 o
Duodenum 5 5

- : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals rep the ber of animal

Not significantly different from control,
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 33-1-2 (continued) . Histopathological findings of female rats at the end of the dosing period (H.E. staining]

Dose Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)

Findings Grade - & 4+ 2+ 3+ P NE - 4+ + 2+ 3+ P NE -+ + 2+ 3+ P NE
Jejunum 5 5
lleum .
Diverticulum 5 1 5 0
Cecum 5 1 5
Colon 5 5
Rectum 5 5
Lymph node, mesenteric
Atrophy, follicle 4 1 0 0 O 5 0 0 0 o
Spleen
Decrease, red pulp 4 0 1 0 O 5 0 0 0 0
Deposit, pigment, brown o 0 4 1 O o 1 4 0 O
Hematopoiesis, extramedullary 0 1 3 1 © 0 0 1 4 0O
Kidney
Basophilic tubule, cortex 0 4 1 0 O 0 o 1 0 o0 2 3 0 0 0
Cast, hyalin, cortex/medulla 4 0 1 0 © 1 0o 0 0 0 s 0 0 0 O
Degeneration/necrosis,

proximal tubular epithelium, cortex 2 1 2 0 © 0O 0 1 0 o0 5 0 0 0 0
Urinary bladder 5 5
Adrenal gland 5 5
Ovary 5 5
Uterus 5 5
Vagina 5 5
Eyeball 5 5
Harderian gland 5 5
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 5
Marrow, femur 5 S

- : No abnormal changes +: Very slight +: Slight 2+ Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 33-2. Histopathological findings of female rats at the end of the dosing period, satellite group (H.E. staining)

Dose Corn oil {control) 2,4-DTAP (100 mg/kg)

Findings Grade - + + 2+ 3+ P__NE + + 2+ 3+ P NE
Brain

Cellular infiltration, lymphocyte,

choroid plexus, ventricle 5 0 0 0 0 1 0 0 0

Spinal cord s
Pituitary gland 5
Submandibular gland 5
Sublingual gland N
Lymph node, submandibular 5
Thyroid gland

Ectopic thymus 5 0 1
Parathyroid gland 4 1 1
Thymus 5
Heart 5
Trachea 5
Lung

Accumulation, foam cell, alveolus 3 2 0 0 0 0 0 0 0

Mineralization, focal, arterial wall 4 1 0 0 0 0 [ 0 0
Bronchus 5
Liver

Fatty change, hepatocyte, periportal 4 1 0 [ 0 1 0 0 0

Microgranuloma 3 2 ] 0 0 2 0 0 0
Pancreas

Atrophy, acinar cell, focal, with ductal proliferation 5 0 0 0 0 1 0 0 0
Stomach 5
Duodenum 5
Jejunum S

- : No abnormal changes =: Very slight + : Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 33-2 (continued) . Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Dose Corn oil (control) 2,4-DTAP (100 mg/kg)
Findings Grade - + + 2+ 3+ P NE - + -+ 2+ 3+ P NE
Tleum 5 6
Cecum 5 6
Colon 5 6
Rectum 5 6
Lymph node, mesenteric 5 6
Spleen
Deposit, pigment, brown 0 0 5 0 0 0 0 5 1 0
Hematopoiesis, extramedullary 0 1 4 0 0 0 2 4 0 0
Kidney
Basophilic tubule, cortex 2 3 0 0 s} 0 1 S 0 0 *
Calculus, pelvis 4 1 0 0 0 6 0 0 0 0
Cyst, cortico-medullary junction 5 0 5 1
Hyperplasia, transitional cell, pelvis 4 0 1 0 0 6 (] 0 0 0
Mineralization, cortex/medulla S 0 0 0 0 5 1 ] 0 0
Urinary bladder 5 6
Adrenal gland 5 6
Ovary 5 6
Uterus 5 6
Vagina 5 6
Eyeball 5 6
Harderian gland 5 6
Sciatic nerve 5 6
Skeletal muscle 5 6
Femur 5 6
Marrow, femur 5 6

- : No abnormal changes =+ Very slight +: Slight 2+: Moderate 3+ Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.

* P<0.05 : Significantly different from control. (Two-tailed Mann -Whitney U test)
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 34. Histopathological findings of female rats at the end of the recovery period (H.E. staining)

Dose Corn oil (control) 2,4-DTAP (100 mg/kg)
Fi.ndings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE
Brain 5
Spinal cord 5
Pituitary gland 5
Submandibular gland 5
Sublingual gland 5
Lymph node, submandibular 5
Thyroid gland . 5
Parathyroid gland 5
Thymus 5
Heart 5
Trachea 5
Lung
Metaplasia, osseous, focal 4 1 0 0 0
Bronchus 5
Liver
Fatty change, hepatocyte, periportal ’ 3 2 0 0 0
Microgranuloma C2 3 0 0 0
Necrosis, focal, subserosa 4 1 0 0 0
Pancreas
Atrophy, acinar cell, focal, with ductal proliferation 3 2 0 0 0
Stomach 5
Duodenum 5
Jejunum 5

- : No abnommal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 34 (continued) . Histopathological findings of female rats at the end of the recovery period (H.E. staining]

. Dose Corn oil (control) 2,4-DTAP (100 mg/kg)
Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE
Ileum 5
Cecum 5
Colon 5
Rectum 5
Lymph node, mesenteric 5
Spleen
Deposit, pigment, brown 0 0 1 4 0
Hematopoiesis, extramedullary 0 1 4 0 0
Kidney
Basophilic tubule, cortex 4 1 0 0 0 1 4 0 0 0
Cast, hyalin, cortex/medulla 5 0 0 0 0 4 1 0 0 0
Mineralization, cortico-medullary junction 5 0 0 0 0 4 1 0 4] 0
Urinary bladder 5
Adrenal gland 5
Ovary 5
Uterus 5
Vagina 5
Eyeball 5
Harderian gland 5
Sciatic nerve 5
Skeletal muscle 5
Femur 5

Marrow, femur 5
- : No abnormal changes % Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined
Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 35. Results of observations about estrous cycle

Dose Cornoil (vehicle) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg 2,4-DTAP 100 mg/kg

Number of animals examined 13 13 13 13

Pre-treatment period

Number ofanimals showing type ofcycle

4-day cycle 8 10 11 11
4 and 5-day cycle 2 1 0 2
S-day cycle 3 2 2 0
Mean length ofestrous cycle in days; Mean+S.D. (N) 43 + 04 (13) 42 = 04 (13) 42 + 04 (13) 41 £ 02 (13)

Treatment period

Number ofanimals showing each type of cycle

4-day cycle 8 10 11 5
4 and 5-day cycle 2 1 2 0
5-day cycle 2 2 0 0
Imegular cycle 1 0 0 0
Mean length ofestrous cycle in days; Mean+S.D. (N) 42 = 04 (13) 42 = 04 (13) 41 £ 02 (13) 40 + 0.0 ®)
Frequency of animals of which type ofestrus cycle
was changed after the treatment 3 /13 0 /13 2 /13 2 /5
Mean times of vaginal estrus during mating period; Mean+S.D. (N) 1.0 £ 00 (13) 1.0 £ 00 (13) 10 £ 00 (13)

Significantly different from the control group (* p<0.05, ** p<0.01).
Figures in parenteses indicate the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 36. Results of observations about reproductive performance

Dose Corn oil (vehicle) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg
Number of mated pares [A] 13 13 13
Number of copulated pares [B] 13 13 13
Copulation index [(B/A)*x100, %] 100.0 100.0 100.0
Number of fertile males [C] 13 12 13
Fertility index [(C/B)*x100, %] 100.0 92.3 100.0

Paring days until copulation
; MeantS.D. (N) 27 £ 14 (13) 25 £ 1.1 (13) 28 = 1.1 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats
Table 37. Observation of offspring (F))

Group Corn oil (control) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg
Number of dams 13 11 12
Gestation length (days)

Mean+ S.D. per dam 25+ 0.5 225+ 05 223+ 05
Number of corpora lutea

Total 202 197 ' 208

Mean=+ S.D. per dam 155+ 1.5 164+ 14 (12) 160+ 20 (13)
Number of implantation scars

Total 199 193 200

Mean= S.D. per dam 153+ 1.5 161 £ 13 (12) 154 =+ 25 (13)
Implantation index (%) 986 + 3.7 981 % 29 (12) 90+ 74 (13)
Delivery index (dams,%) * 100.0 91.7 923

Number of offSpring at birth

Total 186 162 175

Mean+ S.D. per dam 143+ 1.5 147 £ 17 146 + 28
Number of live offspring at birth

Male 88 74 76

Female 98 77 81

Total 186 151 157

Mean + S.D. per dam 143+ 1.5 137+ 23 131 £ 39
Sex ratio ©

Mean+ S.D. per dam 0.48 £ 0.11 048 + 0.12 050 £ 0.17
Number of dead offspring

Total 0 11 18

Mean= S.D. per dam 00+ 0.0 10+ 18 15+ 38
Delivery index (offspring) @

Mean% + S.D. per dam 935+ 45 920+ 75 937+ 70
Birth index

Mean% £ S.D. per dam 935+ 45 856 + 107 848 + 213
Live birth index

Mean% = S.D. per dam 1000 = 0.0 934 £ 119 909 + 222

Number of off5pring on day 4

Male 79 69 71

Female 87 71 76
Sex ratio @

Mean+ S.D. per dam 0.48 £ 0.11 (12) 048 +0.15 048 +0.16  (11)
Viability index ®

Mean% = S.D. per dam 902 + 27.7 921 + 143 88.5 + 285
Number of external abnomalities 0 0 0

Mean% + S.D. per dam 00+ 0.0 00+ 00 00+ 00

Significantly different from the control group (*: P<0.05, **: P<0.01).

a). (Number of implantation scars/Number of corpora lutea)x100.

b): (Number of dams with live offspring/mumber of pregnant dams)x100.

¢): Number of male offspring/{number ofmale offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)x100.

e). (Number of live o ffspring at birth/number of implantation scars)x100.

f): (Number oflive offspring at birth/number of offSpring at birth)x100.

g): (Number of live offspring 4 days after birth/number o flive offSpring at birth)x100.
h): Number of extemal abnormalities in live offspring at birth.

Figures in parentheses indicate number of dams.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Table 38. Body weights of offspring (F,) before weaning

Group Corn oil (control) 2,4-DTAP 10 mg/kg 2,4-DTAP 50 mg/kg
Number of dams 13 11 12
Male
Days after birth
0 70 = 05 66 = 0.7 66 = 0.7
4 99 + 17 (12) 103 + 25 104 £ 19 (11)
Number of dams 13 11 12
Female
Days after birth
0 66 = 0.6 63 £ 0.7 61 = 0.7
4 94 + 17 (12) 101 = 24 100 = 1.7 (11)

Each value shows mean + S.D. per dam. (g).
Figures in parentheses ind icate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Table 39. General conditions in offspring (F;) before weaning

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
Corn oil (control)  Number of offspring 186 186 185 183 172
General appearance, No abnormality 186 185 183 172 166
General appearance, Death 1 2 11 6
24-DTAP 10 mg/kg Number of offspring 151 151 144 142 140
General appearance, No abnormality 151 144 142 140 140
General appearance, Death 7 2 2
2,4-DTAP 50 mg/kg  Number of offspring 157 153 149 148 148
General appearance, No abnormality 157 149 148 148 147
General appearance, Death 4 1 1
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis
(1,1-dimethylpropyl) by oral administration in rats

Table 40. Morphological observations of offspring (F;)

Dose Corn oil (control) 24-DTAP 10 mgkg  2,4-DTAP 50 mg/kg
Dead offspring
Number of dead offspring 20 22 24
Number of missing offspring 4 5 5
Number of dead offspring examined 16(12) 173) ® 1913 »
Number of dead offspring with external changes 0 0 0
Number of dead offspring with visceral changes 0 0 0
Live offspring
Number of live offspring examined (postnatal day 0) 186 151 157
Number of live offsping with external changes 0 0 0
Number of live offspring examined (postnatal day 4) 166 140 147 9
Number of live offspring with external changes 0 0 0
Number of live offspring with visceral changes 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).

a) including missing offspring

b) Parenthesis indicates the number of offspring not examined bacause of their autolysis.

c) Four offspring were autopsied on the postnatal day 0, when their dam was sacrificed for moribundity.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 1-1-1. General conditions of male rats

Corn oil (control)
Male No. Days of administration
1 2 3 4 5 6 7 8 (] 10 11 12 13 14 15 16 17 18 19 20 2t 22 23 24 25
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre  Post Pre  Post Pre Post Pre Post Pre Post Pre  Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
wotcot - - - - - - - - - - - - - - =-"—-""=-&FF--"
1

Mo1003 L R T S R - - - - - - - - - - - - - - S e e e e e e e e e e e e e e e e e e e e e e e e,

MO1004 L T T - - - .- - - - - - - - - T T L T S T
MO1005 L T - - - - - - - - - - - - - - T e T T
M01006 L e T - - - - - - - - - - - - - - e S T S S T
MO01007 - - - - - - - - - - . - - - - - - - - - - - - - - - - - - . - - - - - - - - . - - - - - - - - - - -
M01008 - - - e e - - - . - - - - - - - - . - - - - - - - - . - - - . - . L - - - - - - - 8 g8 8 8 & 8
M01009 R T - - - - - - - - - - - - R e S ST T T T SR
Mo1010 T R T - - - - - - - - - - - - - L T L T S
MO1011 L T R - - - - - - - - - - - - - L R T I S R
Mo1012 L T R R T - - - - - - - - - - - - - L T R
M01013 R S S - - - - - - - - - - - - - O S R S S A S S RS S
Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 1313 13 13 13 13 13 13 13 13 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 12 12 12 12 12 R
g 0 0 0o o0 0 ¢ 0 0 o0 0 0 0 0 0 0 0 o 0 0 0 9 0 0 0 9 0 o 0 0 0 0 0 o0 O 06 ¢ 66 0 0 0 0 0 0 0 1 1 1 1 1 1
Pre: Before inistration, Post: after inistrati
- General appearance, No abnormality.
g: Skin, Crust formation, Posterior neck.

Appendix 1-1-1 (continued) . General conditions of male rats

Com oil (control)

Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M01001 R e
M01002 L T T T T T T T
MO01003 C e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M01004 C e e e e e e e o e e e e e e e e e e e e e e e e e e e e e e e
M01005 T T T T T S S SR ST S R
M01006 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M01007 T T T T S N
M01008 & &8 B &8 8 8 8 & B B B B - - -+ - = o .. s - ... - s e e e s e e
M01009 s e e e o e e o e e e e e e e e e e e e e e e e e e e e e e e e
M01010 C e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
Mo1011 T T T T
M01012 f e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M01013 S R S R T S S S S R S S R S R R SR S S S R
Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 8
- 12012 12 12 12 12 12 12 12 12 12 12 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 8
g 1 1 1 1 1 1 1 1 1 1 1 1 0 o o0 o0 0 0 0 o0 O 0 0 0 0 0 0 0o 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration,

-: General appearance, No abnormality.
g: Skin, Crust formation, Posterior neck.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 1-1-2. General conditions of male rats

2,4-DTAP 10 mg/kg
Mele No. Days of administration
] 2 3 4 ] 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre _ Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M02001 S s e e e e e e - - - - - - - - - - - - - B B
M02002 R T S - - - - - - - - - - - - - - L T e T T T
M02003 L T S R - - - .- - - - - - - - - - L S T T
M02004 L L T S S - - - - - - - - - - - - - - L T S S T
M0200§ .- ..o e e o - - - - - - - - - - - e
M02006 R e T T - - - - - - - - - - - - - - R A T T T T TR S
M02007 R T - - - - - - - - - - - - - - L R T T S T
M02008 R T T - - - - - - - - - - - - - - L L T R T ST T S N S T
M02009 e e e e e e e e - - .- - . - - - - - - S e e e e e e e e e e e e e e e e e e e e e e e
MO2010 e e e o e e - - .- . - - - - - - e
M02011 R T S - - - - - - - - - - - - - - L T T T T R

M02012 L L T S T S - - - .- . - - - - - - - - S e e e e e e e e e e e e e e e e e e e e e e e

Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 B3 13 13 1 13 13 13 13 13 13 13 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 .
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

Pre: Before administration, Post: after administrati

-: General appearance, No abnormality.

Appendix 1-1-2 (continued) . General conditions of male rats

2,4-DTAP 10 mg/kg

Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M02001 - - - - - - - - - - - - - - - - - - - - B - - - . - - . . - - N - - .
M02002 - - - - - - - - - - - . - - - N - - - . - - - - - - . - - - . - - - -
M02003 c e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e,
M02004 . - - - . - - - - - - - - - - - - - - - - - - . - - - . - - . - - . -
M02005 S T
M02006 - . - - - - - - - - - - - - - - - - - - - - - - . - - - . - - . - - .
M02007 . - - - - - - - - - . - - - . - - - . - - - . - - . - - - - - - . -
M02008 . - - - - - - - - - - . - - - . - - - . - - - - - - . . - - . - - . -
M02009 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02010 . - - - - - - - - - - - - - - - - - - - . - - - . - - - - - . - - . -
M02011 c e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M02012 - . - - - - - - - - - - . - - - - - - - - - - - . - - - - - - . . - .
M02013 - - - - - - - - - - - - - - - - - - - “ - - - - - - . - - . - - . - -

Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

Pre: Before administration, Post: after administrati

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 1-1-3. General conditions of male rats

24-DTAP SO mafkg
Male No. Days of administration
1 2 3 4 5 [ 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre  Post Pre Post Pre Post Pre Post Pre Post Pre  Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
MO3001 - - - - - - - - - - .- N - - - H N S S B S - - - - - - - - - - -
M03002 e e e e e e e e - - e - - - - - - - - e e e e e e e e e e e e
MO3003 e e e e e e e - - .- - - - R - - e e e e e e e e e e e e e e e
MO03004 R A T T T S - - - - - - - - - - - - - - L T T T L S T e S R B
MO03005 R T T T T T S - - - - - - - - - - - - - - L T T
MO03006 L L T S R S - - - .. - - - - - - - - R S R
M03007 L T T S SR S - - - - - - - - - - - - - - L T R
M03008 L T R B T - - - - - - - - - - - - - R T R
MO3009 L T T T S S - - - - - - - - - - - - - - T S S S R B
Mo3010 L T R R S - - - - - - - - - - - - - - L T T T
M03012 L R T S S - - - - - - - - - - - - - L T N T
Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 B 13 13 13 13 13 13 13 13 13 13 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 B3 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 3 B 13 13 13 13 13 13 13 13 13 13 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 12 13 12 13 11 13 12
[ 0 0 0 ¢ 0 0 0o 0 0 0 0 0 Q 0 0 o0 0 0 [ 0 Q 0 4] 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 o0 0 0 0 O 1 o0 1 0 2 0 1
Pre: Before administration, Post. after administrati .
-: General appearance, No abnormality.
¢: Mouth, Salivation.

Appendix 1-1-3 (continued) . General conditions of male rats

24-DTAP 50 mg/kg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M03001 L T T T S T R T T N S SR S S E e e
M03002 L T A T S S T S R
M03003 L e T R T T T R T T T T S S S
M03004 L TR L T T S T S S
M03005 B T T T R L T A T R S
M03006 L T T S T T T T S Y
T T T T T
MO3008 - - - e = e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03009 S e e e e e e
M03010 - e
MO3011 - e -
M03012 ..
M03013 - - -
Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 11 13 11 13 11 13 12 13 11 13 11 13 11 13 13 11 13 11 13
< ¢ 2 0 2 o0 2 0 1 0 2 0 2 0 2 0 2 0 2 0 2 0
Pre: Before administration, Post: afer edministrati
-: General appearance, No abnormality.
¢: Mouth, Salivation,
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Combined repeat dose and reproductive/developmental toxicity

Appendix 1-1-4. General conditions of male rats

24-DTAP 100 mgfkg

Days of administration

Male No.

15 16 17 18 1% 20 21 22 23 24 25
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

14

10

Post Pre _ Post Pre Post

Pre

Post

Post Pre Post Pre

Pre

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M04001

f

a, abeq adeh abek

dh

M04002

f

b adm abm

d

M04003

M04004

f

adhk abejk

b
abjnopr

M04005
M04006

a,dj

b

M04007

ab

b adi

M04008

M04009
Mo4010
Mo4o11

ab adenos

ad

f

ab adh ab abdeh abe

ad

ab

ab

8,1

Mo4013

Number of males

12

12

13
13

213 13 13 13 12 10

13

@ g -

Post: after

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.

Pre: Before

-: General appearance, No abnormality.

a: Anorectal region, Soiled perineal region.

b: Behavior, Decrease in locomotor activity.

«©: Mouth, Salivation.

¢: General appearance, Emaciation.
f: General appearance, Death.
g Skin, Crust formation.

h: Excretion, Blackish feces.
i: Exeretion, Loose stool.

Jj: Eye, Eyeball, Bulbi, Globe, Lacrimation.

k: Excretion, Reddish urine.
1: Excretion, No-feces.

m: Eye, Eyeball, Bulbi, Globe, Reddish tear.

n: General appearance, Moribundity.

o: Body temperature, Hypothermia.

p: Posture, Body position, Lateral position.

q: Fur, Hair, Coat, Piloerection.

r: Breathing, Bradypnea.

s: Behavior, Loss of locomotor activity.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 1-1-4 (continued) . General conditions of male rats

2,4-DTAP 100 mg/kg

Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
MO04001 - - - ¢ - - - ¢ - [ - - c - c - ¢ - c - c - [ [V - - - - c - - -
M04004 - c - ¢ - ¢ - ¢ - c - c - - - c - ¢ - - - c - ¢ - ¢ = ¢ - ¢ I
M04009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Numberofmales 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
- 4 3 4 2 4 3 4 2 4 2 4 3 4 3 4 2 4 2 4 3 4 2 4 2 4 2 4 3 4 3 4 2 4 3 4
c o 1 o 2 o0 1t o0 2 0 2 o0 1 o0 1 o0 2 o0 2 o0 1 o0 2 o0 2 o0 2 0 1 o0 t o0 2 0 1 90

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

¢: Mouth, Salivation,

122



RERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 1-2-1. General conditions of male rats at the recovery period

Corn oil (control)
Male No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M01009 - - - - - - . - - - - - - . -
M01010 - - - - - - - - - - - - - - .
M01011 - - - - - - . - . - - . - - .
M01012 - - - - - - . - - - - - .- .
M01013 - - - - - - - - - - - - - - -
Numberofmales 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5§ 5 5 5 S§ 5 5 5 5 5 5
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 1-2-2. General conditions of male rats at the recovery period

2,4-DTAP 50 mg/kg
Mak No. : Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M03009 - - - - - - e - - - - . - . _
MO03010 - - - - . - - e . . - - - - .
MO03011 - - - - - - e - - - - - . .
M03012 - - - - - - - - - - - - .. .
M03013 - - - - - - - - - - - - - - .
Numberofmales 5§ 5 5 5 5 5§ 5 5 5 5 5 5 5 5 5§
- 5 5 5 5 5 5 5 5 S5 5 5 5 5 5 5
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-1-1. General conditions of female rats

Corn oil (control)

Female No.

Days of administration

1

2

3

4

5

6

7

8

9

10

11

Pre Post Pre Post Pre Post Pre Post Pre

Post

Pre

Post

Pre

Post

Pre

F01001
F01002
F01003
F01004
F01005
F01006
F01007
F01008
F01009
F01010
FO1011
F01012
F01013

Pre Post

Post Pre Post Pre Post

Number of females

13
13

13
13

13
13

13
13

13
13

13
13

13
13

13
13

13
13

13
13

Pre: Before administration, Post: afteradministration.
-: General appearance, No abnormality.

Appendix 2-1-1 (continued) . General conditions of female rats

Corn oil (control)

Female No.

Days of admini

tion

12

13

14

15

16

17

18

19

FO1001
FO1002
F01003
F01004
F01005
F01006
F01007
F01008
F01009
FO1010
FO1011
F01012
F01013

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Number of females

13
13

13
13

13
13

13
13

13
13

13
13

Pre: Before administration, Post: afteradministration,
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-1-2. General conditions of female rats

2,4-DTAP 10 mg/kg

Female No.

Days of administration

1

2

3

4

5

6

7

8

9

10

11

Pre _Post Pre Post Pre Post Pre Post Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre Post Pre Post

F02001
F02002
F02003
F02004
F02005
F02006
F02007
F02008
F02009
F02010
F02011
F02012
F02013

Pre Post

Number of females

13
13

13
13

13
13

13
13

13
13

13
13

13
13

13
13

13
13

13
13

Pre; Before administration, Post: afteradministration,
-: General appearance, No abnormality.

Appendix 2-1-2 (continued) . General conditions of female rats

2,4-DTAP 10 mg/kg

Female No.

Days of administration

12

13

14

15

16

17

18

19

Fo2001
F02002
F02003
F02004
F02005
F02006
F02007
F02008
F02009
F02010
F02011
F02012
F02013

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Number of females

13
13

13
13

13
13

13
13

13
13

13
13

10
10

Pre: Before administration, Post: afteradministration.
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 2-1-3. General conditions of female rats

2,4-DTAP 50 mg/kg
Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
FO3 001 B R - - - B N N N - N K N - - B N - - - B
F03002 - - - - - - - - - - - - - . - - - - . -
F03003 . - - - - - - - - - - - -
F03004 - - - - - - - - - - - - - - - - - - - - - -
FO03 005 - - - - - - - - - - - - - - - - - - - -
FO3 006 - e - e e e e - - - - - - - - - - - e e
F03007 - - - - - - - - - - - - - - - - - - - - - -
F03008 - - - - - - - - - - - . - - - - - - -
FO3009 - - - e e e - - B - - - - - - - - e
F03010 - e - e e e e . - - - - . - - - - - -
F03011 - - e e e - - - - - - - - - - - -
F03012 - e e e - - - - - - - - - - - - e
F03013 - - - - - - - - -
Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

Appendix 2-1-3 (continued) . General conditions of female rats

2,4-DTAP 50 mg/kg
Female No. Days of administration
12 13 14 15 16 17 18 19
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F03001 - - - - - - - -

F03002 S e e e e e

F03003 - - - - - - - - - -

F03004 - - - - - - - - - - - -

F03005 . e o e e oo e e e

F03006 S e o e e e o e e e

F03007 - - . - - - - - - - - - -

FO3008 .- e e e

F03009 - e e e e e e

F03010 - . e - e e

F03011 - - - - - - - B - - - - - -

F03012 - - - - - - - - - -

F03013 - - - - - - - -
Number of females 13 13 13 13 13 13 13 13 11 1 8 8 4 4 0 0

13 13 13 13 13 13 13 13 11 11 8 8 4 4 0 Y

Pre: Before administration, Post: afteradministration,
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-1-4. General conditions of female rats

2,4-DTAP 250 mg/kg
Female No. Days of ad
1 2 3 4 7
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post  Pre Post Pre Post Pre Post Pre Post Pre Post
F04001 - - - - - - - - - - - - - - - - - - - - - -
F04002 - - g - - - - - - - c - abe abdf e
F04003 - - - - - bp - - - - - - - - ac ab abcdhjl
F04004 - - - - - - - - - - - - - - - - - - - - - -
F04005 - - - - a a a a amn abfkm a,c abfm e
F04006 - - - - . - - - - - - - - - - - - - - - - -
F04007 - - - - - - - - ac ab a,c,i abi aci abdfi e
F04008 - - - - - - - - a,c abk ac ab e
F04009 - - - - - - - - ac ab ac a ac abdfj
F04010 - - - - - - - - c b abdhn abdh e
Fo4011 - - g - - - - b ac ab e
F04012 - - - - - - - - - - - - - - - - - - - - - -
F04013 - - - - - - - - - - - - - - - - - - - - - -
Number of females 13 13 13 13 13 13 13 13 3 13 1 2 12 9 8 6 6 5 5 5 5 5
- 13 13 11 13 122 11 12 1 7 7 6 7 6 [ 5 5 5 5 5 5 5 5
a 0 0 0 0 1 1 1 1 5 5 S 5 3 3 1 1 1 0 0 0 0 0
b [ 0 ] 0 0 1 0 1 0 6 1 4 1 3 0 1 1 0 0 0 0 0
c [ 0 0 0 0 0 0 0 5 0 5 0 3 0 1 0 1 0 0 0 0 0
d 0 0 0 0 ] 0 0 0 [ 0 1 1 0 3 0 0 1 0 ] [ 0 0
e 0 0 0 0 0 0 0 0 0 [ 1 0 3 [ 2 0 0 0 0 0 [ 0
f 0 0 0 0 0 0 0 0 0 1 0 1 0 3 0 -0 0 0 0 0 0 0
g 0 0 2 0 0 0 0 1] 0 0 0 0 0 0 0 [ 0 0 0 0 0 0
h o 0 o 0 0 0 0 o0 0 0 1 1 0 0 [V 1 o 0 o0 0 0
i 0 0 0 0 0 0 [ 0 0 0 1 1 1 1 0 0 0 0 0 0 0 0
j 0 0 0 ] 0 0 0 [ 0 0 0 0 0 1 0 0 1 0 0 0 0 0
k 0 0 0 0 0 0 0 4] 0 2 0 0 0 0 0 0 0 ] 0 0 0 [
i o 0 o 0 0 0 0 O 0 0 0 0 0 0 0o 0 1 0o ¢ o0 0 0
m [ 0 [ 0 0 0 0 0 1 1 0 1 [ 0 0 0 0 0 0 0 4] 0
n 0 [ 0 0 0 0 0 0 1 0 1 4] 0 0 0 4] 0 0 0 0 0 0
P 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before ad ion, Post: after administration.

-: General appearance, No abnormality.
a: Anorectal region, Soiled perineal region.

b: Behavior, Decrease in locomotor activity.

¢: Excretion, Decrease in amount of feces.
d: Body temperature, Hypothermia.

e: General appearance, Death.
f: Fur, Hair, Coat, Piloerection.
g: Excretion, Loose stool.

h: Eye, Eyeball, Bulbi, Globe, Lacrimation.

i: Excretion, Reddish urine.

J: General appearance, Moribundity.

k: Excretion, Mucous feces.

I: General appearance, Emaciation.
m: Nose, Smudge of perinasal area.

n: Excretion, No-feces.
p: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-2-1. General conditions of female rats, satellite group

Corn oil (control)

Female No.

Days of administration

1

2

3

4

5

6

7

8

9

10

11

Pre Post Pre Post Pre Post Pre Post Pre Post

Pre Post

Pre

Post

Pre

Post

Pre Post Pre Post

Pre Post

F05001
F05002
F05003
F05004
F05005
F05006
F05007
F05008
F05009
F05010

Number of females

10
10

10
10

10
10

10
10

10
10

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

Appendix 2-2-1 (continued) . General conditions of female rats,

Corn oil (control)

satellite group

Female No.

Days of administration

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Pre Post Pre Post

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F05001
F05002
F05003
F05004
F05005
F05006
F05007
F05008
F05009
F05010

Number of females

10
10

10
10

10
10

10
10

10
10

10

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-2-1 (continued) . General conditions of female rats, satellite group

Corn oil (control)
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F05001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05002 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F05003 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F05004 s e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F05005 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F05006 S e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F05007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 100 10 10 10 10 10 5
- 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Pre: Before administration, Post: after administration,
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-2-2. General conditions of female rats, satellite group

2 A-DTAP 250 mg/kg

Female No. Days of administration
1 2 3 4 5 6 7 8 9 10 11
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F06001 - - - - - - - - - - - - - - - - - - - - - -
F06002 - - - - - - - - - - - - a ab abec abdjl
F06003 - - - - - - - - - - - - a ab abc ab,djlo
F06004 - - - - - - - - - - - - - - - - - - - - - -
F06005 - - - - - - - - - - - q e
F06006 - - - - - - - - - - - - - - - - - - - - - -
F06007 - - - - - - - - - - - - - - - - - - - - - -
F06008 - - - - - - - - - - k - ack abd e
F06009 - - - - - - - - - - - - - - - - - - - - - -
F06010 - - g - - - - - - - - g - - - - - - - - - -
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 9 9 8 6 6 6 6 6 6
- 10 10 9 10 10 10 10 10 10 10 9 8 6 6 6 6 6 6 6 6 6 6
0 0 0 0 0 0 0 0 0 0 0 0 3 3 2 2 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0 0 0 0 0 3 2 2 0 0 0 0 0 0
d 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 2 0 0 0 0 0 0
c 0 0 0 0 0 0 0 0 0 0 0 0 1 0 2 0 0 0 0 0 0 0
j 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0
1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 0 0 0 0 0 0
k 0 0 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0
e 0 0 0 0 0 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0 0 0
g 0 0 1 0 0 0 0 0 0 0 0 1 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 1 0 0 0 0 0 0
q 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
a: Anorectal region, Soiled perineal region.

b: Behavior, Decrease in locomotor activity.

¢: Excretion, Decrease in amount of feces.
d: Body temperature, Hypothermia.

e: General appearance, Death.

g: Excretion, L oose stool.

j: General appearance, Moribundity.

k: Excretion, Mucous feces.

1: General appearance, Emaciation.

o: Eye, Eyeball, Bubbi, Globe, Reddish tear.

q: Eye, Eyeball, Bulbi, Globe, Lacrimation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-2-2 (continued) . General conditions of female rats, satellite group

2,4-DTAP 100 mg/kg

Female No. Days of admin istration

12 13 14 15 16 17 18 19 20 21

22

23

24

25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Pre Post Pre Post

Pre Post

FO4001 - - - - - - - 5 - - - 9 S
F04004 e e e e e e e e e e e e e
F04006 S e e e e e e e e e e e e e
F04012 e e e e e o e e e e e e e
F04013 S e e e e e o e e e e e e e e
F06001 T T
F06004 S e e e e e oo e
F06006 S e e e e oo e e e e e e e
F06007 S e e e e e e e e e e e e e e
FO6009 e
F06010 R T T T T T T

P

Number of females 11 11 11 11 11 11 11 11 11 11 11 it 11 11 11 i1 11 11 11
- 1M 11 n 11 n 1 11 10 1 1 1 10 11 10 11 11 11 1n 1
p 0 0 0 0 0 0 0 1 0 0 0 1 0 1 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
p: Mouth, Salivation.

Appendix 2-2-2 (continued) . General conditions of female rats, satellite group

24-DTAP 100 mg/kg

Female No. Days of administration

26 27 28 29 30 31 32 33 34 35 36

37

38

39

40

Pre Post Pre Post Pre Post Pre Pos Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

43

F04001 - - - - - - - - - p - P - - - P - P - p -
FO4004 - - . .. e e e e e e e e e e e e
F04006 e e e e e e e e
F04012 - e e e e e e e e e
F04013 S e e e o e e
F06001 - p - p - P - P - P - P -
F06004 T S
FO6006 S e e e e e e e
F06007 e ... e e e e e
FO6009 - e e e e e e e e e
F06010 -

T T T s T
.
.
.

Number of females 11 6 6 6
- 11 5 1n s 11 5
1 1 1

0 0

o==l

p 0

o - a|
ISR SRCNY-N It

0 0 0

SN

g
Pre: Before administration, Post: after inistration.
-: General appearance, No abnormality.
p: Mouth, Salivation.
g: Excretion, Loose stool.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-3-1. General conditions of female rats at the recovery period

Corn oil (control)
Female No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F05006 - - - - - - - - - - - - - - N
F05007 - - - - - - . - . - - - - - -
F05008 - - - - - - - - - - - - - - .
F05009 - - - - - - - - - - - - - . -
F05010 - - - - - - - - - - - - - - -
Number of fomales 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5§ 5 5 5 S5 5§ S5 5 5 S5 5 5 5
-: General appearance, No abnormality.

133



HERFEE-R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 2-3-2. General conditions of female rats at the recovery period

2 4-DTAP 100 mg/kg
Female No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F04012 - - - - - - - - - - - - - - -
F04013 - - - - - - - - - - - - - - -
F06007 S - - - - - - - - -
F06009 - - - - - - - - - - - - - . -
F06010 - - - - - - - - - - - - - -
Numberoffemales 5 5 5 5 5 5§ 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5§ 5 5 5
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 3-1. General conditions in dams during pregnancy

Corn oil (control)
Dam No. Days of pregnan
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01001 - N - - N N N - - N N N N N N N B N N - R N . N N N N N
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 .- o e oo e e e e e - . - - . ... .- ..
FO1004 - . - - - ... . - - - e e e e e e
F01005 - - - e - - - . .. - - e e e e
F0 1006 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Fo1007 - - - - - - - - - - - - - - - - - - - - - . - - - - - -
F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Fo1010 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1011 - - - - - - . - - - . - - . - - . R - - . - - . - - . R
FO1012 - - - - .. - . - e e e e o e e e e
F01013 - - - - - -
Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

Appendix 3-1 (continued) . General conditions in dams during pregnancy

Cornoil {control)
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01001 - - - - - - - e
Fo1002 - - - - - - - - - - - - - - - - - -
F01003 e e e o e e e e e e e
F01004 S . e e oo e e e e e e e e e e
F01005 S e e e o e oo e e e e
F01006 S . e ..o e e e e e e e
F01007 . e e e e e e e o e e e e e
F01008 e e e e e e e e e e e e e
F01009 e e oo oo e e e e e e e
F01010 S e oo e e e e e e e e e
F01011 - e .. e oo e e o e e e
FO1012 .
FO1013 - - - -
Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 7 7
- 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 7 7
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

2,4-DTAP 10 mg/kg

Dam No. Days of pregnancy
Q 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02001 - - - e e e e e
F02002 E T T T T
F02003 L T T T
F02004 - - - - - - - - - - - - - - - . - - - . - - - - - -
F02005 L T
FO02006 E
F02007 E T T S R
F02008 L T
F02009 E T T T
F02010 S e e e e e e e e e e e e e e e e e e e e e e e
F02011 e e e e e e e e e e e e e e e e e e e e e e e e e e
F02012 D - e e L T T - - e e T T T - U P e
F02013 R S S T S S S R S
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
>: Excluded from analysis (not pregnant)
Pre: Before administration, Post: after inistration.

-: General appearance, No abnormality.

Appendix 3-2 (continued) . General conditions in dams during pregnancy

2,4-DTAP 10mg/kg

Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02001 - - - - . - - - - - ST T TT%
F02002 c e e e e e e e e e e e e e e e
F02003 e e e e e e e e e e e e e e
F02004 S e e e e e e e e e e e e
F02005 e e e e e e e e e e e e e e e
F02006 e e e e e e o e e e e e e
F02007 < e e e e e e e e e e e e e
F02008 < - e e e e e e e e e e e
F02009 e e e e e e e e e e e
F02010 e e e e e e e e e e e e e e
F02011 S e e e e e o e e e e e e
F02012 4> a3 e > e D 2> a> a> 2P 2> > a3 > 2> > > P> > a> 2> 2> a> > 2> > 4>
F02013 S e e e e e e e e e e e e e e
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 1
- 12 12 12 12 12 12 112 12 12 12 12 12 12 nr 12 12 6 6 0
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 '] 1
>: Excluded from analysis (not pregnant)
Pre: Before inistration, Post: after

-: General appearance, No abnormality.
b: General appearance, Death.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis

Appendix 3-3. General conditions in dams during pregnancy

2,4-DTAP 50 mg/kg

HEBRE S R-11-003

(1,1-dimethylpropyl) by oral administration in rats

Dam No.

Days of pregnancy

0

1

2

3

3

5

6

7

8

9

10

11

12

13

Pre  Post

Pre Post

Pre  Post

Pre Post

Pre_ Post

Pre Post

Pre  Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre  Post

Pre Post

Pre Post

F03001
F03002
F03003
F03004
F03005
F03006
F03007
F03008
F03009
F03010
F03011
F03012
F03013

Number of dams 13
- 13

13
13

13
13

13
13

13
13

13
13

13 13
13 13

13 13
13 13

13 13
13 13

Pre: Before administration, Post:

Appendix 3-3

24-DTAP 50 mg/kg

after administration.
-: General appearance, No abnormality.

(continued) . General conditions in dams during

pregnancy

Dam No.

14

16

17

Days of pregnancy
18

19

20

21

22

Pre Post

F03001
F03002
F03003
F03004
F03005
F03006
Fo3007
Fo3008
FO3009 -
Fo3010 -
Fo3011 -
F03012 -
F03013 -

Ve m

e

Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

b

Number of dams 3
- 13
a 0
b 0

3
3
0
[

——
g

SS9 e

oo

coomly oo 0

SSle v 0

oo

EEN 2 U R

il EE R

oo

cogolr v v 0

v ER R

oo

comols v

conn

comzlh v o

fevy

oo

o o5

—_—0 & wu

oo e

Pre: Before

ion, Post: after

oo

coggle v oo

-: General appearance, No abnormality.

a: Mouth, Salivation.
b: General appearance, Death.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 4-1. General conditions in dams during lactation

Corn oil (control)
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - - - -
F01002 - - - - - - - - - - -
F01003 - - - - - - - - - - -
F01004 - - - - - - - - a a -
F01005 - - - - - - - - -
F0 1006 - - - - - - - - - - -
F01007 - - - - - - - - - - -
F01008 - - - - - - - - - - -
F01009 - - - - - - - - - - -
F01010 - - - - - - - - - - -
F01011 - - - - - - - - - - -
F01012 - - - - - - - - - - -
F01013 - - - - - - - - - - -
Number of dams 13 13 13 13 13 13 13 13 13 12 12
- 13 13 13 13 13 13 13 13 12 11 12
a 0 0 0 0 0 0 0 0 1 1 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Anorectal region, Soiled perineal region.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 4-2. General conditions in dams during lactation

2,4-DTAP 10 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02002 - - - - - - - - - - -
F02003 - - - - - - - - - - -
F02004 - - - - - - - - - - -
F02005 - - - - - - - - - - -
F02006 - - - - - - - - - - -
F02007 - - - - - - - - - - -
F02008 - - - - - - - - - - -
F02009 - - - - - - - - - - -
F02010 - - - - - - - - - - -
F02011 - - - - - - - - - - -
F02013 - - - - - - - - - - -
Number of dams 11 11 11 11 11 11 11 11 11 11 11
- 11 11 11 11 11 11 11 11 11 11 11
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

139



A% R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 4-3. General conditions in dams during lactation

2,4-DTAP 50 mg/kg

Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03001 - - - - - - - - - - -
F03003 - - - - - - - - - - -
F03004 - - - - - - - - - - -
F03005 - - - - - - - - - - -
F03006 - - - - - - - - - - -
F03007 - - - - - - - - - - -
F03008 - - - - - - - - - - -
F03009 - - - - - - - - - - -
F03010 - - - - - - - - - - -
F03011 ab,cde.f
F03012 - - - - - - - - - - -
F03013 - - - - - - - - - - -
Number of dams 12 11 11 11 11 11 11 11 11 11 11
- 11 11 11 11 11 11 11 11 11 11 11
a 1 0 0 0 0 0 0 0 0 0 0
b 1 0 0 0 0 0 0 0 0 0 0
c 1 0 0 0 0 0 0 0 0 0 0
d 1 0 0 0 0 0 0 0 0 0 0
€ 1 0 0 0 0 0 0 0 0 0 0
f 1 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

a: Anorectal region, Soiled perineal region.

b: General appearance, Emaciation.

c: Body temperature, Hypothermia.

d: Fur, Hair, Coat, Piloerection.

¢: Skin, Pale skin.

f: General appearance, Moribundity.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-1. Detailed clinical observations of male rats

Com oil (control)
Cage-side observations v Removing from cage / Observations made while handling »
Male No. Posture in home-cage L in I 2 Handling behavior Heart beats Body Fur

PreT79 T14 T21 T30 T36 T42R77Ri14  Pre T7 T4 T21 T30 T36 T42 R7 R14 _ Pre T7 T14 T21 T30 T36 T42 R7 RI4  Pre T7 TI4 T21 T30 T36 T42 R7 R14 _ Pre T7 TI4 T2l T30 T36 T42 R7 R4 Pre T7 Ti4 T21 T30 T36 T42 R7 R4

Mo1001
M01002
M01003
Mo1004
Mo1005
M01006
M01007
M01008
M01009
Mo1010
Mo1011
Mo1012
M01013

(S}

2

NNN DN NN NN NN
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NN RN RN DN
P R N I N S O O S R N S RN AN V)
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[ R I R S S R S S S Y ©)
NN RN R RENNRNRN RN
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L R I R N N R R N I N S ™Y
NN R NN NRERENND NN
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MNNNNRDNDD NG SN
NN R RN RNN RN SR
NN RO ELND RN
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NN NN DN NN
NN RRRDRDND NN NN
NN RO NN NNNNRN
MR NN NN BN DN
P S N S N R I I N SN VY
L I S S N N A I NI C I VRN ¥
MR NBNRNDNNONRLND DN
NN R NN NNNND DN
PNRNRNR NN RDRN NN
P I N N S S R U S R N I S Y
NN NN NN DRSNS

S SIE RN SRy VY
[ TN
BN NN
[ SR TR NRNNY
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NN RN W
SRS IR TR INNY
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(&) (13) (13) (13) (13) (13) (13) (13) (5) (5) (1) A3) A) (1) (A3) A3) (13) () &) (13) (13) (13) 13) A3) (A3) (13) () ) (13) (13) (13) (13) (13) (13) (13) 5) (5) (1) (A3) (13) 13y A3) A3) (13) ) () (13) 13) (13) (13) (A3) (13) 13) ()

5)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, ion), b) Ob ions made while handling ior while ing from cage, pupillary size, salivation),
and c) Open-field ions (posture, jon, palpebral opening, , tremor, convulsion, stercotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; ? day 7 of treatment; ® day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats { 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature |

Fur [ 2, normal; 1, Soiled fur |

Skin color / Mi [ 2, normal; 1, (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not ; 3, ob: d, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, slight]

Respiratory rate[ 2, normal; 1, hypopnea)

Gait [ 2, normat; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 5-1-1 (continued) . Detailed clinical observations of male rats

Corn oil (control)

Removing from cage / Observations made while handling b Open-field observations
Male No. Skin color / Mucuous membranes Lacrimation Piloerection Respiratory rate Gait

Pre ® 179 T14 T21 T30 T36 T42R7°RI4 _ Pre T7 T14 T21 T30 T36 T42 R7 R14 _ Pre T7 T14 T21 T30 T36 T42 R7 Ri14  Pre T7 Ti4 T21 T30 T36 T42 R7 Rl14 _ Pre T7 T14 T21 T30 T36 T42 R7 Rl4

M01001
M01002
M01003
MO01004
M01005
M01006
MO01007
MO01008
MO01009
M01010
MO01011
M01012
MO01013

N DN RDRNDNNDNDNDNDNN
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(SRS S
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NN NN
NN NN
NN NN
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NN N
[SERSEE 2
NN NN
NN NN

(6] (13) (13) (13) (13) (13) (13) (13) (5)

~

5 (133 A3 A3 A3) A3) (13) 6) ) (A3 AN AN AH A3) A3) A3) 6) ¢) A (A3) (13) (13) (A3) (13) (A3) (5} )  (13) (13) (13) (13) (13) A3) (13) ) )

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation),
and c¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 or ) day 7 of t 9 day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur {2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]

Piloerection [ 2, normal; 3, slight]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-1 (continued). Detailed clinical observations of male rats

Corn oil (control)

Open-field observations ©

Male No. Urination Defecation

Pre Y T79 T14 T21 T30 T36 T42 R7° R14 Pre T7 TI14 T21 T30 T36 T42 R7 Rl4
M01001 o 0 0 1 o0 o0 1 o 0o 0 0 0 0 O
MO01002 o 0 0 o0 o0 1 O 6 0 0 0 0 o0 o
M01003 o 0 0 0 o0 1 O 0o 0 1 0 0 o0 O
M01004 1 0 0 0 o0 0 O 1 0 0 0 0 0 O
MO01005 o 0 0 0 0 0 O O 0 0 0 0 o0 O
MO01006 0O 0 0 0 0 0 O 0o 0 0 o0 0 0 0
M01007 1 1 0o 1 1 1 0 0o 0 0 0 0 o0 o
M01008 o 0 0 0 0 0 O o 0 0 0 0 o0 0
MO01009 o 0 0 0 0 0 0 0 1 O 0 o 0 0 0 O 0 O
MO01010 o 0 0 0 0 0 0 0 O 6o 0 0 0 0 0 o0 0 O
MO01011 1 0 1 1 0 0 1 0 O 6o o0 0 O 0 0 0 0 O
MO01012 i1 0 0 0o o0 0 0 o0 1 6o 0 0 0 0 o0 0 O O
M01013 0o 1 0 o0 o0 1 0 0 1 o 06 0 0 0 0o 0 O O
Total 4 2 1 3 1 4 2 0 3 1 0 1 0 0 0 0 0 O
™) (13) (13) (13) (13) (13) (13) (13) (5) (5) (13) (13) (13) (13) (13) (13) (13) (5) ()

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion),

b) Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

d pre-treatment; o day 7 of treatment; b day 7 of recovery

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-2. Detailed clinical observations of male rats

2,4-DTAP (10 mg/kg)

Cage-side observations ¥ Removing from cage / Observations made while handling *
Male No. Posture in home-cage L in h 15 ing behavior Heart beats Body Fur

Pre “T79 T14 T21 T30 T36 T42 Pre _T7 TI4 T21 T30 T36 T42 Pre T7 TI14 T2l T30 T36 T42 Pre T7 T4 T21 T28 T36 T42 Pre _T7 TI4 T21 T30 T36 T42 Pre T7 TI4 T21 T30 T36 T42
M02001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02005 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02006 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02007 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO02011 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
o~ (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13)
Except the above findings, there were no changes in all animals; a) Cage-side observation ( ization, tremor, ion), b) O jons made while handling ior while ing from cage, pupillary size, salivation),
and c) Open-field ions (posture, loration, p opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; 2 day 7 of treatment; ® day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soiled fur]

Skin color / M [ 2, normal; 1, (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed, 3, observed, slight, 4, observed, severe)]
Piloerection [ 2, normal; 3, slight]

Respiratory rate{ 2, normal; 1, hypopneaj

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-2 (continued) . Detailed clinical observations of male rats

2,4-DTAP (10 mg/kg)

Removing from cage / Observations made while handling _Open-field observations
Male No. Skin color / Mh 1 Lacrimation Piloerection Respiratory rate Gait

Pre ¥ T7° T14_T21 T30 T36 T42 Pre T7 T14 T21 T28 T36 T42 Pre T7 T14 T21 T30 T36 T42 Pre T7 T14 T21 T30 T36 T42 Pre T7 TI14 T21 T30 T36 T42
MO02001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO02006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO02009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 22 2 2 2 2
M02012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13)
Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation),

and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

D pr 9 day 7 of 9 day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes { 2, normal; 1, abnormal (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, slight]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-2 (continued) . Detailed clinical observations of male rats

2,4-DTAP (10 mg/kg)

Open-field observations ©
Male No. Urination Defecation

Pre ® 779 T14 T21 T30 T36 T42 Pre T7 TI14 T21 T30 T36 T42
M02001 21 0 1 1 1 1 0 2 0 1 0 0 0
M02002 0 0 0 0 0 0 0 0 0 0 0 0 0 1
M02003 1 0 1 1 0 0 0 0 0 0 0 0 0 O
M02004 1 o0 0 0 1 0 0 0 0 0 0 0 0 0
M02005 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO02006 0 0 0 0 0 0 0 0 0 0 0 0 0 O
M02007 0 0 0 0 0 0 1 0 0 0 0 0 0 O
MO02008 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02009 0 0 1 0 0 0 0 0 0 0 0 0 0 0
MO02010 O 0 0 1 0 0 0 0 0 0 0 0 0 O
M02011 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02012 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02013 0 0 0 0 1 0 1 0 0 0 0 0 0 0
Total score 4 1 2 3 3 1 3 0 2 0 1 0 0 1
) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion),

b) Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; o day 7 of treatment; H day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-3. Detailed clinical observations of male rats

2,4-DTAP (50 mg/kg)
Cage-side observations ¥ Removing from cage / Observations made while handling ¥
Male No. Posture in home-cage L tor in home-cage Handling behavior Heart beats Body Fur

Pre®T7°9 T14 T21 T30 T36 T42R7°R14 _ Pre T7 TI4 T21 T30 T36 T42 R7 Rl4 _ Pre T7 Ti4 T2l T30 T36 T42 R7 R14 Pre T7 TI4 T21 T30 T36 T42 R7 R14 _ Pre T7 TI4 T21 T30 T36 T42 R7 R14 Pre T7 TI4 T21 T30 T36 T42 R7 Rl4

Mo3oo1
M03002
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M03004
M03005
M03006
MO03007
M03008
MO03009
MO3010
Mo3011
M03012
M03013
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(&) (13) (13) (13) (13) A3) (13) (13) () ) (H AN AH A) A} AN A} G) ) AH A A3) A AH A3 1) G G (13) (13) 13) (43) 13) 1) A3) G G)  (13) (13) (43) (13) A3) A3) @3) ) ) A3) (13) (13) A3) (13) 13) A3) S) ()

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while ing from cage, pupillary size, salivation),
and c) Open-field ions (posture, i opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

@ pre-treatment; ¥ day 7 of treatment; ¥ day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of terperature ]

Fur [ 2, normal; 1, Soiled fur ]

Skin color / [ 2, normal; 1, 1 (a, anemic b, pale skin)}
Lacti Reddish tear) { 2, not ot , 3, observed, slight; 4, observed, severe)}
Piloerection [ 2, normal; 3, slight]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-3 (continued) . Detailed clinical observations of male rats

2,4-DTAP (50 mg/kg)
Removing from cage / Observations made while handling K Open-field observations i
Male No. Skin color / Mucuous membranes Lacrimation Piloerection Respiratory rate Gait

Pre T79 T14 T21 T30 T36 T42R77R14 Pre T7 Ti4 T21 T30 T36 T42 R7 R14 _Pre T7 TI4 T21 T30 T36 T42 R7 Ri4 _ Pre T7 T14 T21 T30 T36 T42 R7 R14 _ Pre T7 T4 T21 T30 T36 T42 R7 Rl4
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™) 13) (13) (13 A3 1) U A3) ¢ &) AHA) AN AHA)N A)H A3) () 6) () AH A A) A) A3 A3) 6) (&) (13) (13) (13) (13) 13) (13) (43) ) () (13) 13) (13) (13) (13) 43) A3) ) ()

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation),
and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

@ pre-tr ;) day 7 of 9 day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin))
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, slight]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-3 (continued) . Detailed clinical observations of male rats

2,4-DTAP (50 mg/kg)

Open-field observations ©
Male No. Urination Defecation

Pre P T79 T14 T21 T30 T36 T42 R7? R14 Pre T7 TI14 T21 T30 T36 T42 R7 Rl4
M03001 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03002 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03003 0 0 1 1 0 0 0 0 0 2 0 0 0 0
MO03004 0 1 1 0 0 0 0 0 0 0 0 0 0 0
M03005 0 0 0 0 0 0 © 6 0 0 0 0 0 0
M03006 O 0 0 0 0 0 0 0 0 0 0 0 0 0
M03007 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03008 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03009 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03010 0 0 0 0 1 0 0 0 O 0 0 0 0 0 0 0 0 o0
M03011 1 1.1 0 1 1 1 o0 1 0 0 0 0 0 0 0 0 0
M03012 0 1 0 0 0 1 0 0 1 0 0 0 0 0 0 0 0 0
M03013 0 0 1 1 1 0 0 1 1 0 0 0 0 0 0 0 0 0
Total score 1 3 4 3 3 2 1 1 3 0 0 2 0 0 0 0 0 O
™) (13) (13) (13) (13) (13) (13) (13) (5) (5) (13) (13) (13) (13) (13) (13) (13) (5) (5

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion),

b) Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; ® day 7 of treatment; H day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-4. Detailed clinical observations of male rats

2,4-DTAP (100 mg/ke)

Cage-side observations ¥ Removing from cage / Observations made while handling
Male No. Posture in home-cage L in hy 8¢ Handling behavior Heart beats Body temperature Fur

Pre “T7% T14 T21 T30 T36 T42 Pre_T7 T14 T21 T30 T36 T42 Pre T7 T4 T2] T30 T36 T42 Pre T7 TI14 T21 T30 T36 T42 Pre T7 TI4 T21 T30 T36 T42 Pre T7 TI14 T21 T30 T36 T42
Mo4001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2
MO04002 2 2 2 1 2 2 2 2 2 2 2 1
MO04003 2 2 2 2 2 2
M04004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04005 2 2 2 2 2 2 2 2 2 2 2 2
M04006 2 2 2 2 2 2 2 2 2 2 2 2
M04007 2 2 2 2 2 2
M04008 2 2 2 2 2 2
M04009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2
M04010 2 2 2 2 2 2 2 2 1 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Mo04011 2 2 2 2 2 2 2
Mo4012 2 2 2 2 2 2 2 2 2 2 2 2
M04013 2 2 2 2 2 2
(W] 13 @& @ @ @ »H W (GO NONONONC) [t RO MONONONO N (G R R OO R O RO (S RO RORONONONO] RONONONONOIRONG]
Except the above findings, there were no changes in all animals; a) Cage-side ( tremor, col ion), b) O ions made while handling (behavior while ing from cage, pupillary size, salivation),
and c) Open-field ob ions (posture, ion, p opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
@ pre-treatment; ? day 7 of treatment; ? day 7 of recovery

Posture in by ge [ 2, sitting or standing; 1, ing position }

Locomotor in home-cage { 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia }

Body temperature [2, normal; 1, decrease of temperature ]

Fur {2, normal; 1, Soiled fur )

Skin color / Mi [ 2, normal; 1, ab 1 (a, anemic b, pale skin)]

Lacri: (Reddish tear) [ 2, not , 3, 0b d, slight; 4, observed, severe))

Piloerection [ 2, normal; 3, slight]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait |
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-4 (continued) . Detailed clinical observations of male rats

2,4-DTAP (100 mg/kg)

Removing from cage/ Observations made while handling K Open-field observations R
Male No. Skin color / Mucuous membranes Lacrimation Piloerection Respiratory rate Gait

Pre ¥ T7% T14 T21 T30 T36 T42 Pre T7 T14 T21 T30 T36 T42 Pre T7 TI14 T21 T30 T36 T42 Pre T7 T14 T21 T30 T36 T42 Pre T7 T14 T21 T30 T36 T42
MO400t 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04002 2 2 2 2 2 2 2 2 2 2
MO04003 2 2 2 2 2
M04004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO04005 2 2 2 2 2 2 2 2 2 2
M04006 2 2 2 2 2 2 2 2 2 2
MO04007 2 2 2 2 2
M04008 2 2 2 2 2
MO04009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
M04010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
MO04011 2 2 2 2 2
M04012 2 2 2 2 2 2 2 2 2 2
M04013 2 2 2 2 2
™) [ RONONONONRONC By @ W w@wa® 3ye @ @ @ @@ 3HeE @ @@ @@ e @@ @@ e

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation),
and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
9 pre 9 day 7 of 9 day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance |

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature {2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes { 2, normal; 1, abnormal (g, anemic b, pale skin))
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]

Piloerection [ 2, normal; 3, slight]

Respiratory rate{ 2, normal; 1, hypopnea)

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 5-1-4 (continued) . Detailed clinical observations of male rats

2,4-DTAP (100 mg/kg)

Open-field observations ©
Male No. Urination Defecation

Pre? T79 T14 T21 T30 T36 T42 Pre T7 T14 T21 T30 T36 T42
M04001 0 0 0 0 0 0 0 0 0 0 0 0
M04002 1 0
M04003 0 0
MO04004 1 1 0 0 1 1 1 0 0 0 0 0 0 ©
M04005 0 0 0 0
MO04006 0 0 0 0
MO04007 0 0
M04008 0 0
M04009 0 0 0 0 0 0 0 0
M04010 0 0 0 0 0 0 0 0 0 0
M04011 0 0
M04012 2 1 0 0 0 0 0 6 0 0 0 0 0 O
M04013 0 0
Total score 4 2 0 1 1 1 1 0 0 0 0 0 0 O
)] a3 @ G 6 6 G’ (13 ® G 6 & G 6

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion),

b) Observations made while handling (heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos,
pupillary size, salivation), and ¢) Open-field observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion,
respiratory rate, gait, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
9 pre-treatment; @ day 7 of treatment; 9 day 7 of recovery

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 6-1-1. Detailed clinical observations of female rats

Com oil (control}

Cage-side observations » Removing from cage / Observations made while handling B
Female No.  Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature Fur

Pre ¥ T79 T14 T21 T30 T36 L® Pre T?7 TI4 T21 T30 T36 L Pre T7 T14 T2]1 T30 T36 L Pre T7 TI4 T21 T30 T36 L Pre T7 T14 T21 T30 T36 L Pre T7 T14 T21 T30 T36 L
F01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 1
F01005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Fo1013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
()] (13) (13) (13) (13) (13) (13) (13)  (13) (13) (I3) (13) (13) (13) (13)  (13) (13) (13) (13) (13) (13) 13 (13) (13) U3) (13) (13) (13) a3 (13) (13) (13) (13) (13) (13) (13)  (13) (13) (13) (13) (13) (13) 13)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupiltary size, salivation),
and ¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, Jization, touch r ithd; | reflex, pinna reflex).

Do 9 day 7 of 9 day 7 of recovery; ¥ lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance |

Heart beats { 2, normal; 1, bradycardia |

Body temperature (2, normal; 1, decrease of temperature }

Fur [ 2, normal, 1, Soiled fur]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, sligh]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait { 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-1 (continued) . Detailed clinical observations of female rats

Corn oil (control)

Removing from cage / Observations made while handling Kl Open-field observations ©
Female No.  Skin color / Mucuous membranes Lacrimation Piloerection Respiratory rate Gait

Pre? T7° T14 T21 T30 T36 L? Pre T7 TIi4 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L Pre T7 Tl14 T21 T30 T36 L
F01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO1011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F01013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Ny (13) (13) (13) (13) (13) (13) (13)  (13) (13) (13) (13) (13) (13) (13)  (13) (13) (13) (13) (13) (13) (13)  (13) (13) (13) (13) (13) (13) (13)  (13) (13) (13) (13) (13) (13) (13)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size,
salivation), and ¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; ? day 7 of treatment;  day 7 of recovery; ® lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior {2, normal; 1, no resistance; 3, resistance ]

Heart beats {2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin))
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, sligh]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-1 (continued). Detailed clinical observations of female rats

Corn oil (control)

Open-field observations 9

Female No. Urination Defecation

Pre Y T79 T14 T21 T30 T36 LY Pre T7 TI14 T21 T30 T36 L
F01001 0 0 0 0 0 0 0 0 0 0 0 0 O 0
F01002 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01003 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01004 0 00 0 0 0 0 0 0 0 0 0 O 0
F01005 0 0 0 0 1 0 0 0 0 0 0 0 0 0
F01006 60 0 0 0 0 0 0 0 0 0 0 0 0 0
F01007 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01008 0 0 0 0 0 0 0 0 0 0 0 0 O 0
F01009 0 0 0 0 0 0 0 0 0 0 0 0 O 0
F01010 1 0 0 0 0 0 0 0 0 0 0 0 0 0
F01011 0 0 0 06 0 0 0 0 0 0 0 0 O 0
F01012 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01013 0 0 0 0 0 0 0 0 0 0 0 0 O 0
Total score 1 0 0 0 1 0 0 0 0 0 0 0 0 0
™) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size,
salivation), and c¢) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, stereotypy,
bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; 9 day 7 of treatment; H day 7 of recovery; 9 Jactation period

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-2. Detailed clinical observations of female rats

2,4-DTAP (10 mg/kg)

Cage-side observations *) Removing from cage / Observations made while handling *
FemaleNo.  Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature Fur

Pre ® T7° T14 T21 T30 T36 L® Pre T7 TI4 T21 T30 T36 L Pre T7 TI14 T2]1 T30 T36 L Pre T7 TI14 T21 T30 T36 L Pre _T7 TI14 T21 T30 T36 L Pre_T7 TI14 T21 T30 T36 L
F02001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2’ 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
™) (13) (13) (13) (13) (13) (13) an  (13) a3 (13) (13) Q3) Q3) an  (13) (13) 13) (13) (13) (13) an 13y (13) 13) (13) (13) (13) 11y (3) (13) (13) (13) A3) (13) (1) (13) 13y 13) (13) (13) (13) an
Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while ing from cage, exophthall pupillary size, salivation),
and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch resp ithd; 1 reflex, pinna reflex).

9 pre-treatment; ) day 7 of treatment, ® day 7 of recovery; ® lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior {2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; I, decrease of temperature |

Fur [ 2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, sligh}

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait }
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-2 (continued) . Detailed clinical observations of female rats
2,4-DTAP (10 mg/kg)

Removing from cage / Observations made while handling R Open-field observations K
Female No.  Skin color / Mucuous membranes Lacrimation Piloerection Respiratory rate Gait

Pre ® T7° T14 T21 T30 T36 L®  Pre T7 Ti4 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L Pre T7 TI4 T21 T30 T36 L
F02001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
N) (13) (13) (13) (13) (13) (13) 11 (13) (13) (13) (13) (13) (13) (11 (13) (13) (13) (13) (13) (13) (11) ~ (13) (13) (13) (13) (13) (13) (1) (13) (13) (13) (13) (13) (13) €3))

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size,
salivation), and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

3 pre-treatment; o day 7 of treatment; 9 day 7 of recovery; 9 Jactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature {2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, sligh]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]

157



RKERFEE-R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-2 (continued) . Detailed clinical observations of female rats
2,4-DTAP (10 mg/kg)

Open-field observations °

)

Female No. Urination Defecation

Pre ¥ T79 T14 T21 T30 T36 LY Pre T7 T14 T21 T30 T36 L
F02001 0 0 0 0 0 0 0 0 0 0 0 0
F02002 0 0 06 0 0 0 0 0 0 0 0 0 0 0
F02003 6 0 0 0 ¢ o0 0 0 0 0 0 0 0 0
F02004 1 1 1 0 1 o0 0 0 0 0 0 0 0 0
F02005 0 1 0 0 0 0 0 0 0 0 0 0 O 0
F02006 0 1 0 0 0 0 0 0 0 0 0 0 0 0
F02007 6 0 0 0 0 o0 0 0 0 0 0 0 0 0
F02008 0 0 0 0 0 O 0 0 0 0 0 0 o0 0
F02009 6 0 0 0 0 0 0 0 0 0 0 0 O 0
F02010 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F02011 1 0 0 06 0 0 0 1 0 6 0 0 0 0
F02012 0 6 0 0 0 0 0 0 0 0 0 0
F02013 0 0 0 0 0 0 0 0 0 0 0 0 O 0
Total score 2 3 1 0 1 0 0 1 0 0 0 0 0 0
()] (13) (13) (13) (13) (13) (13) an (13) (13) (13) (13) (13) (13) (11

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size,
salivation), and c¢) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, stereotypy,
bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; ® day 7 of treatment; H day 7 of recovery; 9 lactation period

Urination [ frequency/30sec ]
Defecation { frequency/30sec ]
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HERFEH-R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-3. Detailed clinical observations of female rats

2,4-DTAP (50 mg/kg)

Cage-side observations s Removing from cage / Observations made while handling b
Female No.  Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature Fur

Pre ¥ T79 T14 T21 T30 T36 L® Pre T?7 TI14 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L PreT7 T4 T21 T30 T36 L Pre T7 TI14 T2l T30 T36 L Pre T7 TI14 T21 T30 T36 L
F03001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F03013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
™) (13) (13) (13) (13) (13) (13) 12y (13) (13) (13) (13) (13) (13) (12)  (13) (13) (13) (13) (13) (13) 12y (13) (13) (13) (13) (13) (03) (12)  (13) (13) (13) (13) (13) (13) (12)  (13) (13) (13) (13) (13) (13) (12)
Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while ing from cage, hthal pupillary size, salivation),

and ¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

o day 7 of P day 7 of recovery; ¥ lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, 1oss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance |

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soited fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin))
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, sligh]

Respiratory rate{ 2, normal; 1, hypopnea)

Gait { 2, normal; 3,tip toe gait ]
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REBE S :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-3 (continued) . Detailed clinical observations of female rats

2,4-DTAP (50 mg/kg)
Removing from cage / Observations made while handling Open-field observations®
Female No.  Skin color / Mucuous membranes Lacrimation Piloerection Respiratory rate Gait

Pre ® T79 T14 T21 T30 T36 L® Pre T7 TI14 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L Pre T7 T14 T21 T30 T36 L Pre T7 T14 T21 T30 T36 L

F03001
F03002
F03003
F03004
F03005
F03006
F03007
F03008
F03009
F03010
F03011
F03012
F03013

[
™
N

2

5]

NN R RN R DNDNDNNRDDNDNDDND
RN NN DRDDNDNDRNDNDND DN
NN R NN NN R NNN DN
RN NN NN NN RN NN
RN N DR DN NN R NN
RN R NN NN NN NNNDN
NN NN RN

N RN NDNNNDRDDNDNDNNN
RN RN NNNDBRNDRNNDNNDN
BN RN NN NN DNDN NN NN
RN NN NN DN NNDN DN
RN RN RN DN RND RN NN DN
RN N NN N NN N NN DN
NN DR NN N NN DN

RN NN NN RN NN NN
]WRNN N NDN NN R DN
RN NN NN DN NDN DN
RN R RN NN N R NN NN
RN N DN NN NNDNDND NN
NN N N NN NN RN NDD
R NN NN RN NNN

RRNN NN DR NND DN
RN NN NN NN NN DN
RN RN N NN NN NN DN
BN DN RN NN NN NN
NN NN R DN NN DD NDN
RN RN DN NN NN DN
NN NN RN DN

NN NN NNNDNDNNNDNDN
RN R NN NN NN D NN
N RN N R NN N DD R NDN
NN RN NN NN NN
NN RN DN NN NN NNDNN
DN NN D NNNRDNND NN
RN NN NN NN NN

&) (13) (13) (13) (13) (13) (13) (12)  (13) (13) (13) (13) (13) (13) (12)  (13) (13) (13) (13) (13) (13) (12)  (13) (13) (13) (13) (13) (13) (12 (13) (13) (13) (13) (13) (13) (12)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size,
salivation), and ¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

d pre-treatment; K day 7 of treatment; 0 day 7 of recovery; 9 lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling bebavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur {2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection {2, normal; 3, sligh]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]
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HEAEZ B :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-3 (continued) . Detailed clinical observations of female rats

2,4-DTAP (50 mg/kg)

Open-field observations 9
Female No. Urination Defecation

Pre Y T79 T14 T21 T30 T36 L® Pre T7 T14 T21 T30 T36 L
F03001 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03002 0 0 0 0 0 0 0 0 0 0 0 0
F03003 0O 0 0 0 0 O 0 0 0 0 0 0 O 0
F03004 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03005 6 0 0 0 0 0 0 0 0 0 0 0 O 0
F03006 0 0 0 0 1 0 0 0 0 0 0 0 0 0
F03007 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03008 0o 0 0 0 0 O 0 0 0 0 0 0 O 0
F03009 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03010 0 0 0 0 0 0 0 0 o0 0 0 0 O 0
F03011 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F03012 0 1 0 0 1 0 1 0 0 0 0 0 0 0 -
F03013 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 0 1 0O 0 2 0 1 0o 0 0 o0 o0 O 0
()] 13y (13) (13) (13) (13) (13) (12) (13) (13) (13) (13) (13) (13) (12)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size,
salivation), and c) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, stereotypy,
bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; 2 day 7 of treatment; f day 7 of recovery; ® lactation period
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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RERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-4. Detailed clinical observations of female rats

2,4-DTAP (250 mg/kg)

Cage-side observations ¥ Removing from cage / Observations made while handling ®
Female No.  Posture in home-cage 1 in home-cage Handling behavior Heart beats Body temperature Fur

Pre? T79 T14 T21 T30 T36 L® Pre T7 T14 T21 T30 T36 L Pre T7 T14 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L Pre T7 T14 T21 T30 T36 L Pre T7 Ti14 T21 T30 T36 L
F04001 2 2 2 2 2 2 2 2 2 2 2 2
F04002 2 1 2 1 2 1 2 1 2 1 2 1
F04003 2 2 2 2 2 2 2 2 2 2 2 2
F04004 2 2 2 2 2 2 2 2 2 2 2 2
F04005 2 2 2 2 2 2
F04006 2 2 2 2 2 2 2 2 2 2 2 2
F04007 2 1 2 1 2 2 2 1 2 1 2 1
F04008 2 2 2 2 2 2
F04009 2 1 2 1 2 2 2 1 2 1 2 1
F04010 2 2 2 2 2 2
F04011 2 2 2 2 2 2
F04012 2 2 2 2 2 2 2 2 2 2 2 2
F04013 2 2 2 2 2 2 2 2 2 2 2 2
™) asy © 13 ® a3 ® as as © a3 ©

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation),
and ¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment;  day 7 of treatment; ® day 7 of recovery; @ lactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position }

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior { 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soiled fur]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, sligh}

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]
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HREREZER-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-4 (continued) . Detailed clinical observations of female rats

2,4-DTAP (250 mg/kg)

Removing from cage / Observations made while handling o Open-field observations
Female No.  Skin color / Mucuous membranes Lacrimation Piloerection Respiratory rate Gait

Pre Y T79 T14 T21 T30 T36 L® Pre T7 T14 T21 T30 T36 L Pre T7 Ti4 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L Pre T7 TI14 T21 T30 T36 L
F04001 2 2 2 2 2 2 2 2 2 2
F04002 2 1b 2 2 2 2 2 1 2 3
F04003 2 2 2 2 2 2 2 2 2 2
F04004 2 2 2 2 2 2 2 2 2 2
F04005 2 2 2 2 2
F04006 2 2 ‘2002 2 2 2 2 2 2
F04007 2 la 2 3 2 2 2 1 2 3
F04008 2 2 2 2 2
F04009 2 la 2 4 2 3 2 1 2 2
F04010 2 2 2 2 2
F04011 2 2 2 2 2
F04012 2 2 2 2 2 2 2 2 2
F04013 2 2 2 2 2 2 2 2 2
N) 13 ©® a3 ® 13) 9 13 © a3

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size,
salivation), and ¢} Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; 9 day 7 of treatment; 0 day 7 of recovery; 9 Jactation period

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, sligh]

Respiratory rate[ 2, normal; 1, hypopnea)

Gait [ 2, normal; 3,tip toe gait ]
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-1-4 (continued) . Detailed clinical observations of female rats
2,4-DTAP (250 mg/kg)
)

Open-field observations °

Female No. Urination Defecation
Pre ¥ T79 T14 T21 T30 T36 LY Pre T7 Ti4 T21 T30 T36 L

F04001 0 0 0 0
F04002 0 0 0 0
F04003 0 0 0 0
F04004 0 0 0 0
F04005 1 0
F04006 0 0 0 0
F04007 0 0 0 0
F04008 0 0
F04009 1 0 0 0
F04010 0 0
F04011 0 0
F04012 0 0 0 0
F04013 0 0 0 0
Total score 2 0 0 0
™ as o 13

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor,
convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size,
salivation), and ¢) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, stereotypy,
bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-treatment; @ day 7 of treatment; ? day 7 of recovery; @ lactation period

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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HREAE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-2-1. Detailed clinical observations of female rats, satellite group

Corm oil (control)

Cage-side observations Removing from cage / Observations made while handling *
Female No.  Posture in home-cage Locomotor in home-cage Handling behavior Heart beats Body temperature Fur

Pre®T79 T14 T21 T30 T36 T42 R7° R14 Pre T7 TIi4 T21 T30 T36 T42 R7 Rl4 Pre_T7 T14 T21 T30 T36 T42 R7 R4 Pre_T7 T14 T21 T30 T36 T42 R7 R4 Pre _T7 T14 T21 T30 T36 T42 R7 Rl4 Pre T7 T4 T21 T30 T36 T42 R7 RI4
F05001 2.2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2.2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Q)] (10) (103 (10) (10) (10) (10) (10) (5} (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10} (10) (10) (10) (10) (10) (10) () (5) (10) (10) (10) (10) (10) (10) (10) (5) (5)  (10) (10) (10) (10) (10) (10) (10) (5) (5)
Except the above findings, there were no changes in all animals; a) Cage-side ion (vocalization, tremor, ion), b) O ions made while handling ior while ing from cage, htk pupiliary size,
and ¢) Open-field fons (posture, i Ipebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

@ pre-treatment; ® day 7 of treatment; ” day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity }
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [2, normal; 1, Soiled fur ]

Skin color / Ms {2, normal; 1, (a, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed, 1, observed (a, slight; b, severe))
Piloerection [ 2, normal; 3, sligh]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal, 3,tip toe gait ]
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HERE B :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-2-1 (continued) . Detailed clinical observations of female rats, satellite group

Corn oil {control)

Removing from cage / Observations made while handling d Open-field observations R
Female No.  Skin color / Mucuous membranes Lacrimation Piloerection Respiratory rate Gait

Pre® T79 T14 T21 T30 T36 T42R77R14 _ Pre T7 Ti4 T21 T30 T36 T42 R7 RI14 _ Pre T7 Ti4 T21 T30 T36 T42 R7 R14 _ Pre T7 TI4 T21 T30 T36 T42 R7 R14__ Pre T7 TI14 T21 T30 T36 T42 R7 Rl4

FO5001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO5002 2 2 2 2 2 2 2 2 2 2z 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
FO5006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 02 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05007 2 2 2 2 2 2 2 2.2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F05010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
™) (10) (10 (10) (10) (10) (10) (10) (5) (5)  (10) (10} (10) (10) (10) (10) (10) (5} (5)  (10) (10) (10) (10) (10) (10) (10) (5) (5)  (10) (10) (10) (10) (10) (10) (10) (5) (5)  (10) (10) (10) (10) (10) (10) (10) (5) (5)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation),
and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

9 pre-tr . 9 day 7 of tr D day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity ]
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur [ 2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (g, anemic b, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]
Piloerection [ 2, normal; 3, sligh]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-2-1 (continued). Detailed clinical observations of female rats, satellite group

Corn oil (control)

Open-field observations ©

Female No. Urination Defecation

Pre Y T79 T14 T21 T30 T36 T42 R7° R14 Pre T7 T14 T21 T30 T36 T42 R7 Rl4
F05001 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05002 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05003 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05004 0 0 0 0 0 0 0 0 0 0 0 0 0 O
F05005 0o 0 0 0 0 0 0 0 0 0 0 0 0 0
F05006 1 0 0 0o 0 0 0 0 1 0 0 0 0 0 0 0 0 0
F05007 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
F05008 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 O
F05009 0 1 0 0 0 0 0 0 0O 00 0 0 0 0 0 0 0
F05010 0o 0 0 0 0 0 0 O O 0 0 0 0 0 0 0 0 0
Total score 1 1.0 0 0 1 0 1 1 0 0 0 0 0 0 0 0 O
™) (10) (10) (10) (10) (10) (10) (10) (5) . (5) (10) (10) (10) (10) (10) (10) (10) (5) (5)

Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion),

b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field
observations (posture, exploration, palpebral opening, tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).

9 pre-treatment; K day 7 of treatment; 0 day 7 of recovery
Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-2-2. Detailed clinical observations of female rats, satellite group

2,4-DATP (100 mg/kg)

Cage-side observations * Removing from cage / Observations made while handling
Female No.  Posture in home-cage I in home-cage Handling behavior Heart beats Body temperature Fur

Pre®T79 T14 T21 T30 T36 T42 R7°RI4 Pre _T7 T4 T21 T30 T36 T42 R7 RI4 Pre T7 TI14 T21 T30 T36 T42 R7 R4 Pre T7 TI4 T21 T30 T36 T42 R7 Rl4 Pre T7 Ti4 T21 T30 T36 T42 R7 R4 Pre _T7 TI14 T21 T30 T36 T42 R7 Rid
F04001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04002
F04003
F04004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04005
F04006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04007
F04008
F04009
F04010
Fo4011
Fo4012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06002 2 2 2 0 2 2 2 2 2 2 2 1
F06003 2 1 2 0 2 2 2 1 2 1 2 1
F06004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06005 2 2 2 2 2 2
F06006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06007 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06008 2 1 2 0 2 2 2 1 2 1 2 1
F06009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
™ 10) O () A A AYH A G G) QY O AD AY A AD AD () () W) G AH AD AD A AD (B G) (Y G A AD AD A AD () G} W) G AL A A A AD G G A G ALY AL AD AL AD G) ()
Except the above findings, there were no changes in all animals; a) Cage-side ion (' ization, tremor, ion), b) O jons made while handling (behavior while ing from cage, pupillary size,

and ¢) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch response, withdrawal reflex, pinna reflex).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
@ pre-treatment; ? day 7 of treatment; ° day 7 of recovery

Posture in home-cage [ 2, sitting or standing, 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity }
Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats { 2, normal; 1, bradycardia ]

Body temperature [2, normal; 1, decrease of temperature ]

Fur {2, normal, 1, Soiled fur]

Skin color / Mucuous [ 2, normat; 1, ab 1 (a, anemicb, pale skin)]
Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]

Piloerection [ 2, normal, 3, sligh)

Respiratory rate[ 2, normal; 1, hypopnea}

Gait [ 2, normal; 3,tip toe gait ]
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-2-2 (continued) . Detailed clinical observations of female rats, satellite group

2,4-DATP (100 mg/kg)
Removing from cage / Observations made while handling Open-field observations®
Female No. ~ Skin color / Mucuous membranes Lacrimation Pil i Respiratory rate Gait

Pre® T7 T14 T21 T30 T36 T42 R7°RI4 _Pre T7 TI4 T21 T30 T36 T42 R7 Rl4 Pre T7 T14 T21 T30 T36 T42 R7 Ri4 Pre T7 TI14 T2l T30 T36 T42 R7 RI4 _ Pre T7 T14 T21 T30 T36 T42 R7 R4

F04001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04002

F04003

F04004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04005

F04006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F04007

F04008

F04009

F04010

F04011

F04012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F04013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F06002 2 2 2 2 2 2 2 2 2 2

F06003 2 2 2 3 2 2 2 1 2 2

F06004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F06005 2 2 2 2 2

F06006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

F06007 2 2 2 2 2 2 2 22 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06008 2 la 2 3 2 2 2 1 2 3

F06009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
F06010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
)] (10) (O A AH AN ADAH G) (&) ) () A ADAD A AY () ) W) E AD A EH A AD G) G) (1O @) A AL AD AD AD 6) () 1O ) A A (1) A A () ()
Except the above findings, there were no changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion), b) Observations made while handling (behavior while ing from cage, exophthall pupillary size, salivation),

and c) Open-field observations (posture, exploration, palpebral opening, , tremor, convulsion, stereotypy, bizarre behavior, straub tail, lization, touch resp ithdrawal reflex, pinna reflex).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration,

D 9 day 7 of D day 7 of recovery

Posture in home-cage [ 2, sitting or standing; 1, crouching position ]

Locomotor in home-cage [ 2, normal; 1, decrease in locomotor activity; 0, loss of locomotor activity }
" Handling behavior [ 2, normal; 1, no resistance; 3, resistance ]

Heart beats [ 2, normal; 1, bradycardia ]

Body temperature (2, normal; 1, decrease of temperature |

Fur [2, normal; 1, Soiled fur ]

Skin color / Mucuous membranes [ 2, normal; 1, abnormal (a, anemic b, pale skin)]

Lacrimation(Reddish tear) [ 2, not observed; 3, observed, slight; 4, observed, severe)]

Piloerection [ 2, normal; 3, sligh]

Respiratory rate[ 2, normal; 1, hypopnea]

Gait [ 2, normal; 3,tip toe gait |
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 6-2-2 (continued) . Detailed clinical observations of female rats, satellite group

2,4-DTAP (100 mg/kg)

Open-field observations
Female No. Urination Defecation

Pre® T79 T14 T21 T30 T36 T42 R7° R14 Pre T7 TI14 T21 T30 T36 T42 R7 Rl4
F04001 0o 0 o0 0 0 0 0 0 0 0
F04002
F04003
F04004 0 0o 0 0 0 6 0 0 o0 O
F04005
F04006 0o 0 0 0 o 0 0 ¢ 0 O
F04007
F04008
F04009
F04010
F04011
F04012 O 0 0o 0 0 O 1 0 0 0 o 0 0
F04013 0 0 o0 6 0 0 O 0 0 0 0o 0 0 ©
F06001 0 0 0 0 © 0 0 0 0 0 O 0 0 0
F06002 0 0 0o 0
F06003 0 1 o 0
F06004 o 0 0 0 0 0 O 0o 0 0 0 0 0 O
F06005 1 0
F06006 0 0o 0 0 o 0 0 O 0 0 0 o0 o0 O
F06007 6 0 o0 0 0 0 o0 o0 O 0o 6 0 0 0 0 0 0 O
F06008 0 0 o 0
F06009 0 0 0 1 1 0O 0 o0 O 0o 0 0 0 0 o0 O 0 O
F06010 0 0 0 0 0 0 0 1 0 o 0 0 0 0 0 0 o0 O
Total score 1 1 0 1 1 0 0 1 1 . 0 ¢ 0 0 0 0 O 0 0
™) (10) (9 (11 Ay AH Ay Ay 6 6) 10 & (an @n A an ay G G

Except the above findings, there were 1o changes in all animals; a) Cage-side observation (vocalization, tremor, convulsion),

b) Observations made while handling (behavior while removing from cage, exophthalmos, pupillary size, salivation), and ¢) Open-field
observations (posture, exploration, palpebral opening, tremor, convulsion, stereotypy, bizarre behavior, straub tail, vocalization, touch
response, withdrawal reflex, pinna reflex).

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
@ pre-treatment; < day 7 of treatment; 0 day 7 of recovery

Urination [ frequency/30sec ]
Defecation [ frequency/30sec )
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 7-1-1. Body weights of male rats
Corn oil (control)

Male No. Days of administration
1 7 10 12 14 17 21 24 28 31 35 38 42
M01001 348.3 3672 380.6 3878 395.8 3959 409.8 4237 436.2 445.0 462.4 464.2 471.1
M01002 373.5 3972 399.1 409.8 417.7 4183 441.2 4518 463.4 478.8 486.7 493.6 496.8
M01003 377.5 4075 420.7 428 4 438.4 440.0 458.9 460.5 474.9 473.4 481.5 482.8 490.1
M01004 379.6 4037 415.4 420.1 431.1 438.8 455.8 467.8 487.0 493.2 507.5 514.5 5169
MO01005 392.6 426.7 437.3 450.1 456.9 459.6 476.2 489.8 498.3 503.5 507.6 507.9 524.1
MO01006 368.3 3892 400.6 409.3 418.1 4242 440.5 450.0 464.6 484.4 496.0 506.8 5172
MO01007 3443 3765 382.9 3895 399.9 398.7 412.2 4149 426.5 432.0 440.4 447.2 4622
M01008 366.9 3979 414.3 424 4 430.4 4393 464.3 481.2 493.5 502.2 519.9 530.2 - 5389
M01009 387.3 4284 437.6 4474 461.9 4550 464.0 468.8 483.8 493.0 500.0 506.0 518.8
MO01010 363.2 3903 396.2 4082 415.7 409.8 425.3 437.1 454.7 468.0 479.8 487.0 496.3
MO01011 356.5 3775 385.6 394 .8 402.6 408.8 419.3 430.7 447.0 456.9 471.8 478.6 4943
MO01012 375.7 400.2 415.1 4277 438.2 4455 462.8 481.5 501.0 507.1 519.1 533.1 5509
MO01013 3774 4022 406.4 4115 416.7 4117 434.6 4522 462.2 475.4 491.9 496.6 5136
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 370.1 3973 407.1 416.1 424.9 426.6 443.5 454.6 468.7 477.9 489.6 496.0 507.0
S.D. 14.2 179 18.7 19.7 20.5 21.1 22.0 23.3 23.7 23.0 22.8 24.5 25.1
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 7-1-2. Body weights of male rats

2,4-DTAP 10 mg/kg

Male No. Days of administration
1 7 10 12 14 17 21 24 28 31 35 38 42
M02001 358.7 3709 374.4 3873 394.0 3995 412.9 4193 431.6 437.4 453.0 449.0 4595
MO02002 366.8 387.1 391.7 3954 399.8 4042 416.6 428.5 438.2 449.8 453.2 455.9 4522
M02003 397.8 4343 443.5 454 8 460.2 4559 479.8 4829 492.2 503.8 519.3 521.7 529.5
M02004 389.7 4232 439.2 4529 460.1 4654 484.6 499 8 521.0 529.1 543.1 550.7 559.3
MO02005 386.4 405.5 416.4 4190 423.5 427.1 445.1 456.0 469.7 479.4 488.0 498.6 502.0
M02006 357.8 3772 387.6 4003 405.0 4114 424.7 423 .8 436.3 438.4 454.8 454.4 466.0
MO02007 356.5 3854 399.0 4116 413.1 416 .8 424.7 438.5 446.0 446.7 452.8 462.7 4758
M02008 349.7 364.1 371.9 376 .8 378.7 3786 392.5 398.0 407.6 415.7 421.6 428.8 4353
MO02009 373.3 3993 408.4 4157 422.7 422.0 437.2 450.6 466.8 475.6 477.4 496.5 5049
M02010 366.6 3908 400.6 4050 '406.0 402.6 427.8 4345 445.3 454.4 455.1 464.0 471.0
M02011 388.1 416.0 431.9 438.8 444.1 4557 476.5 4853 493.8 508.6 513.7 522.6 5322
MO02012 378.2 413.1 422.5 4317 440.5 442.8 453.4 458.0 469.2 472.9 484.4 494.6 5093
M02013 380.1 4128 418.0 4290 438.3 444 .3 465.7 4799 497.1 507.0 522.0 530.0 5334
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 373.1 3984 408.1 416 .8 422.0 425.1 441.7 4504 462.7 470.7 479.9 486.9 494.6
S.D. 15.0 213 23.2 24.1 25.5 26.2 28.7 30.2 32.2 33.9 35.8 37.2 376
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN DU DU DU AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 7-1-3. Body weights of male rats

2 4-DTAP 50 mg/kg

Male No. Days of administration
1 7 10 12 14 17 21 24 28 31 35 38 42
M03001 362.7 389.5 396.5 4059 403.8 410.7 424.7 429.1 446.7 445.9 449.6 454.1 466.8
M03002 381.5 400.6 401.7 4120 418.1 412.1 436.5 446.6 466.9 476.2 490.5 495.0 499.0
M03003 390.6 4173 417.6 432.1 435.1 4394 458.6 4728 480.2 487.0 500.8 488.1 5025
MO03004 348.5 3712 376.5 3802 385.9 400.9 416.8 4219 436.7 452.2 455.2 456.7 4589
M03005 401.3 4443 456.5 4647 470.7 477.6 488.2 4894 506.5 513.8 524.4 525.6 534.0
M03006 368.7 3704 378.4 3839 391.9 3942 406.5 4124 424.4 433.6 443.9 446.6 4573
M03007 362.5 3795 383.6 3940 397.7 386.2 397.2 408.1 418.7 426.3 438.6 440.8 4502
M03008 358.8 3734 378.6 3837 390.3 401.1 415.5 4235 443.5 460.3 473.7 485.1 4924
MO03009 358.3 3786 390.5 397.5 404.1 406.5 429.2 435.0 444.6 453.2 459.6 464.4 477.1
M03010 380.8 4063 415.2 4237 434.3 4313 448.0 457.8 473.2 481.8 491.7 494.0 5022
MO03011 346.1 360.3 369.3 372.6 3794 3822 394.1 398.3 407.4 414.3 421.5 429.4 4373
MO03012 375.7 3925 400.6 408.9 414.9 4142 440.8 463.6 476.5 485.9 494.7 499.4 5174
M03013 362.1 3840 389.5 397.1 406.1 409.7 421.0 430.1 445.0 456.5 462.5 464.5 4778
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 369.0 3898 396.5 404 3 410.2 412.8 429.0 4376 451.6 460.5 469.7 472.6 4825
S.D. 16.2 22.8 23.2 25.0 24.9 25.1 26.0 27.0 27.9 27.8 29.2 27.6 28.3
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN DU DU DU AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 7-1-4. Body weights of male rats
2,4-DTAP 100 mg/kg

Male No. Days of administration
1 7 10 12 14 17 21 24 28 31 35 38 42
M04001 377.7 3776 386.2 3836 407.2 407.7 423.3 431.9 446.7 456.3 464.2 469.2 475.1
M04002 395.9 3614 319.9 Died onday 12 of administration.
M04003 362.5 Died onday 7 of administration.
M04004 376.1 362.8 368.7 388.0 406.5 418.5 434.7 4457 458.6 470.9 475.7 481.8 495.8
M04005 392.5 3592 300.7 Died onday 11 of administration.
M04006 359.5 348.7 Sacrificed on day 9 ofadministration for moribundity.
M04007 357.8 Died onday 7 of administration.
M04008 371.2 Died onday 7 of administration.
M04009 392.7 3722 379.5 3853 406.1 423.1 443.1 4612 482.9 496.6 506.8 507.9 5124
M04010 364.2 3613 360.5 3603 385.2 394.0 412.2 4212 436.8 447.2 446.6 445.6 457.0
M04011 367.2 298.7 Sacrificed on day 7 ofadministration for moribundity.
M04012 375.8 370.8 336.0 2853 Died onday 13 of administration.
M04013 379.3 Died onday 6 of administration.
Number of males 13 9 7 5 4 4 4 4 4 4 4 4 4
Mean 374.8 357.0 350.2 360.5 401.3 410.8 428.3 440.0 456.3 467.8 473.3 476.1 485.1
S.D. 12.8 234 32.1 43.5 10.7 12.9 13.5 17.3 19.9 21.6 25.3 26.0 24.1
Significance NS ok ok ok NS NS NS NS NS NS NS NS NS
Statistical method AN DU DU DU AN AN AN AN AN AN AN AN AN

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 7-2-1. Body weights of male rats at the recovery period

Corn oil (control)

Male No. Days of recovery
1 7 14
MO01009 517.6 535.6 540.1
MO01010 491.6 501.8 514.6
M01011 492 5 507.1 523.0
MO01012 552.0 570.6 586.3
MO1013 513.6 529.5 542.2
Number of males 5 5 5
Mean 513.5 528.9 541.2
S.D. 24.6 27.4 27.7
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 7-2-2. Body weights of male rats at the recovery period

2 4-DTAP 50 mg/kg

Male No. . Days of recovery
1 7 14
M03009 4789 496.2 510.4
MO03010 505.5 512.3 516.9
MO03011 430.8 443.4 453.3
M03012 526.7 543.9 556.1
M03013 474 8 484.4 484.4
Number of males 5 5 5
Mean 4833 496.0 504.2
S.D. 36.1 37.0 38.3
Significance NS NS NS
Statistical method TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 8-1-1. Body weights of female rats

Corn oil (control)

Female No. Days of administration
1 7 10 12 14 17
F0 1001 256.2 269.3 263.8 2793 274.2 290.8
F01002 269.3 279.8 290.9 2932 297.3
F0 1003 249.5 2512 263.8 265.1 266.2 2814
F0 1004 260.4 276.7 287.4 280.8 292.0
F0 1005 243.6 269.8 278.1 2857 290.5
F0 1006 263.4 282.0 293.5 292.1 299.0
F01007 265.3 2739 270.7 283.7 280.2 2919
F0 1008 233.8 2404 235.9 242.8 237.4
F0 1009 255.5 270.1 270.8 279.6 281.2 2975
F01010 278.7 2834 292.5 2974 303.6 3150
FO1011 273.1 288.7 293.5 2993 296.8 3044
F01012 261.3 2792 281.0 286.3 292.8
F01013 243.6 264.7 268.5 2742 278.0
Number of females 13 13 13 13 13 6
Mean 258.0 2715 276.2 2815 283.8 296.8
S.D. 12.8 134 16.5 15.0 17.7 117
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 8-1-2. Body weights of female rats

2,4-DTAP 10 mg/kg

Female No. Days of administration
1 7 10 12 14 17
F02001 245.9 2508 254.5 265.7 260.9 2742
F02002 254.2 269.6 271.2 273.7 273.8
F02003 276.3 2934 301.6 3020 304.5
F02004 268.1 285.2 290.5 290.5 296.3
F02005 269.9 282.8 284.6 2932 294.7 2989
F02006 260.6 2689 277.1 268.6 275.4
F02007 246.7 2645 259.0 264.5 264.0 2805
F02008 260.0 274.8 282.3 285.0 288.4
F02009 260.8 2684 283.1 2785 285.7 294.1
F02010 233.7 2549 258.2 263.3 266.9
F02011 264.5 283.6 281.5 2955 291.6 303.6
F02012 280.6 2834 301.5 297.7 306.1 3110
F02013 269.7 2948 299.5 3082 312.2
Number of females 13 13 13 13 13 6
Mean 260.8 275.0 280.4 2836 286.2 2937
S.D. 13.1 137 16.1 155 16.8 14.0
Significance NS NS NS NS NS NS
Statistical method AN DT AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).

DT: Analysis by Dunnett type mean rank test

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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HERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 8-1-3. Body weights of female rats

2.,4-DTAP 50 mg/kg

Female No. Days of administration

1 7 10 12 14 17

F03001 266.2 269.5 288.0 2863 293.7
F03002 237.8 2492 246.2 2573 250.2 2650

F03003 260.4 267.5 277.3 279.8 278.6
F03004 253.7 260.8 258.3 265.7 262.4 268.7
F03005 273.6 2789 287.4 290.6 293.0 3008
F03006 252.9 2708 269.6 2822 277.4 2934
F03007 263.5 2633 278.1 278.1 278.2 289.5
F03008 276.4 2843 279.9 291.1 284.2 3029
F03009 260.8 2779 273.7 2852 283.4 2942

F03010 257.2 2754 278.1 2746 280.9
F03011 267.8 274.7 289.0 2877 290.1 2939

F03012 268.6 299.2 302.2 3133 316.4

F03013 275.2 2904 296.2 292.8 305.6
Number of females 13 13 13 13 13 8
Mean 262.6 2740 278.8 2834 284.2 2886
S.D. 10.7 13.0 15.0 137 17.0 14.1
Significance NS NS NS NS NS NS
Statistical method AN DT AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).

DT: Analysis by Dunnett type mean rank test

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

179



HKERZE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 8-1-4. Body weights of female rats

2,4-DTAP 250 mg/kg
Female No. Days of administration

1 7 10

F04001 265.8 258.2 274.2
F04002 246.9 206.9 Died on day 8 of administration.

F04003 278.7 253.8 Sacrificed on day 9 of administration for moribundity.

F04004 2434 262.4 263.8
F04005 261.6 Died on day 7 of administration.

F04006 268.1 267.4 274.7
F04007 271.8 217.0 Died on day 8 of administration.
F04008 271.3 Died on day 7 of administration.

F04009 2714 205.5 Sacrificed on day 7 of administration for moribundity.

F04010 243.1 Died on day 7 of administration.
F04011 265.9 Died on day 6 of administration.

F04012 275.0 292.4 299.6

F04013 260.4 267.2 276.0

Number of females 13 9 5

Mean 263.3 247.9 277.7

S.D. 11.9 30.7 13.2

Significance NS NS NS

Statistical method AN DT AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett type mean rank test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

180



HERFE R R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 8-2-1. Body weights of female rats, satellite group

Cornoil (control)

Female No. Days of administration
1 7 10 12 14 17 21 24 28 31 35 38 42
F05001 260.8 281.7 287.8 290.3 290.4 289.8 291.8 301.8 304.4 309.2 313.0 314.7 316.5
F05002 279.2 3003 299.5 3140 312.9 3237 337.9 340.2 350.9 350.8 348.0 359.7 3575
F05003 268.4 271.0 282.4 2893 286.2 291.4 295.9 294 .9 303.7 295.4 302.9 307.7 310.2
F05004 284.2 286.1 293.6 2953 295.8 303.8 306.2 305.6 311.8 311.7 317.4 318.8 3257
F05005 252.6 264.0 263.4 2654 264.4 262.8 264.4 271.0 275.8 273.0 280.4 268.5 2769
F05006 258.2 259.9 264.3 264 4 267.5 273 4 275.7 2739 276.9 275.0 277.3 281.3 285.7
F05007 258.3 2722 276.2 2797 281.2 2859 283.5 298.3 301.0 293.9 301.3 315.8 314.1
F05008 281.4 290.6 301.1 303.1 304.3 311.9 319.5 318.7 325.8 328.2 333.4 341.3 3449
F05009 280.4 286.8 298.1 298.1 303.3 309.1 319.5 317.1 327.3 326.2 336.6 345.8 3434
F05010 247.6 263.8 266.7 271.1 267.5 279.2 283.5 289.2 293.9 299.3 304.3 304.3 306.6
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10
Mean 267.1 2776 283.3 287.1 287.4 293.1 297.8 301.1 307.2 306.3 311.5 315.8 318.2
S.D. 13.4 13.4 14.9 16.6 17.1 18.9 22.8 20.9 23.1 24.3 23.2 28.1 25.7
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 8-2-2. Body weights of female rats, satellite group

2,4-DTAP 100 mg/kg

Female No. Days of administration
1 7 10 12 14 17 21 24 28 31 35 38 42
F04001 276.3 289.2 289.7 295.7 297.3 304.3 302.3 300.6 305.6 3136
F04002 Died on day 8 of administration.
F04003 Sacrificed on day 9 of administration for moribundity.
F04004 261.7 271.9 273.8 273.8 2743 2777 283.8 287.2 292.6 292.6.
F04005 Died on day 7 of administration.
F04006 282.5 2774 279.5 290.0 298.8 300.0 291.7 299.9 284.8 302.8
F04007 See appendix 8-1-4 Died on day 8 of administration.
F04008 Died on day 7 of administration.
F04009 Sacrificed on day 7 of administration for moribundity.
F04010 Died on day 7 of administration.
F04011 Died on day 6 of administration.
F04012 290.7 305 309.1 308.4 3083 307.6 317 3233 325.1 3293
F04013 281.4 284.7 291.2 297.1 299.7 307.4 304.4 3094 3149 3186
F06001 253.6 243.3 265.8 2729 2753 266.4 274.8 276.5 278.0 279.3 2825 2855 288.7
F06002 275.0 2279 Sacrificed on day 8 of administration for moribundity.
F06003 257.8 214.7 Sacrificed on day 8 of administration for moribundity.
F06004 259.5 267.6 276.7 267.5 284.8 273.8 274.4 289.0 284.0 2754 2823 2884 2935
F06005 2585 Died on day 7 of administration.
F06006 2704 2723 283.7 298.3 303.8 308.7 3182 3264 331.1 329.1 331.7 3319 3340
F06007 270.8 287.1 298.8 297.1 308.4 305.1 320.8 3319 338.7 339.8 351.6 3579 353.1
F06008 264.0 221.8 Died on day 8 of administration.
F06009 278.5 2744 290.2 2979 301.2 307.3 319.0 325.1 3327 3345 337.7 3382 349.0
F06010 274.0 269.6 289.3 292.3 299.6 297.9 300.1 308.8 316.4 312.0 314.7 310.4 316.4
Number of females 10 9 6 11 11 11 11 11 11 11 11 11 11
Mean 266.2 2532 284.1 283.5 291.0 291.1 297.5 3033 307.1 306.3 311.0 3123 3174
SD. 8.6 26.6 11.6 12.8 13.1 15.8 18.0 19.3 21.5 22.4 23.2 24.1 22.2
Significance NS * NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN DU AN AN AN AN AN AN AN AN AN AN AN

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 8-3-1. Body weights of female rats at the recovery period

Cornoil (control)

Female No. Days of recovery
1 7 14
F05006 284.1 293.4 291.8
F05007 3135 320.4 334.3
F05008 340.8 353.3 361.2
F05009 346.2 350.1 354.6
F05010 311.3 318.6 321.0
Number of females 5 5 5
Mean 319.2 3272 3326

S.D. 25.1 24.8 279
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HEAEZ B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 8-3-2. Body weights of female rats at the recovery period
2,4-DTAP 100 mg/kg

Female No. Days of recovery
1 7 14
F04012 321.0 323.8 3254
F04013 316.3 328.6 331.0
F06007 363.1 375.4 3537
F06009 350.8 357.8 366.6
F06010 321.4 315.1 308.6
Number of females 5 5 5
Mean 334.5 340.1 3371
S.D. 21.0 254 23.1
Significance NS NS NS
Statistical method TT T 1T

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

184



HEBE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 9-1. Body weights of dams during pregnancy

Corn oil (control)

Dam No. Days of pregnancy
0 3 7 10 14 17 20
F01001 288.2 3054 321.0 334.2 352.0 379.1 4237
F01002 3074 3248 344.9 362.4 382.9 4193 468.0
F01003 289.8 308.7 333.4 346.2 380.2 413 4 477.1
F01004 299.0 315.8 326.0 342.4 367.4 3974 4417
F01005 3008 3176 331.5 347.9 372.6 4073 4582
F01006 313.0 319.6 3384 359.5 374.3 409.8 470.5
F01007 289.1 3143 329.2 344.6 362.3 389.7 4286
F01008 2576 2669 287.6 303.0 331.7 3632 420.1
F01009 297.1 3075 3323 345.9 375.4 404 4 450.5
F01010 3103 3341 349.9 360.5 386.5 416.5 4722
F01011 3012 3202 333.9 354.5 378.6 414 8 460.7
F01012 2937 3105 317.7 331.0 352.5 3853 429.2
F01013 284.5 296.7 314.2 329.0 344.7 380.1 4312
Number of dams 13 13 13 13 13 13 13
Mean 294.7 3109 327.7 343.2 366.2 3985 448.6
SD. 142 16.2 15.7 16.2 16.6 17.6 20.5
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AERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 9-2. Body weights of dams during pregnancy

2 A-DTAP 10 mg/kg

Dam No. Days of pregnancy
0 3 7 10 14 17 20
F02001 2740 2903 301.1 315.6 332.8 368.7 4114
F02002 2792 3015 318.6 331.2 356.8 3922 450.8
F02003 319.0 3359 346.7 362.4 377.7 4102 462.7
F02004 2992 3213 340.2 358.8 389.0 4335 4803
F02005 302.6 3249 337.5 353.8 379.6 412.1 4517
F02006 2762 2932 309.1 322.6 343.6 3805 4302
F02007 279.0 294.8 304.7 321.1 345.1 378.0 419.7
F02008 3048 326.1 3472 378.3 410.3 4556 5119
F02009 290.6 304.8 324.8 333.9 355.2 3942 4429
F02010 2712 2845 302.1 319.0 338.6 376 .3 4176
F02011 3055 3186 342.6 355.4 384.7 416.1 4643
F02012 3199 3267 333.9 336.6 342.9 3456 3416
F02013 3063 3352 344.5 366.2 399.2 4349 486.1
Number of dams 12 12 12 12 12 12 12
Mean 2923 3109 326.6 343.2 367.7 404 4 4525
S.D. 159 182 18.6 21.6 25.6 273 305
Significance NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN

>: Excluded from analysis (not pregnant)

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 9-3. Body weights of dams during pregnancy

2 4-DTAP 50 mg/kg

Dam No. Days of pregnancy
0 3 7 10 14 17 20
F03001 289.0 3202 343.3 359.8 391.3 443 4 503.9
F03002 267.0 2822 300.0 3154 3334 3702 4133
F03003 283.8 3029 323.3 334.5 361.5 387.9 416.2
F03004 275.2 295.0 310.9 321.5 340.9 365.7 393.6
F03005 3085 322.1 347.9 364.9 390.3 4209 4653
F03 006 296.7 3053 320.3 330.4 355.5 388.0 4334
F03007 293.1 302.8 322.3 331.5 349.1 3778 4293
F03008 305.6 3259 342.4 359.1 381.8 4135 463.3
F03009 292.8 316.0 329.3 342.4 366.3 3943 4394
F03010 284.1 293.0 310.1 319.8 336.5 371.1 413.1
F03011 295.9 3155 336.1 359.1 385.0 432.8 4712
F03012 327.1 346.6 363.4 378.5 401.6 428 8 4714
F03013 306.5 3335 349.8 368.4 401.0 4437 493.1
Number of dams 13 13 13 13 13 13 13
Mean 2943 3124 330.7 345.0 368.8 402.9 446.7
SD. 15.6 17.8 18.4 20.9 24.5 28 .8 339
Significance NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 10-1. Body weights of dams during lactation

Corn oil (control)

Dam No. Days of lactation
0 4
F01001 339.7 333.3
F01002 332.6 355.7
F01003 340.8 350.1
F01004 307.1 240.5
F01005 335.0 303.6 Total litter loss.
F01006 330.7 325.2
F01007 315.6 356.9
F01008 298.1 323.0
F01009 344.8 364.0
F01010 353.6 376.7
F01011 361.8 283.5
F01012 297.7 333.8
F01013 343.7 335.5
Number of dams 13 13
Mean 330.9 329.4
SD. 20.4 36.6
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 10-2. Body weights of dams during lactation

2 4-DTAP 10 mg/kg

Dam No. Days of lactation
0 4
F02002 305.4 259.2
F02003 325.8 354.8
F02004 350.9 362.9
F02005 341.1 364.1
F02006 300.5 317.7
F02007 337.9 340.7
F02008 404.4 409.7
F02009 314.0 250.4
F02010 313.4 334.3
F02011 379.6 398.5
F02013 399.2 383.0
Number of dams 11 11
Mean 342.9 343.2
SD. 36.9 51.4
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 10-3. Body weights of dams during lactation

2 A-DTAP 50 mg/kg

Dam No. Days of lactation
0 4
F03001 363.7 376.5
F03003 313.9 321.2
F03004 311.2 335.6
F03005 360.6 363.4
F03006 293.8 3323
F03007 309.7 351.9
F03008 360.2 349.4
F03009 300.9 331.0
F03010 288.2 323.6
F03011 294.8 Sacrificed on day 0 of lactation for moribundity.
F03012 392.1 384.6
F03013 368.6 384.9
Number of dams 12 11
Mean 329.8 350.4
SD. 36.3 23.9
Significance NS NS
Statistical method AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 11-1-1. Food consumption of male rats

Corn oil (control)

Male No. Days of administration
1 7 14 29 35 41
M01001 18.6 19.1 19.5 199 18.0 16.7
M01002 27.1 222 17.4 232 18.1 18.9
M01003 26.7 226 24.2 212 21.3 17.9
MO01004 19.8 214 19.5 242 22.6 19.0
M01005 28.1 236 22.2 232 20.7 21.6
MO01006 24.6 230 21.7 232 25.3 20.1
M01007 22.4 185 19.7 20.3 19.1 249
M01008 22.5 228 23.3 234 22.1 20.7
M01009 24.2 225 24.3 23.0 20.7 18.8
M01010 20.6 20.1 18.8 23.0 19.2 158
MO01011 19.9 190 19.9 212 20.1 21.1
M01012 24.6 249 20.3 22.0 22.5 21.6
MO01013 27.4 19.6 19.4 24 4 22.6 243
Number of males 13 13 13 13 13 13
Mean 23.6 215 20.8 225 20.9 20.1
S.D. 3.2 2.0 2.2 14 2.1 2.7
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 11-1-2. Food consumption of male rats

2 A-DTAP 10 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M02001 23.7 173 19.3 18.5 20.1 16.9
M02002 21.7 217 19.0 20.7 18.1 16.8
M02003 28.6 246 21.5 226 19.9 213
M02004 28.5 237 24.2 238 22.6 203
M02005 27.7 219 20.8 234 22.5 19.3
M02006 21.3 183 20.3 19.7 18.1 172
MO02007 28.6 218 21.2 21.4 18.8 21.6
M02008 21.1 192 19.0 196 19.7 199
M02009 27.6 203 21.3 23.9 20.5 184
M02010 24.3 229 21.6 20.1 21.6 18.1
M02011 22.6 214 24.5 212 21.9 20.2
M02012 24.5 238 24.8 252 23.9 26.4
M02013 29.1 257 23.1 24 .6 25.7 22.3
Number of males 13 13 13 13 13 13
Mean 25.3 217 21.6 21.9 21.0 19.9
S.D. 3.1 25 2.0 22 2.3 2.7
Significance NS NS NS NS NS NS
Statistical method DU DT DU AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

AN: Analysis by variance (one-way layout).
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HEAE BR-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 11-1-3. Food consumption of male rats

2 4-DTAP 50 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M03001 20.3 188 17.6 19.9 17.1 213
M03002 26.1 221 20.3 23.6 22.1 20.8
M03003 23.7 218 24.0 213 20.7 22.5
M03004 22.3 173 18.0 20.3 17.4 17.9
MO03005 24.9 269 23.7 21.9 21.9 225
M03006 18.9 178 19.6 227 19.4 20.1
M03007 19.8 184 17.2 212 20.1 17.5
M03008 20.5 18.1 20.5 239 23.2 192
M03009 24.7 20.7 22.9 23.0 20.7 19.2
MO03010 26.3 235 20.4 249 20.7 212
MO03011 20.7 192 20.7 18.1 18.9 18.9
M03012 26.1 236 21.2 252 21.4 18.8
M03013 23.7 208 20.1 22.1 18.1 22.7
Number of males 13 13 13 13 13 13
Mean 22.9 20.7 20.5 222 20.1 202
S.D. 2.6 2.8 2.1 2.0 1.9 1.8
Significance NS NS NS NS NS NS
Statistical method DU DT DU AN AN AN

Significantly different from the control group (*: P<0.05, **: P<(.01).

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
UA: Unable to be analyzed because the value in the treated group was the same as the value inthe control group.

NA: Not analyzed.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 11-1-4. Food consumption of male rats

2,4-DTAP 100 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M04001 21.7 19.4 275 22.0 222 21.0
M04002 22.9 0.0 Died on day 12 of administration.
M04003 19.8 Died on day 7 of administration.
M04004 17.6 142 24.4 20.9 223 24.5
M04005 19.5 5.9 Died on day 11 of administration.
M04006 14.6 5.2 Sacrificed on day 9 of administration for moribundity.
M04007 20.6 Died on day 7 of administration.
M04008 20.9 Died on day 7 of administration.
MO04009 20.8 12.7 23.8 26.6 25.8 20.2
M04010 19.2 16.7 25.9 21.4 20.7 19.6
M04011 214 Sacrificed on day 7 of administration for moribundity.
M04012 21.6 6.5 Died on day 13 of administration.
M04013 17.2 Died on day 6 of administration.
Number of males 13 8 4 4 4 4
Mean 19.8 10.1 254 227 22.8 213
S.D. 2.3 6.7 1.7 2.6 2.2 2.2
Significance k¥ *k il NS NS NS
Statistical method DU DT DU AN AN AN

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 11-2-1. Food consumption of male rats at the recovery period

Cornoil (control)

Male No. Days ofrecovery
6 12
M01009 30.0 28.6
MO01010 23.1 24.0
MO1011 23.7 26.9
M01012 30.3 30.0
M01013 28.9 31.2
Number of males 5 5
Mean 27.2 28.1
S.D. 35 2.8
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 11-2-2. Food consumption of male rats at the recovery period

2,4-DTAP 50 mg/kg

Male No. Days ofrecovery
6 12
M03009 269 28.7
Mo03010 27.7 28.2
M03011 24.7 23.6
M03012 29.8 30.7
M03013 28.7 27.6
Number of males 5 5
Mean 27.6 27.8
S.D. 1.9 2.6
Significance NS NS
Statistical method TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 12-1-1. Food consumption of female rats

Corn oil (control)

Female No. Days o fadministration
1 7 14
F01001 12.2 194 11.7
F01002 18.7 15.6 16.9
F01003 16.3 176 9.5
F01004 20.8 144 21.2
F01005 19.2 202 18.5
F01006 15.0 16.8 17.9
F01007 16.7 19.0 13.4
F01008 15.5 11.7 14.6
F01009 18.2 172 12.9
F01010 22.3 20.3 17.6
Fo1011 13.9 17.3 17.6
F01012 16.8 16.7 16.8
F01013 16.7 194 19.7
Number of females 13 13 13
Mean 17.1 174 16.0
S.D. 2.8 2.5 3.4
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 12-1-2. Food consumption of female rats

2 4-DTAP 10 mg/kg

Female No. Days o fadministration
1 7 14
F02001 11.3 18.2 16.6
F02002 19.4 18.1 17.3
F02003 19.0 16.6 22.1
F02004 18.6 114 19.8
F02005 13.4 194 15.2
F02006 19.7 12.0 17.8
F02007 14.1 17.7 16.9
F02008 18.7 17.9 20.9
F02009 18.7 18.3 12.9
F02010 16.9 152 17.2
F02011 22.2 20.2 12.8
F02012 20.2 21.1 12.5
F02013 22.5 214 21.4
Number of females 13 13 13
Mean 18.1 17.5 17.2
S.D. 3.3 3.1 3.3
Significance NS NS NS
Statistical method AN DT AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett type mean rank test

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 12-1-3. Food consumption of female rats

2 4-DTAP 50 mg/kg

Female No. Days o fadministration
1 7 14
F03001 19.0 20.7 14.0
F03002 9.1 18.5 16.3
F03003 19.7 16.8 20.0
F03004 12.3 169 17.8
F03005 18.6 20.2 13.4
F03006 20.5 18.9 16.0
F03007 19.9 16.6 15.3
F03008 13.6 188 16.4
F03009 14.7 17.8 19.7
F03010 19.0 15.6 14.6
F03011 19.4 17.9 13.7
F03012 21.1 19.6 20.7
F03013 22.0 154 19.4
Number of females 13 13 13
Mean 17.6 18.0 16.7
S.D. 3.9 1.7 2.6
Significance NS NS NS
Statistical method AN DT AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett type mean rank test

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 12-1-4, Food consumption of female rats

2,4-DTAP 250 mg/kg
Female No. Days of administration

1 7

F04001 19.7 9.6
F04002 15.2 Died on day 8 of administration.

F04003 18.0 2.8

F04004 - 199 152
F04005 10.3 Died on day 7 of administration.

F04006 14.0 144
F04007 18.3 Died on day 8 of administration.
F04008 11.4 Died on day 7 of administration.

F04009 16.0 Sacrificed on day 7 of administration for moribundity.

F04010 10.6 Died on day 7 of administration.
F04011 12.8 Died on day 6 of administration.

F04012 21.2 17.3

F04013 17.1 12.4

Number of females 13 6

Mean 15.7 12.0

S.D. 3.7 5.2

Significance NS *

Statistical method AN DT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DT: Analysis by Dunnett type mean rank test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 12-2-1. Food consumption of female rats, satellite group

Corn oil (control)

Female No. D ays ofadministration
1 7 14 21 29 35 41
F05001 19.9 19.6 18.6 20.1 18.9 18.8 14.5
F05002 22.7 214 17.5 248 18.2 172 15.4
F05003 17.1 17.1 11.2 149 17.6 14.1 13.5
F05004 20.7 203 14.4 175 21.0 18.0 16.0
F05005 18.6 17.1 18.0 12.7 11.0 17.0 12.3
F05006 18.3 154 9.4 16.0 16.1 17.7 15.3
F05007 18.7 173 14.8 154 15.1 132 16.5
F05008 20.6 188 15.1 179 20.0 182 18.5
F05009 16.2 18.1 13.1 189 20.7 16.2 15.5
F05010 17.0 16.3 16.7 18.5 18.7 18.0 15.2
Number of females 10 10 10 10 10 10 10
Mean 19.0 18.1 14.9 17.7 17.7 16.8 15.3
S.D. 2.0 19 3.0 3.3 3.0 1.8 1.7
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 12-2-2. Food consumption of female rats, satellite group

2,4-DTAP 100 mg/kg

Female No. Days of administration
1 7 14 21 29 35 41
F04001 19.0 19.7 17.8 19.9 20.2
F04002 Died on day 8 of administration.
F04003 Sacrificed on day 9 of administration for moribundity.
F04004 18.3 20.1 17.9 14.0 14.8
F04005 Died on day 7 of administration.
F04006 21.0 9.0 13.7 20.3 12.9
F04007 See appendix 12-1-4 Died on day 8 of administration.
F04008 Died on day 7 of administration.
F04009 Sacrificed on day 7 of administration for moribundity.
F04010 Died on day 7 of administration.
F04011 Died on day 6 of administration.
F04012 19.4 20.8 20.5 15.1 17.2
F04013 15.0 18.8 17.5 16.3 18.5
F06001 16.1 11.2 18.3 14.8 16.2 18.8 15.8
F06002 16.5 0.3 Sacrificed on day 8 of administration for moribundity.
F06003 137 0.4  Sacrificed on day 8 of administration for moribundity.
F06004 16.4 16.0 19.8 18.3 13.7 12.3 132
F06005 17.1 Died on day 7 of administration.
F06006 14.0 17.9 24.1 159 15.2 20.3 18.3
F06007 16.7 16.7 24.8 18.9 225 20.5 16.8
F06008 18.0 Died on day 8 of administration.
F06009 18.8 164 233 156 18.1 15.7 17.6
F06010 17.3 15.1 22.5 17.2 18.6 16.8 19.8
Number of females 10 8 11 11 11 11 11
Mean 16.5 11.8 20.5 17.2 174 17.3 16.8
S.D. 1.6 7.3 3.0 3.3 2.7 2.9 2.4
Significance ok * * NS NS NS NS
Statistical method AW TT TT TT TT TT TT

The high dose of 2,4-DTAP was changed from 250 mg/kg to 100 mg/kg on the day 12 of administration.

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 12-3-1. Food consumption of female rats at the recovery period

Cornoil (control)

Female No. Days ofrecovery
6 12
F05006 216 15.3
F05007 20.5 18.7
F05008 217 19.5
F05009 19.9 19.3
F05010 22.8 19.8
Number of females 5 5
Mean 21.3 185
S.D. 1.1 1.8
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period

2,4-DTAP 100 mg/kg

Female No. Days of recovery

6 12

F04012 21.0 24.5
F04013 21.0 17.4
F06007 28.9 28.0
F06009 21.6 22.5
F06010 15.9 26.0
Number of females 5 5

Mean 21.7 237

S.D. 4.6 4.0
Significance NS *
Statistical method AW TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 13-1. Food consumption in dams during pregnancy

Corn oil {(control)

Dam No. Days of pregnancy
0 7 14 20
F01001 18.6 24.8 19.8 14.3
F01002 16.6 19.2 235 17.1
F01003 177 26.1 215 11.0
F01004 204 19.4 20.3 16.5
F01005 149 21.3 219 13.1
F01006 116 22.2 225 15.2
F01007 153 25.9 212 13.8
F01008 155 20.5 22.8 16.1
F01009 143 23.0 23.6 19.8
F01010 168 25.2 224 20.1
F01011 20.0 23.7 213 13.2
F01012 19.6 18.5 18.5 13.3
F01013 16.6 21.9 22.5 20.4
Number of dams 13 13 13 13
Mean 16.8 22.4 217 15.7
S.D. 2.5 2.6 1.5 3.0
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 13-2. Food consumption in dams during pregnancy

2 4-DTAP 10 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F02001 164 21.5 169 1.3
F02002 151 23.1 237 17.3
F02003 19.8 24.7 216 19.4
F02004 155 23.7 24.0 13.8
F02005 184 23.8 20.7 17.3
F02006 164 18.9 19.2 8.0
F02007 21.6 20.9 20.8 21.2
F02008 19.5 31.4 34.8 23.9
F02009 15.8 24.7 216 3.6
F02010 15.1 20.6 214 15.7
F02011 20.2 26.6 242 17.8
F02012 18.6 15.5 20.8 14.2
F02013 18.5 25.1 28.5 26.0
Number of dams 12 12 12 12
Mean 17.7 23.8 23.1 15.4
SD. 22 3.3 4.7 7.6
Significance NS NS NS NS
Statistical method AN AN KW KW

>: Excluded from analysis (not pregnant)
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the contro! group.

NA: Not analyzed.

206



HEAE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 13-3. Food consumption in dams during pregnancy

2,4-DTAP 50 mg/kg

Dam No. Days of pregnancy
0 7 14 20
F03001 14.8 22.3 25.5 19.3
F03002 174 20.0 19.2 10.5
F03003 172 21.5 22.6 5.1
F03004 18.0 19.6 - 206 21.0
F03005 18.8 26.9 245 15.5
F03006 149 21.4 17.2 12.8
F03007 17.5 21.8 185 17.1
F03008 212 25.4 256 16.5
F03 009 192 25.0 214 7.6
F03010 140 17.6 19.5 16.3
F03011 134 26.2 28.0 5.4
F03012 183 26.1 26.2 20.0
F03013 19.8 22.4 274 18.9
Number of dams 13 13 13 13
Mean 17.3 22.8 228 14.3
SD. 24 2.9 3.6 5.5
Significance NS NS NS NS
Statistical method AN AN KwW KW

>: Excluded from analysis (not pregnant)
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 14-1. Food consumption in dams during lactation
Corn oil (control)

Dam No. Days oflactation
3

F01001 28.7
F01002 31.5
F01003 28.3
F01004 0.2
F01005 0.0
F01006 26.5
F01007 44.6
F01008 39.9
F01009 38.8
F01010 41.7
F01011 0.2
F01012 30.1
F01013 25.8
Number of dams 13
Mean 25.9
SD. 15.9
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 14-2. Food consumption in dams during lactation

2,4-DTAP 10mg/kg

Dam No. Days oflactation

3

F02002 3.2
F02003 40.1
F02004 30.6
F02005 40.9
F02006 23.3
F02007 48.6
F02008 36.1
F02009 0.7
F02010 34.9
F02011 38.5
F02013 29.3
Number of dams 11
Mean 29.7

SD. 15.2
Significance NS
Statistical method KW

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 14-3. Food consumption in dams during lactation

2,4-DTAP 50 mg/kg

Dam No. Days oflactation

3

F03001 40.4
F03003 35.5

F03 004 39.5
F03005 32.4
F03006 49.5
F03007 39.7
F03008 29.6
F03009 36.6
F03010 42.8
F03012 314
F03013 38.4
Number of dams 11
Mean 37.8

SD. 5.7
Significance NS
Statistical method KwW

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 15-1. Functional findings of male rats and female rats at the end of the dosing period

Com oil (control)
Male, Administration period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
M01001 2 2 2 2 + + +
M01002 2 2 2 2 + + +
M01003 2 2 2 2 + + +
M01004 2 2 2 2 + + +
M01005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5
Female, dam

Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F01002 2 2 2 2 + + +
F01004 2 2 2 2 + + +
F01005 2 2 2 2 + + +
F01006 2 2 2 2 + + +
F01008 2 2 2 2 + + +
Total 2:5 2:5 2:5 2.5 +:5 +:5 +5

2 or+,nomal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 15-2. Functional findings of male rats and female rats at the end of the dosing period

2,4-DTAP (10 mg/kg)
Male, Administration period

Male No. Righting reflex Visual placing - Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
M02001 2 2 2 2 + + +
M02002 2 2 2 2 + + +
M02003 2 2 2 2 + + +
MO02004 2 2 2 2 + + +
M02005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5
Female, dam

Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F02002 2 2 2 2 + + +
F02003 2 2 2 2 + + +
F02004 2 2 2 2 + + +
F02006 2 2 2 2 + + +
F02007 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 15-3. Functional findings of male rats and female rats at the end of the dosing period

2,4-DTAP (50 mg/kg)

Male, Administration period
Male No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
M03001 2 2 2 2 + + +
M03002 2 2 2 2 + + +
M03003 2 2 2 2 + + +
MO03004 2 2 2 2 + + +
MO03005 2 2 2 2 + + +
Total 2:5 2:5 2:5 25 +5 +:5 +: 5

Female, dam
Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F03001 2 2 2 2 + + +
F03003 2 2 2 2 + + +
F03004 2 2 2 2 + + +
F03008 2 2 2 2 + + +
F03009 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 15-4. Functional findings of male rats and female rats at the end of the dosing period

2,4-DTAP (100 mg/kg)

Male, Administration period
Male No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
M04001 2 2 2 2 + + +
M04004 2 2 2 2 + + +
M04009 2 2 2 2 + + +
M04010 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +5

2 or +,nomal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 15-5. Functional findings of male rats and female rats at the end of the dosing period

Com oil (control)
Female, Administration period

Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F05001 2 2 2 2 + + +
F05002 2 2 2 2 + + +
F05003 2 2 2 2 + + +
F05004 2 2 2 2 + + +
F05005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +:5

2 or +, nommal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 15-6. Functional findings of male rats and female rats at the end of the dosing period

2,4-DTAP (100 mg/kg)
Female, Administration period

Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F04001 2 2 2 2 + + +
F04004 2 2 2 2 + + +
F04006 2 2 2 2 + + +
F06001 2 2 2 2 + + +
F06004 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 16-1. Functional findings of male rats at the end of the recovery period

Com oil (control)
Male, Recovery period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
M01009 2 2 2 2 + + +
M01010 2 2 2 2 + + +
M01011 2 2 2 2 + + +
M01012 2 2 2 2 + + +
MO01013 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +5

2 or +,normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 16-2. Functional findings of male rats at the end of the recovery period
2,4-DTAP (50 mg/kg)

Male, Recovery period

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
M03009 2 2 2 2 + + +
M03010 2 2 2 2 + + +
MO03011 2 2 2 2 + + +
MO03012 2 2 2 2 + + +
M03013 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +:5 +:5

2 or +,normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 16-3. Functional findings of female rats at the end of the recovery period

Com oil (control)
Female, Recovery period

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F05006 2 2 2 2 + + +
F05007 2 2 2 2 + + +
F05008 2 2 2 2 + + +
F05009 2 2 2 2 + + +
F05010 2 2 2 2 + + +
Total 2:5 2:5 2:5 25 +:5 +:5 +5

2 or +, normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 16-4. Functional findings of female rats at the end of the recovery period

2,4-DTAP (100 mg/kg)
Female, Recovery petiod

Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex

F04012 2 2 2 2 + + +
F04013 2 2 2 2 + + +
F06007 2 2 2 2 + + +
F06009 2 2 2 2 + + +
F06010 2 2 2 2 + + +
Total 2:5 25 2:5 2:5 +:5 +:5 +:5

2 or +,normal
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 17-1. Assessment of grip strength of male rats

Corm oil (control)

Male No. Administration period Male No. Recovery period
Forelimb Hindlimb Forelimb Hindlimb
(ke) (kg) (kg) (kg)

M01001 0.888 0.944 M01009 1.071 0.496
MO01002 1257 0.824 MO01010 1.141 0.565
MO01003 1.066 0.707 M01011 1.278 0.722
MO01004 1.099 0.668 MO01012 1.021 0.562
MO01005 0.945 0.589 MO1013 1.130 0.556
Number of males 5 5 Number of males 5 5
Mean 1.051 0.746 Mean 1.128 0.580
S.D. 0.144 0.139 S.D. 0.097 0.084
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AEBREF ' R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 17-2. Assessment of grip strength of male rats

2,4-DTAP (10 mg/kg)

Male No. Administration period
Forelimb Hindlimb
(kg) (kg)
MO02001 1.120 0.537
M02002 1.115 0.705
M02003 1.087 0.515
M02004 1.155 0.472
MO02005 1.057 10.502
Number of males 5 5
Mean 1.107 0.546 *
S.D. 0.037 0.092

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAFEER-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 17-3. Assessment of grip strength of male rats

2,4-DTAP (50 mg/kg)

Male No. Administration period Male No. Recovery period
Forelimb Hindlimb Forelimb Hindlimb
(kg) (kg) (kg (kg)

M03001 0.884 0.440 M03009 1.128 0.597
M03002 1.055 0.447 MO03010 1.109 0.366
M03003 1.159 0.415 MO03011 1.154 0.641
M03004 1.194 0.489 MO03012 1.066 0.566
M03005 1247 0.621 M03013 1.064 0.598
Number of males 5 5 Number of males 5 5
Mean 1.108 0.482 ** Mean 1.104 0.554
S.D. 0.143 0.082 S.D. 0.039 0.108

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE 2 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 17-4. Assessment of grip strength of male rats

2,4-DTAP (100 mg/kg)
Male No. Administration period
Forelimb Hindlimb
(kg) kg)
M04001 1.178 0.783
M04004 1.137 0.504
MO04009 1.116 0.451
M04010 1.116 0.432
Number of males 4 4
Mean 1.137 0.543
S.D. 0.029 0.163

Significantly different from the control group (*: P<0.05, **;: P<0.01).
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HERE R R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 18-1. Assessment of grip strength of female rats

Corn oil (control)

Female No. Administration period
Forelimb Hindlimb
(kg) kg)
F01002 1131 0.559
F01004 1.066 0.440
F01005 1.150 0.354
F01006 0997 0.456
F01008 1.131 0.450
Number of femal es 5 5
Mean 1.095 0.452
S.D. 0063 0.073
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 18-2. Assessment of grip strength of female rats

2,4-DTAP (10 mg/kg)

Female No. Administration period
Forelimb Hindlimb
(kg) kg)
F02002 1.112 0.416
F02003 1.022 0.294
F02004 1048 0.385
F02006 0911 0.484
F02007 1.076 0.337
Number of femal es 5 5
Mean 1.034 0.383
S.D. 0076 0.073

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HAERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 18-3. Assessment of grip strength of female rats

2,4-DTAP (50 mg/kg)

Female No. Administration period
Forelimb Hindlimb
(kg) (kg)
F03001 1114 0.531
F03003 1.069 0.428
F03004 1.007 0.419
F03008 1225 0.449
F03009 1031 0.537
Number of females 5 5
Mean 1.089 0.473
S.D. 0.086 0.057

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 19-1. Assessment of grip strength of female rats, satellite group

Com oil (control)

Female No. Administration period Female No. Recovery period
Forelimb Hindlimb Forelimb Hindlimb
(kg) (kg) (kg) (kg

F05001 1014 0.547 F05006 1.050 0.551
F05002 1.134 0.620 F05007 0.986 0.669
F05003 0992 0.306 F05008 1.140 0.524
F05004 1230 0.614 F05009 0.988 0.426
F05005 1255 0.519 F05010 1.226 0.384
Number of females 5 5 Number of females 5 5
Mean 1.125 0.521 Mean 1.078 0.511
S.D. 0.120 0.128 S.D. 0.104 0.112
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AEREFR-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 19-2. Assessment of grip strength of female rats, satellite group

2,4-DTAP (100 mg/kg)

Female No. Administration period Female No. Recovery period
Forelimb Hindlimb Forelimb Hindlimb
(kg) kg) ' (ke) (kg)

F04001 0873 0.317 F04012 1.155 0.595
F04004 1.089 0.370 F04013 1.148 0.401
F04006 1.098 0.693 F06007 1.210 0.499
F06001 1.128 0.333 F06009 1.093 0.454
F06004 1.031 0.573 F06010 1.051 0.439
Number of females 5 5 Number of females 5 5
Mean 1.044 0.457 Mean 1.131 0.478
S.D. 0.102 0.167 S.D. 0.061 0.074

Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABRE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 20-1. Motor activity of male rats

Com oil (control)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
MO01001 1212 975 905 395 3487 36 22 20 2 80
M01002 1156 1029 1078 582 3845 48 30 24 15 117
M01003 1101 1063 925 869 3958 37 30 28 17 112
MO01004 1140 1150 1045 807 4142 33 27 31 7 98
MO01005 1261 1240 1170 914 4585 42 49 27 17 135
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1174 1091 1025 713 4003 39 32 26 12 108
S.D. 63 105 110 219 404 6 10 4 7 21
Male No. Recovery period

Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
MO01009 872 788 762 765 3187 42 35 34 23 134
M01010 1050 986 857 691 3584 36 22 19 13 90
MO1011 905 946 689 590 3130 36 25 25 10 96
Mo1012 1153 1099 1021 780 4053 57 39 34 2 152
MO01013 1108 969 741 337 3155 37 32 21 7 97
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1018 958 814 633 3422 42 31 27 15 114
S.D. 124 112 131 182 399 9 7 7 7 28
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HERFE R R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 20-2. Motor activity of male rats

2,4-DTAP (10 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
MO02001 972 868 784 647 3271 28 26 13 23 90
M02002 1160 1129 967 978 4234 31 43 23 27 124
M02003 1109 987 744 682 3522 33 22 10 16 81
M02004 1228 1175 1037 521 3961 39 32 19 96
M02005 1053 849 620 524 3046 39 20 14 82
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1104 1002 830 670 3607 34 29 16 16 95
S.D. 98 148 170 186 488 5 9 5 9 18

Significantly different from the control group (*: P<0.05, **: P<0.01).

231



HERE S :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 20-3. Motor activity of male rats

2,4-DTAP (50 mg/kg)

Male No.

Administration period

Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total
Mo03001 1324 1134 1082 736 4276 49 49 39 21 158
M03002 1123 1094 875 731 3823 43 30 16 11 100
M03003 1175 1047 552 651 3425 34 30 6 11 81
MO03004 1271 1167 866 722 4026 41 33 13 10 97
M03005 1872 1658 1308 1499 6337 36 34 14 23 107
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1353 1220 937 868 4377 41 35 18 15 109
S.D. 301 249 281 355 1139 6 8 13 6 29
Male No. Recovery period
Ambulation (counts) Rearing (counts)
Smin 10min 15min 20min Total Smin 10min 15min 20min Total
MO03009 1086 958 664 731 3439 37 40 17 27 121
M03010 1284 1097 1156 1035 4572 41 32 24 35 132
. M03011 1203 914 1233 1045 4395 36 9 36 20 101
MO03012 769 843 688 603 2903 32 34 24 25 115
M03013 1385 1419 999 835 4638 49 39 24 17 129
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1145 1046 948 850 3989 39 31 25 25 120
S.D. 237 228 262 192 776 6 13 7 7 12

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERFEER-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 20-4. Motor activity of male rats

2,4-DTAP (100 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M04001 1149 910 768 509 3336 31 28 17 8 84
M04004 1171 1044 945 563 3723 41 31 16 10 98
M04009 1197 1083 965 833 4078 33 25 19 14 91
M04010 753 634 651 630 2668 32 28 20 26 106
Number of males 4 4 4 4 4 4 4 4 4 4
Mean 1068 918 832 634 3451 34 28 18 15 95
S.D. 211 203 150 142 604 5 2 2 8 9

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HREREE R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 21-1. Motor activity of female rats

Cormn oil (control)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F01002 1139 913 880 792 3724 34 4 8 13 59
F01004 960 255 417 2 1634 23 3 7 33
F01005 1134 484 645 26 2289 29 13 11 53
F01006 1203 732 560 493 2988 63 26 11 10 110
F01008 1208 1005 858 703 3774 31 14 20 10 75
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1129 678 672 403 2882 36 12 11 7 66
S.D. 101 309 198 372 925 16 9 5 6 29
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HEAE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 21-2. Motor activity of female rats

2,4-DTAP (10 mg/kg)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F02002 720 841 443 136 2140 13 21 9 43
F02003 1182 914 939 532 4234 37 8 14 62
F02004 1027 831 697 523 3522 24 17 13 54
F02006 1120 995 883 806 3961 35 20 13 16 84
F02007 1134 910 895 594 3046 34 19 26 3 82
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1037 898 771 518 3381 29 17 15 4 65
S.D. 186 66 206 242 827 10 5 6 7 18

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 21-3. Motor activity of female rats

2,4-DTAP (50 mg/kg)

Female No.

Administration period

Ambulation (counts)

Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F03001 1266 1126 795 851 4038 55 20 14 8 97
F03003 1024 722 883 615 3244 26 17 22 12 77
F03004 1242 887 843 895 3867 44 18 8 11 81
F03008 843 676 854 607 2980 22 7 39
F03009 1713 1475 1330 1343 5861 33 23 12 6 74
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1218 977 941 862 3998 36 17 12 8 74
S.D. 326 329 220 299 1129 14 6 6 3 21

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HBE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 22-1. Motor activity of female rats, satellite group

Com oil (control)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F05001 1357 1285 1250 1008 4900 47 49 36 31 163
F05002 1307 1195 883 741 4126 39 30 25 24 118
F05003 1248 1160 1194 1057 4659 50 46 41 35 172
F05004 1277 1201 1091 874 4443 43 40 20 14 117
F05005 1433 1052 955 726 4166 75 30 38 18 161
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1324 1179 1075 881 4459 51 39 32 24 146
S.D. 73 84 155 151 328 14 9 9 9 27
Female No. Recovery period

Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F05006 1371 931 786 932 4020 71 25 18 21 135
F05007 1106 957 680 773 3516 46 31 8 12 97
F05008 1111 737 927 651 3426 37 17 25 10 89
F05009 1188 873 926 893 3880 34 20 17 10 81
F05010 1620 1210 1509 844 5183 27 11 36 5 79
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1279 942 966 819 4005 43 21 21 12 96
S.D. 219 172 321 111 703 17 8 10 6 23
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AEREF :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 22-2. Motor activity of female rats, satellite group

2,4-DTAP (100 mg/kg)
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F04001 912 742 985 907 3546 30 13 20 26 89
F04004 1247 1146 1084 923 4234 38 31 31 22 122
F04006 973 1032 970 787 3522 28 26 22 16 92
F06001 1249 1144 1109 824 3961 40 22 36 15 113
F06004 1271 1082 737 779 3046 57 36 24 20 137
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1130 1029 977 844 3662 39 26 27 20 111
S.D. 173 167 147 67 455 11 9 7 4 20
Female No. Recovery period

Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F04012 1147 1165 1095 881 4288 42 39 38 20 139
F04013 1132 1119 692 857 3800 35 33 7 16 91
F06007 1358 1320 1189 850 4717 25 31 19 6 81
F06009 816 651 509 613 2589 36 12 8 11 67
F06010 1399 1463 1439 1399 5700 47 38 38 47 170
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1170 1144 985 920 4219 37 31 22 20 110
S.D. 232 307 378 289 1149 8 11 15 16 43

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HREBRE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 23-1-1. Urinalysis in male rats

Com oil (control)

Quality Urinary sediments
Male No. Color  Turbidity pH  Protein Glucose Ketone Bilirubin O°“Y  Urobilinogen =~ Redblood Whiteblood oo oy Epithelial
blood cells cells cells
MO1001 Light yellow - 7.0 T : x - - T - - : - -
M01002 Light yellow - 6.5 + - + - - + - - - - -
M01003 Light yellow - 65 2+ - + - . + - . - + -
M01004 Light yellow - 7.0 + - - - - + - - - - -
MO01005 Yellow - 7.0 2+ - + - - 2+ - - - + R
. o Electrolyte, density Electrolyte, gross volume
Male No. Ur m;‘;zll‘]‘rme Specific (mEq/L) (mEq/24 hr)
(ml24br) — graviy — K Cl Na K al
MO01001 10.8 1.050 804 1599 79.3 0.87 1.73 0.86
M01002 9.2 1.078 143.0 207.0 191.0 1.32 1.90 1.76
MO01003 8.1 1.073 190.0 199.1 196.8 1.54 1.61 1.59
MO01004 17.0 1.042 764 1672 95.7 1.30 2.84 1.63
MO01005 6.3 1.086 184.0 198.0 214.8 1.16 1.25 1.35
Number of males 5 5 5 5 5 5 5 5
Mean 10.3 1.066 1348 1862 155.5 1.24 1.87 1.4
+S.D. 4.1 0.019 546 212 63.0 0.25 0.59 0.36

Turbidity, - negative

Protein, +; 30 =and <100 mg/dL; 2+: 100 =and <300 mg/dL; +3: 300 =and< 600 mg/dL
Glucose, -: negative; =: 30 =and< 70 mg/dL
Ketone, - negative; +: 5 <and< 10 mg/dL; +: 10 =and <40 mg/dL

Bilirubin, -; negative

Occult blood, - negative
Urobilinogen, £: normal; +: 2.0= and <4.0 mg/dL; 2+: 4.0 =and< 8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, - not observed; +: a few
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RERFE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 23-1-2. Urinalysis in male rats

2,4-DTAP (10 mg/kg)
Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood - White blood Casts  Crystals Epithelial
blood cells cells cells
M02001 Yellow - 6.5 3+ + + - - + - N - + N
M02002 Light yellow - 7.0 + - + - - + - - - + +
M02003 Yellow - 7.5 2+ - + - - + - - - + -
M02004 Light yellow - 1.5 + - + - - + - - - + -
M02005 Yellow - 7.0 2+ - + - - 2+ - - - - -
. o Electrolyte, density Electrol yte, gross volume
Male No. U(rﬁ/;‘f;:;‘e SPZC‘.f“’ (mEg/L) (mEq/24 hr)
gy " Na K Cl Na K al
M02001 6.1 1.086 178.5 2318 188.4 1.09 1.41 1.15
M02002 25.0 1.027 564 1243 71.1 1.41 3.1 1.78
M02003 10.5 1.068 1183 1878 168.8 1.24 1.97 1.77
M02004 123 1.066 169 4 198.7 1913 2.08 2.44 2.35
MO02005 8.6 1.078 111.7 1852 149.2 0.96 1.59 1.28
Number of males 5 5 5 5 5 5 5 5
Mean 12,5 1.065 1269 1856 153.8 1.36 2.10 1.67
+8.D. 7.4 0.023 - 494 390 49.2 0.44 0.69 0.48

Significantly different from the control group (*: P<0.05, ** P<0.01).

Turbidity, - negative

Protein, +: 30 =and< 100 mg/dL; 2+: 100 =and <300 mg/dL; +3: 300 =and< 600 mg/dL
Glucose, -: negative; +: 30 =and< 70 mg/dL

Ketone, - negative; +: S <and< 10 mg/dL; +: 10 <and <40 mg/dL

Bilirubin, -: negative

Occult blood, - negative

Urobilinogen, +: nomal; +: 2.0=< and<4.0 mg/dL; 2+: 4.0 Sand< 8.0 mg/dL

Red blood cells, White blood cells and Casts, - not observed

Crystals and Epithelial cells, ~ not observed; +£: a few
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AEREE:R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 23-1-3. Urinalysis in male rats

2,4-DTAP (50 mg/kg)

Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone Bilirubin Occult Urobilinogen Red blood  White blood Casts  Crystals Epithelial
blood cells cells cells
MO03001 Yellow - 6.5 2+ - + - - + - - - T N
M03002 Light yellow - 6.5 2+ - + - - + - - - - -
M03003 Light yellow - 6.5 + - + - - * - - - - -
M03004 Light yellow - 6.5 + - + - - + - - - - -
M03005 Light yellow - 6.5 2+ - + - - + - - - + -
. o Electrolyte, density Electrol yte, gross volume
Male No. U(rgf/‘z’zlgr‘;‘e Sp:°‘.ﬁ° (mEq/L) (mEq/24 hr)
gravity K Cl Na K a
M03001 8.8 1.067 138.8 1734 166.3 1.22 1.53 1.46
M03002 14.5 1.059 126.8 195.7 139.3 1.84 2.84 2.02
M03003 319 1019 414 913 429 1.32 2.91 1.37
M03004 10.1 1061 166.0 2103 153.3 1.68 2.12 1.55
MO030035 11.0 1.059 76.8 196.9 91.9 0.84 2.17 1.01
Number of males 5 5 5 5 5 5 5 5
Mean 153 1.053 110.0 173.5 118.7 1.38 2.31 1.48
+S.D. 9.5 0.019 50.1 478 50.9 0.39 0.57 0.36

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, - negative

Protein, +: 30 =and <100 mg/dL; 2+: 100 =and <300 mg/dL; +3: 300 =and< 600 mg/dL
Glucose, -: negative; =: 30 =and< 70 mg/dL
Ketone, - negative; =: 5 Sand< 10 mg/dL; +: 10 =and <40 mg/dL

Bilirubin, - negative

Occult blood, - negative
Urobilinogen, +: nomal; +: 2.0=< and <4.0 mg/dL; 2+: 4.0 Sand< 8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, - not observed; +: a few
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ARERE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 23-1-4. Urinalysis in male rats

24-DTAP (100 mg/kg)
Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood  White blood Casts  Crystals Epithelial
blood cells cells cells
M04001 Light yellow - 7.5 + - + - - + N N N + N
M04004 Light yellow - 8.0 + - - - - + - - - + -
M04009 Light yellow - 8.0 + - + - - + - - - - -
M04010 Light yellow - 6.5 + - + - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Male No. U(rgfj‘ézll:‘rr;‘e szz’iﬁc (mEq/L) (mEq/24 hr)
gavity ™ Na K Cl Na K a
M04001 21.5 1038 753 1712 972 1.62 3.68 2.09
M0O4004 17.4 1.044 929 1714 115.8 1.62 2.98 2.01
MO04009 328 1.021 516 84.1 41.5 1.69 2.76 1.36
M04010 18.2 1036 94.1 1413 110.6 1.71 2.57 2.01
Number of males 4 4 4 4 4 4 4 4
Mean 225 1.035 785 1420 913 1.66 3.00 1.87
+S.D. 7.1 0.010 199 41.1 34.1 0.05 0.48 0.34

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, - negative

Protein, +: 30 =and < 100 mg/dL; 2+: 100 =and <300 mg/dL; +3: 300 =and< 600 mg/dL
Glucose, -: negative; +: 30 =and< 70 mg/dL

Ketone, - negative; +: 5 <and< 10 mg/dL; +: 10 =and <40 mg/dL

Bilirubin, - negative

Occult blood, - negative

Urobilinogen, +: nommal; +; 2.0= and <4.0 mg/dL; 2+: 4.0 =and< 8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, - not observed; +: a few
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AERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 23-2-1. Urinalysis in male rats of the recovery period

Com oil (control)

Quality Urinary sediments
Male No. Color  Turbidity pH  Pmotein Glucose Ketone Bilirubin O™ Urobilinogen ~ Red blood White blood (o o ooy Epithelial
blood cells cells cells
MO01009 Light yellow - 85 F - - - - I N - - I -
MO01010 Light yellow - 7.5 2+ - + - - + - - - + -
MO01011 Light yellow - 8.0 + - - - - + - - - + -
MO01012 Light yellow - 8.0 + - + - . + . . - £ -
M01013 Light vellow - 7.5 + - + - - + - - - + -
. . Electrolyte, density Electrol yte, gross volume
Male No. U(rgf/;zl;r’;le Specific (mEg/L) @Eq/24 hr)
gavity — K Cl Na K
MO1009 13.0 1.069 141.1 2602 132.8 1.83 3.38 1.73
MO01010 10.6 1.077 1339 250.1 162.1 1.42 2.65 1.72
MO01011 18.8 1.056 1109 2244 1322 2.08 422 2.49
MO01012 16.2 1.065 1284 2066 144.9 2.08 3.35 2.35
M01013 12.2 1.080 1539 418.5 190.1 1.88 5.11 2.32
Number of males 5 5 5 5 5 5 5 5
Mean 14.2 1.069 1336 2720 152.4 1.86 3.74 2.12
+S.D. 33 0.010 159 84.6 24.3 0.27 095 0.37

Turbidity, - negative
Protein, +: 30=and <100 mg/dL; 2+: 100 <and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; +: 5 <and< 10 mg/dL; +: 10 £and <40 mg/dL

Bilirubin, - negative

Occult blood, - negative; +: 0.06=< and<0.20 mg/dL

Urobilinogen, +: normal; +: 2.0= and <4.0 mg/dL
Red blood cells, White blood cells and Casts, - not observed; +: 10-99/3 visual field

Crystals and Epithelial cells, - not observed; +: a few
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HEAE 5 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 23-2-2. Urinalysis in male rats of the recovery period

2,4-DTAP (50 mg/kg)
Quality Urinary sediments
Male No. Color  Turbidity pH  Protein Glucose Ketone Bilirubin O Urobilinogen ~ Redblood White blood (.o /ooy Epithelial
blood cells cells cells
M03009 Light yellow - 8.0 + - + - - + - - - + -
M03010 Light yellow - 15 + - + - - + - - - + -
M03011 Light yellow - 7.5 + . £ - - % - - - + -
M03012 Light yellow - 8.5 + - + - - * - - - + -
M03013 Light yellow - 7.0 + - + - + + + - - + -
. . Electrolyte, density Electrol yte, gross volume
rine volume 1fil
Male No. U(msz i) Sp:‘c/i ¢ (mEq/L) (mEq/24 hr)
gavity T K Cl Na K l
MO03009 135 1.065 847 198.1 117.1 1.14 267 1.58
M03010 183 1.052 985 1772 95.8 1.80 324 1.75
M03011 143 1071 161.1 3954 173.1 2.30 5.65 2.48
M03012 15.6 1.068 132.6 261.5 149.8 2.07 4.08 2.34
M03013 11.0 1.071 132.7 1989 139.4 1.46 2.19 1.53
Number of males 5 5 5 5 5 5 5 5
Mean 14.5 1.065 1219 2462 135.0 1.75 3.57 1.94
+S.D. 27 0.008 - 304 892 29.8 0.46 1.36 0.44

Significantly different from the control group (*: P<0.05, ** P<0.01).

Turbidity, - negative

Protein, +: 30 =and <100 mg/dL; 2+: 100 <and <300 mg/dL

Glucose, -: negative

Ketone, - negative; +: 5 <and< 10 mg/dL; +: 10 =and <40 mg/dL

Bilirubin, -: negative

Occult blood, -: negative; +: 0.06= and < 0.20 mg/dL

Urobilinogen, +: normal; +: 2.0< and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed; +: 10-99/3 visual field
Crystals and Epithelial cells, - not observed; +: a few
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HERE B :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 24-1-1. Urinalysis in female rats, satellite group

Com oil (control)

Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood  White blood Casts  Crystals Epithelial
blood cells cells cells
F05001 Yellow - 6.5 2+ + + - - + - - - - -
F05002 Light yellow - 8.0 - - - - - * - - - + -
F05003 Light yellow - 7.0 + - * - - * - - - - -
F05004 Light yellow - 7.0 + - + - - * - - - - -
F05005 Light vellow - 6.0 + - * - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Male No. U(rgil‘z’zlzr’)ne Specific (mEq/L) (@Eq/24 hr)
gravity — K ClI Na K al
F05001 7.8 1.066 77.1 1772 153.4 0.60 1.38 1.20
F05002 19.1 1.037 739 139.7 90.5 1.41 2.67 1.73
F05003 8.1 1.063 105.1 204.1 1387 0.85 1.65 1.12
F05004 9.6 1.067 1279 1735 149.5 1.23 1.67 1.44
F05005 13.0 1.025 383 96.8 28.9 0.50 1.26 0.38
Number of females 5 5 5 5 5 5 5 5
Mean 11.5 1.052 84.5 1583 112.2 0.92 1.73 1.17
+S.D. 4.7 0.019 339 413 52.9 0.39 0.56 0.50

Turbidity, - negative

Protein, - negative; +: 10 =and<30 mg/dL; +: 30 =and< 100 mg/dL; 2+: 100 =and <300 mg/dL
Glucose, -: negative;+: 30 =and< 70 mg/dL

Ketone, -: negative; +: 5 <and< 10 mg/dL; +: 10 <and <40 mg/dL

Bilirubin, - negative

Occult blood, - negative

Urobilinogen, +: nomal; +: 2.0= and<4.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells -: not observed

Crystals, - notobserved;+: afew
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HERFE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 24-1-2. Urinalysis in female rats, satellite group

2,4-DTAP (100 mg/kg)
Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone Bilirubin Oceult Urobilinogen Red blood  White blood Casts  Crystals Epithelial
blood cells cells cells
F04001 Light yellow - 7.0 - - - - - + - N - - -
F04004 Light yellow - 6.5 - - - - - + - - - - -
F04006 Light yellow - 6.5 - - - - - + - - - . -
F06001 Light yellow - 6.5 + - - - - + - - - . .
F06004 Light vellow - 8.0 + - - - - + - - . + .
. . Electrolyte, density Electrolyte, gross volume
c
Male No. Uzg;;‘;l;:)m Sp:z‘.ﬁ (mEq/L) (mEq/24 hr)
gavity K Cl Na K Cl
F04001 20.6 1.023 412 923 373 0.85 1.90 0.77
F04004 20.0 1.026 453 1103 58.8 0.91 2.21 1.18
F04006 14.4 1.026 65.1 927 59.0 0.94 1.33 0.85
F06001 19.7 1.032 756 1244 89.8 1.49 245 1.77
F06004 18.2 1.034 719 1453 90.4 1.31 2.64 1.65
Number of females 5 5 5 5 5 5 5 5
Mean 18.6* 1.028 598 1130 67.1 1.10 2.11 1.24
+S.D. 2.5 0.005 157 225 22.8 0.28 0.51 0.45

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, - negative

Protein, - negative; +: 10 =and<30 mg/dL; +: 30=and< 100 mg/dL; 2+: 100 =and <300 mg/dL
Glucose, -: negative; +: 30 =and< 70 mg/dL
Ketone, - negative; +: 5 Sand< 10 mg/dL; +: 10 =and <40 mg/dL

Bilirubin, - negative

Occult blood, -: negative

Urobilinogen, +: nommal; +: 2.0=< and <4.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells - not observed
Crystals, - not observed; +: a few
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HEAFE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 24-2-1. Urinalysis in female rats of the recovery period
Com 0il (control)

Quality Urinary sediments
Female No. Color Tubidity ~ pH  Protein Glucose Ketone Bilirubin o' Unobilinogen oo Dood Whiteblood -\ 9 Crystais TPl
blood cells cells cells
F05006 Light yellow - 6.0 + - + - - + - _ N B N
F05007 Light yellow - 7.5 + - - - - + - - - + -
F05008 Light yellow - 6.5 + - + - - + - - - + -
F05009 Light yellow - 8.0 + - - - - + - - - + -
F05010 Light yellow - 7.0 + - - - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Female No. Urmle:/ ;c;lgrme Spec1.f1c (mEq/L) (mEq/24 hr)
(ml24hn) — graviy — K Cl Na K a
F05006 6.0 1.080 650 246.8 124.3 0.39 1.48 0.75
F05007 18.6 1.045 83.0 159.7 107.7 1.54 2.97 2.00
" F05008 108 1077 1422 2296 1729 154 2.48 1.87
F05009 12.1 1.072 142.6 211.8 173.2 1.73 2.56 2.10
F05010 9.7 1.064 117.5 202.7 145.0 1.14 1.97 1.41
Number of females 5 5 5 5 5 5 5 5
Mean 114 1.068 110.1 210.1 144.6 1.27 229 1.63
+S.D. 4.6 0.014 350 329 29.1 0.54 0.58 0.56

Turbidity, - negative

Protein, - negative; +; 10 =and<30 mg/dL; +: 30 =and< 100 mg/dL
Glucose, -: negative

Ketone, - negative; +: 5 Sand< 10 mg/dL

Bilirubin, -: negative

Occult blood, - negative

Urobilinogen, +: nomal; +: 2.0=< and <4.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells - not observed
Crystals, - not observed; +: a few
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RABRE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 24-2-2. Urinalysis in female rats of the recovery period

2,4-DTAP (100 mg/kg) :
Quality Urinary sediments
Female No. Color  Tubidity ~pH  Potein Glucose Ketone Bilirubin "' Umobilinogen oo Docd Whiteblood = o Crystais CPelal
. blood cells cells cells
F04012 Light yellow - 7.0 + - - - - + - - - + -
F04013 Light yellow - 6.5 + - - - - + - - - + -
F06007 Light yellow - 7.5 - - - - - * - - - + -
F06009 Light yellow - 7.0 + - - - - + - - - + -
F06010 Light yellow - 8.0 + - - - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Female No. U(rm;’/;‘ill‘]‘rme Specific (mEq/L) (mEq/24 hr)
mL/24n)  gravity —qy K CI Na K al
F04012 17.5 1.048 1157 184.0 98.7 2.02 3.22 1.73
F04013 82 1.080 146.6 240.6 185.9 1.20 1.97 1.52
F06007 252 1.023 433 104.6 223 1.09 2.64 0.56
F06009 15.7 1.066 128.3 207.8 161.1 2.01 3.26 2.53
F06010 9.1 1053 762 143.6 45.5 0.69 1.31 0.41
Number of females 5 5 5 5 5 5 5 5
Mean 15.1 1.054 102.0 176.1 102.7 1.40 248 1.35
+S.D. 6.9 0.021 41.8 534 70.9 0.59 0.84 0.88

Significantly different from the control group (*: P<0.05, ** P<0.01).
Turbidity, - negative

Protein, -: negative; +: 10 =and<30 mg/dL; +: 30 =and< 100 mg/dL
Glucose, -: negative

Ketone, - negative; +: 5 <and< 10 mg/dL

Bilirubin, - negative

Occult blood, - negative

Urobilinogen, +: nommal; +: 2.0=< and<4.0 mg/dL

Red blood cells, White blood cells, Casts and Epithelial cells - not observed
Crystals, - not observed; & a few
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ABREER-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (l,l-dimethy_lpropyl) by oral administration in rats
Appendix 25-1-1. Hematological findings of male rats at the end of the dosing period

Com oil (control)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*uL)  (g/dL) (%) (fL) (pg) g/(dL)  (x10%uL) _ (sec) (sec)
MO01001 944 15.3 44.0 46.6 16.2 34.8 121.0 14.1 23.4
MO01002 907 15.5 44.3 48.8 17.1 35.0 120.8 17.9 27.8
M01003 863 15.6 46.6 54.0 18.1 33.5 106.6 26.1 28.8
MO01004 811 15.3 45.7 56.4 18.9 33.5 102.5 20.3 26.7
MO01005 820 15.1 44.0 53.7 18.4 34.3 1149 217 28.1
Number of males 5 5 5 5 5 5 5 5 5
Mean 869 15.4 44.9 519 17.7 34.2 1132 20.0 27.0
S.D. 57 0.2 1.2 4.0 1.1 0.7 84 4.5 2.1
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) %) (%) (%) (%) %) (%)
MO01001 113.1 9.9 04 0.0 2.1 87.6 2.42
M01002 151.8 12.4 13 0.1 4.5 81.7 2.69
MO01003 73.4 21.1 19 0.0 4.1 72.9 2.61
MO01004 62.5 23.5 13 0.0 3.0 72.2 3.12
MO01005 75.2 23.9 09 0.0 4.3 70.9 2.38
Number of males 5 5 5 5 5 5 5
Mean 95,2 18.2 1.2 0.0 3.6 77.1 2.64
S.D. 37.0 6.5 0.6 0.0 1.0 7.3 0.30
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HERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period

2,4-DTAP (10 mg/kg)
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dL) (%) (fL) (pg) (g/dL) (x10%uL) (sec) (sec)
M02001 878 15.0 43.8 49.9 17.1 34.2 115.1 21.2 25.4
M02002 875 14.9 43.1 49.3 17.0 34.6 119.0 14.8 25.0
M02003 907 15.3 44.7 49.3 16.9 34.2 1359 30.4 9.1
MO02004 890 15.4 43.5 489 17.3 35.4 1321 13.0 2.8
MO02005 879 15.0 42.9 48.8 17.1 35.0 1463 38.8 2.1
Number of males 5 5 5 5 5 5 5 5 5
Mean 886 15.1 43.6 492 17.1 34.7 1297 23.6 31.5
S.D. 13 0.2 0.7 0.4 0.1 0.5 12.7 10.9 9.7
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/uL) (%) (%) (%) (%) (%) (%)
M02001 80.1 17.0 05 0.0 4.6 77.9 3.04
MO02002 56.5 23.0 1.1 0.0 4.2 71.7 2.29
MO02003 116.0 15.2 08 0.0 2.1 81.9 2.35
M02004 74.9 15.6 15 0.0 3.2 79.7 2.41
M02005 106.1 7.1 1.0 0.0 3.2 78.7 2.43
Number of males 5 5 5 5 5 5 5
Mean 86.7 17.6 1.0 0.0 3.5 78.0 2.50
S.D. 24.1 3.1 0.4 0.0 1.0 3.8 0.30

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period

2,4-DTAP (50 mg/kg)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10°uL)  (g/dL) (%) (fL) (p2) gdL)  (<10%ul)  (sec) (sec)
M03001 867 15.1 44.5 51.3 17.4 33.9 1173 17.1 32.2
MO03002 830 14.6 43.6 52.5 17.6 33.5 1156 22.8 27.6
MO03003 851 14.7 42.7 50.2 17.3 34.4 1372 29.5 32,5
MO03004 867 15.1 43.4 50.1 17.4 34.8 104 8 38.7 38.5
MO03005 834 15.1 43.9 52.6 18.1 34.4 98.9 23.7 29.4
Number of males 5 5 5 5 5 5 5 5 5
Mean 850 14.9 43.6 51.3 17.6 34.2 1148 26.4 32.0
S.D. 18 0.2 0.7 1.2 0.3 0.5 147 8.2 4.1
Male No. WBC NEUT EOSI BASO MONO  LYMPH RET
(x10*/uL) (%) (%) (%) (%) (%) (%)

M03001 131.9 14.3 038 0.0 2.4 82.5 2.59

M03002 101.8 " 15.8 1.0 0.0 3.4 79.8 2.89

MO03003 95.2 23.2 13 0.1 4.2 71.2 2.9

MO03004 56.4 27.8 25 0.0 2.3 67.4 2.63

M03005 93.4 21.2 18 0.0 5.8 71.2 1.94

Number of males 5 5 5 5 _ 5 5 5

Mean 95.7 20.5 1.5 0.0 3.6 74.4 2.59

S.D. 26.9 5.5 0.7 0.0 1.4 6.4 0.39

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE 5 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 25-1-4. Hematological findings of male rats at the end of the dosing period

2,4-DTAP (100 mg/kg)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dL) (%) (fL) (pg) (g/dL) (x10%pL) (sec) (sec)
M04001 870 15.1 44.4 51.0 17.4 34.0 116.0 45.8 41.6
M04004 725 13.3 39.5 54,5 18.3 33.7 126.5 41.3 45.6
M04009 778 13.5 39.4 50.6 17.4 34.3 1362 32.7 35.5
M04010 824 13.6 40.6 49.3 16.5 33.5 1180 36.8 43.9
Number of males 4 4 4 4 4 4 4 4 4
Mean 799 13.9 ** 410 ** 514 17.4 33.9 1242 392 ** 417
S.D. 62 0.8 2.3 2.2 0.7 0.4 92 5.7 4.4
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) (%) (%) (%) %) (%)
M04001 98.4 19.3 0.6 0.0 3.2 76.9 3.17
M04004 136.1 11.9 1.3 0.1 2.5 84.2 3.38
M04009 87.0 26.7 0.8 0.0 4.6 67.9 2.62
M04010 98.1 2.9 1.2 0.0 2.1 73.8 2.54
Number of males 4 4 4 4 4 4 4
Mean 104.9 20.2 1.0 0.0 3.1 75.7 2.93
S.D. 21.5 6.3 0.3 0.1 1.1 6.8 0.41

Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period

Com oil (control)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(<10°uL)  (g/dL) (%) (fL) (pg) @/dl)  (x10%uL)  (sec) (sec)
MO01009 854 14.6 43.2 50.6 17.1 33.8 120.5 17.6 24.9
M01010 929 15.9 47.1 50.7 17.1 33.8 1126 18.3 24.2
M01011 844 14.7 43.0 50.9 17.4 34.2 102.8 18.7 23.7
M01012 892 15.2 44.5 49.9 17.0 34.2 117.9 20.9 273
M01013 867 14.9 43.7 50.4 17.2 34.1 1122 25.9 28.5
Number of males 5 5 5 5 5 5 5 5 5
Mean 877 15.1 443 50.5 17.2 34.0 1132 203 25.7
S.D. 34 0.5 1.7 0.4 0.2 0.2 68 34 2.1
Male No. WBC NEUT EOSI BASO MONO  LYMPH RET
(x10°/uL) (%) (%) (%) (%) %) (%)
M01009 52.1 21.9 33 0.0 4.2 70.6 2.45
M01010 59.5 2.5 22 0.0 4.7 66.6 2.61
MO1011 57.9 39.1 26 0.0 2.9 55.4 3.55
MO1012 47.6 24.8 23 0.0 3.2 69.7 2.88
MO01013 76.2 32.3 13 0.0 3.3 63.1 3.09
Number of males 5 5 5 5 5 5 5
Mean 58.7 28.9 2.3 0.0 3.7 65.1 2.9
S.D. 10.9 6.8 0.7 0.0 0.8 6.2 0.43
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HEAFEE-R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 25-2-2. Hematological findings of male rats at the end of the recovery period
2,4-DTAP (50 mg/kg)

Meale No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(10'uL)  (@/dL) (%) (fL) (pg) (@dL)  (x10%pL)  (sec) (sec)
MO03009 852 14.2 41.8 49.1 16.7 34.0 1154 13.6 24.6
M03010 881 152 44.6 50.6 17.3 34.1 133.6 11.8 16.6
M03011 875 15.2 44.4 50.7 17.4 34.2 105.6 28.1 29.3
MO03012 904 15.7 46.8 51.8 17.4 33.5 106.1 21.8 26.3
M03013 865 14.4 42.1 487 16.6 34.2 98.9 15.7 21.7
Number of males 5 5 5 5 5 5 5 5 5
Mean 875 14.9 43.9 50.2 17.1 34.0 1119 18.2 23.7
S.D. 19 0.6 2.0 1.3 0.4 0.3 135 6.7 4.8
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10%/uL) (%) (%) (%) (%) (%) (%)
M03009 79.8 33.8 18 0.0 4.5 59.9 3.75
M03010 55.8 17.5 13 0.2 3.0 78.0 2.87
Mo03011 60.9 33.5 13 0.0 5.1 60.1 3.59
M03012 52.3 25.3 1.1 0.0 3.4 70.2 3.08
M03013 40.7 23.3 1.0 0.0 2.5 73.2 2.27
Number of males 5 5 5 5 5 5 5
Mean 57.9 26.7 1.3 * 0.0 3.7 68.3 3.11
S.D. 14.3 7.0 0.3 0.1 1.1 8.1 0.59

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERFEE-R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 26-1-1. Hematological findings of female rats at the end of the dosing period

Com oil (control)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10°uL)  (g/dL) (%) (fL) (pg) g/dL)  (x10%uL)  (sec) (sec)
F01002 602 11.7 35.8 59.5 19.4 32.7 732 114 16.8
F01004 752 13.7 35.6 473 18.2 38.5 833 10.8 18.1
F01006 600 11.3 33.8 56.3 18.8 33.4 839 11.3 16.5
F01008 664 12.8 38.5 58.0 19.3 33.2 116.9 10.8 18.2
FO1011 688 13.6 37.3 54.2 19.8 36.5 141.6 12.1 16.1
Number of females 5 5 5 5 5 5 5 5 5
Mean 661 12.6 36.2 55.1 19.1 349 99.8 11.3 17.1
S.D. 64 1.1 1.8 4.8 0.6 2.5 286 0.5 1.0
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) %) (%) (%) (%) (%) (%)
F01002 75.7 31.7 08 0.0 0.8 66.7 7.16
F01004 84.9 42.9 07 0.0 6.5 49.9 2.60
F01006 94.2 329 03 0.0 1.1 65.7 6.08
F01008 125.0 25.6 0.6 0.0 2.6 71.2 6.47
F01011 90.2 44.6 03 0.0 5.4 49.7 1.39
Number of females 5 5 5 5 5 5 5
Mean 94.0 35.5 0.5 0.0 3.3 60.6 4.74
S.D. 18.7 8.0 0.2 0.0 2.6 10.1 2.57
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AERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 26-1-2. Hematological findings of female rats at the end of the dosing period

2,4-DTAP (10 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dL) (%) (L) (pg) (g/dL) (x10%uL) (sec) (sec)
F02002 754 12.9 38.2 50.7 17.1 33.8 134.6 11.8 16.4
F02003 641 11.6 34.2 53.4 18.1 33.9 111.1 11.4 17.4
F02004 704 12.7 38.4 54.5 18.0 33.1 1583 12.1 17.0
F02006 631 12.0 36.2 57.4 19.0 33.1 924 12.6 15.5
F02007 743 13.8 40.9 55.0 18.6 33.7 1174 115 17.7
Number of females 5 5 5 5 5 5 5 5 5
Mean 695 12.6 37.6 54,2 18.2 33.5 1228 11.9 16.8
S.D. 57 0.9 2.5 24 0.7 0.4 249 0.5 0.9
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10*/uL) (%) (%) (%) (%) (%) (%)
F02002 124.7 41.7 0.3 0.0 3.7 54.3 2.86
F02003 84.6 29.7 04 0.0 0.6 69.3 6.70
F02004 82.7 19.1 15 0.0 53 74.1 5.53
F02006 59.5 23.7 05 0.0 3.7 72.1 8.40
F02007 123.1 26.4 0.6 0.0 3.7 69.3 6.19
Number of females 5 5 5 5 5 5 5
Mean 94.9 28.1 0.7 0.0 3.4 67.8 5.94
S.D. 282 8.5 0.5 0.0 1.7 7.8 2.02

Significantly different from the control group (*: P<0.05, **: P<(.01).
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FRERFE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 26-1-3. Hematological findings of female rats at the end of the dosing period

2,4-DTAP (50 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10*/uL) (g/dL) (%) (L) (pg) (g/dL) (x10%uL) (sec) (sec)
F03001 679 13.1 40.0 58.9 19.3 32.8 105.5 11.6 15.9
F03003 641 11.9 35.9 56.0 18.6 33.1 1109 118 17.4
F03004 643 12.0 36.5 56.8 18.7 32.9 1150 11.4 16.9
F03008 583 11.5 36.5 62.6 19.7 31.5 1205 111 19.7
F03009 627 11.8 36.5 58.2 18.8 32.3 91,0 10.5 19.0
Number of females 5 5 5 5 5 5 5 5 5
Mean 635 12.1 37.1 585 19.0 32.5 108.6 11.3 17.8
S.D. 35 0.6 1.7 2.6 0.5 0.6 113 0.5 1.6
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) (%) (%) (%) %) (%)

F03001 128.3 23.2 08 0.0 4.1 71.9 8.20
F03003 81.2 32.7 0.1 0.0 2.8 64.4 7.38
F03004 110.0 25.7 0.8 0.0 2.9 70.6 9.98
F03008 119.8 40.6 02 0.1 1.7 57.4 11.38
F03009 "79.3 37.6 03 - 0.1 3.0 59.0 9.42

* Number of females 5 5 5 5 5 5 5
Mean 103.7 32.0 0.4 0.0 2.9 64.7 9.27 **
S.D. 22.4 7.5 0.3 0.1 0.9 6.6 1.56

Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERE S :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 26-2-1. Hematological findings of female rats at the end of the dosing period, satellite group

Com oil (control)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%/uL) (g/dL) (%) (L) (p2) (g/dL) (x10%pL) (sec) (sec)
F05001 754 14.6 432 57.3 19.4 33.8 101.8 10.8 19.1
F05002 780 14.9 44.2 56.7 19.1 33.7 104.3 10.6 18.9
F05003 770 14.4 43.1 56.0 18.7 33.4 956 11.0 20.6
F05004 758 14.0 422 55.7 18.5 33.2 975 11.0 18.6
F05005 882 15.7 44.5 50.5 17.8 35.3 1023 11.0 16.0
Number of females 5 5 5 5 5 5 5 5 5
Mean 789 14.7 43 .4 55.2 18.7 33.9 1003 10.9 18.6
S.D. 53 0.6 0.9 2.7 0.6 0.8 36 0.2 1.7
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) (%) (%) (%) %) (%)
F05001 74.0 14.4 1.1 0.0 3.0 81.5 2.83
F05002 50.6 8.8 08 0.0 3.0 87.4 4.08
F05003 47.3 5.0 15 0.0 1.5 92.0 3.11
F05004 49.6 8.7 14 0.0 2.8 87.1 3.97
F05005 40.1 8.3 15 0.0 3.7 86.5 2.54
Number of females 5 5 5. 5 5 5 5
Mean 52.3 9.0 1.3 0.0 2.8 86.9 3.31
S.D. 12.8 3.4 0.3 0.0 0.8 3.7 0.69
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HRERFE - R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 26-2-2. Hematological findings of female rats at the end of the dosing period, satellite group

2,4-DTAP (100 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10°L)  (g/dL) (%) (fL) (pg) (g/dl)  (x10%uL) (sec) (sec)
F04001 761 13.4 39.2 515 17.6 34.2 113.1 116 19.7
F04004 702 13.1 38.5 54.8 18.7 34.0 118.1 10.6 18.5
F04006 752 13.7 40.8 54.3 18.2 33.6 1184 11.2 17.8
F06001 693 12.7 37.9 54.7 18.3 33.5 1240 11.1 15.6
F06004 711 13.1 38.9 547 18.4 33.7 99.1 11.1 16.9
Number of females 5 5 5 5 5 5 5 5 5
Mean 724 13.2 ** 39,1 ** 540 18.2 33.8 114.5 11.1 17.7
S.D. 31 0.4 1.1 1.4 0.4 0.3 95 0.4 1.6
Female No. WBC NEUT EOSI BASO MONO  LYMPH RET
(x10%/uL) (%) (%) (%) (%) %) (o)
F04001 103.8 7.8 08 0.0 3.0 88.4 3.00
F04004 62.2 7.7 10 0.0 1.9 89.4 3.10
F04006 53.3 13.5 2.1 0.0 3.0 81.4 3.71
F06001 59.4 10.1 15 0.0 2.9 85.5 2.40
F06004 57.1 1.2 09 0.0 2.6 85.3 2.35
Number of females 5 5 5 5 5 5 5
Mean 67.2 10.1 1.3 0.0 2.7 86.0 2.91
S.D. 20.7 2.4 0.5 0.0 0.5 3.1 0.56

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HErRE 5 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 26-3-1. Hematological findings of female rats at the end of the recovery period

Com oil (control)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10%uL) (g/dL) (%) (fL) (pg) (g/dL) (x10%pL) (sec) (sec)
F05006 831 14.2 42.3 50.9 17.1 33.6 97.0 10.8 18.1
F05007 877 15.7 46.0 52.5 17.9 34.1 103.0 114 19.6
F05008 807 13.7 40.2 49.8 17.0 34.1 989 11.2 16.0
F05009 788 14.4 42.7 54.2 18.3 33.7 1256 12.0 18.8
F05010 815 14.7 435 53.4 18.0 33.8 999 10.8 18.1
Number of females 5 5 5 5 5 5 5 5 5
Mean 824 14.5 429 52.2 17.7 33.9 104.9 11.2 18.1
S.D. 34 0.7 2.1 1.8 0.6 0.2 118 0.5 1.3
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(x10°/uL) (%) (%) (%) (%) (%) (%)
F05006 67.4 6.2 10 0.0 2.4 90.4 2.23
F05007 45.2 9.3 18 0.0 3.1 85.8 3.01
F05008 53.8 9.2 32 0.0 4.1 83.5 2.56
F05009 45.5 13.4 33 0.0 2.9 80.4 2.76
F05010 48.1 12.7 2.1 0.0 2.7 82.5 2.44
Number of females 5 5 5 5 5 5 5
Mean 52.0 10.2 2.3 0.0 3.0 84.5 2.60
S.D. 9.3 2.9 1.0 0.0 0.6 3.8 0.30
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HRERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period

2,4DTAP (100 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(x10'uL)  (g/dL) (%) (fL) (pg) @dL)  (x10%uL)  (sec) (sec)
F04012 846 15.4 44.4 52.5 18.2 34.7 103.6 11.1 16.9
F04013 777 13.9 42.1 542 17.9 33.0 1003 11.1 17.2
F06007 789 14.3 43.6 55.3 18.1 32.8 96.0 115 16.8
F06009 786 14.4 44.4 56.5 18.3 32.4 1009 10.8 20.4
F06010 792 14.4 42.8 54.0 18.2 33.6 1017 11.7 17.7
Number of females 5 5 5 5 5 5 5 5 5
Mean 798 14.5 43.5 54.5 18.1 33.3 1005 11.2 17.8
S.D. 27 0.6 1.0 1.5 0.2 0.9 28 0.4 1.5
Female No. WBC NEUT EOSI BASO MONO  LYMPH RET
(x10°/uL) (%) (%) (%) (%) (%) (%)
F04012 75.3 1.2 0.9 0.1 3.9 83.9 2.44
F04013 120.3 3.8 12 0.0 1.7 93.3 2.81
F06007 4.8 14.2 1.8 0.0 3.6 80.4 2.56
F06009 52.1 12.2 29 0.0 35 81.4 3.41
F06010 50.9 14.3 26 0.0 3.1 80.0 2.62
Number of females 5 5 5 5 5 5 5
Mean 68.7 11.1 1.9 0.0 3.2 83.8 2.77
S.D. 31.1 4.3 0.9 0.0 0.9 5.5 0.38

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE B R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 27-1-1. Biochemical findings of male rats at the end of the dosing period

Com oil (control)

Male No. Total Albumin AIG Glucose Total Tri- Phospholipid AST ALT v-GTP LDH Bileacid

protein cholesterol glyceride

(g/dL) (g/dL) (mg/dL) (mg/dl) (mg/dL) (mg/dL) (U/L) (U/L) unm (U/L) (umol/L)

MO01001 54 3.7 2.18 153 69 36 98 55 27 0 82 33.9
MO01002 5.6 3.6 1.80 119 53 79 91 86 49 0 76 8.2
MO01003 4.7 3.1 1.94 136 38 24 61 51 25 0 64 4.1
MO01004 54 3.5 1.84 143 45 34 75 55 21 0 260 3.8
MO1005 5.7 3.6 1.71 135 61 69 103 55 27 0 175 9.8
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 54 3.5 1.89 137 53 48 86 60 30 0 131 12.0
S.D. 0.4 0.2 0.18 12 12 24 17 14 11 0 84 12.5
Male No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dL)  (mg/dL) (mg/dL)  (UL)  (mg/dl) (mg/dl) (mEg/L) mEgL) (mEgL)

MO01001 13 0.5 0.07 408 5.8 9.0 143.3 4.08 107.1
M01002 11 0.5 0.05 378 4.8 93 143.0 3.80 106.8
MO01003 11 - 0.4 0.03 301 6.5 8.7 145.0 3.97 110.1
MO01004 13 0.4 0.04 308 6.7 92 145.0 3.81 108.5
MO01005 12 0.4 0.05 412 6.7 9.8 145.1 3.95 106.8
Number of males 5 5 5 5 5 5 5 5 5
Mean 12 0.4 0.05 361 6.1 92 144.3 3.92 107.9
S.D. 1 0.1 0.01 54 0.8 04 1.0 0.12 1.4
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HRBRFE - :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 27-1-2. Biochemical findings of male rats at the end of the dosing period

2,4-DTAP (10 mg/kg)
Male No. Total Albumin A/G Glucose Total Tri- Phospholipid AST ALT v-GTP LDH Bile acid
protein cholesterol glyceride
(g/dL) (g/dL) (mg/dl)  (mg/dL) (mg/dL) (mg/dL) (U/L) (UL) UL (UL)  (umolL)
M02001 54 3.5 1.84 132 35 46 61 69 26 0 163 5.0
M02002 52 3.5 2.06 129 56 38 80 58 25 0 89 4.6
M02003 54 35 1.84 142 55 126 99 48 22 0 58 3.4
M02004 55 35 1.75 151 49 54 88 55 25 0 71 10.7
M02005 49 33 2.06 127 43 50 78 66 43 0 98 9.9
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 53 35 1.91 136 48 63 81 59 28 0 96 6.7
S.D. 02 0.1 0.14 10 9 36 14 8 8 41 3.3
Male No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl
nitrogen bilirubin phosphorus
(mg/dL) (mg/dL)  (mg/dL) (UML) (mg/dl)  (mg/dl) (mEq/L) (mEgL) (mEqL)
M02001 9 0.5 0.05 540 5.5 9.1 143.9 3.84 108.7
M02002 13 0.4 0.05 338 5.3 92 145.0 3.58 108.4
MO02003 12 0.4 0.04 411 6.3 94 144.9 4.00 107.5
M02004 12 0.4 0.05 335 5.7 92 145.7 3.37 108.3
M02005 11 0.3 0.04 387 6.2 9.3 144.3 4.06 107.4
Number of males 5 5 5 5 5 5 5 5 5
Mean 11 0.4 0.05 402 5.8 92 144.8 3.77 108.1
S.D. 2 0.1 0.01 84 0.4 0.1 0.7 0.29 0.6

Significantly different from the control group (*: P<0.05, **: P<0.01).
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SREAFE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 27-1-3. Biochemical findings of male rats at the end of the dosing period

24-DTAP (50 mg/kg)
Male No. Total Albumin A/G Glucose Total Tri- Phospholipid AST ALT y-GTP LDH Bile acid

protein cholesterol glyceride

(g/dL) (g/dL) (mg/dl)  (mg/dl) (mg/dl) (mgdL) (U/L) (UL) unm) (UL)  (umolL)

M03001 52 35 2.06 142 63 69 96 52 34 0 78 5.8
MO03002 5.1 35 2.19 146 64 43 86 52 19 0 191 2.4
M03003 52 3.6 2.25 138 68 47 86 54 19 0 93 2.9
M03004 49 32 1.88 124 41 36 65 52 27 0 52 3.0
MO03005 53 35 1.94 137 55 65 84 65 31 0 75 31
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 51 35 2.06 137 58 52 83 55 26 0 98 34
S.D. 02 0.2 0.16 8 11 14 11 6 7 0 54 1.3
Male No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl) (mg/dl) (mg/dL)  (UL)  (mg/dl) (mg/dl) @mEq/L) @mEgL) (mEgL)

M03001 13 0.4 0.07 637 5.6 94 142.8 3.85 106.0
M03002 11 0.4 0.05 514 6.2 9.1 143.5 3.73 109.4
M03003 13 0.4 0.04 457 6.8 94 144.9 4.06 108.3
MO03004 11 0.3 0.04 326 6.1 9.1 1452 3.76 110.5
MO03005 11 0.4 0.05 399 6.3 99 143.1 3.62 105.8
Number of males 5 5 5 5 5 5 5 5 5
Mean 12 0.4 0.05 467 6.2 94 143.9 3.80 108.0
S.D. 1 0.0 0.01 118 0.4 0.3 1.1 0.17 2.1

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAEER-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 27-1-4. Biochemical findings of male rats at the end of the dosing period
2,4-DTAP (100 mg/ke)

Male No. Total Albumin A/G Glucose Total Tri- Phospholipid AST ALT y-GTP LDH Bileacid

protein cholesterol glyceride

(g/dL) (g/dL) (mg/dl)  (mg/dl)  (mg/dL) (mg/dL) (UL) (UL) UL (UL)  (umolL)
M04001 53 3.3 1.65 131 53 35 78 56 23 0 66 3.6
MO04004 5.0 3.4 2.13 140 49 20 67 56 24 0 61 2.5
M04009 52 34 1.89 149 63 59 %2 59 29 0 166 3.8
M04010 5.1 3.3 1.83 135 47 39 71 61 29 0 145 2.2
Number of males 4 4 4 4 4 4 4 4 4 4 4 4
Mean 52 3.4 1.88 139 53 38 77 58 26 0 110 3.0
S.D. 0.1 0.1 0.20 8 7 16 11 2 3 0 54 0.8
Male No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl) (mgdl) (mg/dL) (UL) (mg/dl) (mg/dl) (mEq/L) (mEgL) (mEgL)

M04001 10 0.4 0.07 429 6.1 89 144.1 3.96 108.3
M04004 17 0.5 0.06 1224 6.9 93 142.8 4.12 107.2
MO04009 13 0.4 0.05 669 7.3 9.5 145.6 3.89 109.5
M04010 13 0.4 0.05 480 7.3 92 143.6 3.88 107.6
Number of males 4 4 4 4 4 4 4 4 4
Mean 13 0.4 0.06 701 6.9 92 144.0 3.96 108.2
S.D. 3 0.1 0.01 364 0.6 03 1.2 0.11 1.0

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 27-2-1. Biochemical findings of male rats at the end of the recovery period
Com oil (control)

Male No. Total Albumin A/G Glucose Total Tri- Phospholipid AST ALT vy-GTP LDH Bile acid

protein cholesterol glyceride

(g/dL) (g/dL) (mg/dl) (mg/dl) (mg/dlL) (mgdL) (UL) (U/L) UL (UL)  (umolL)
MO01009 6.1 3.8 1.65 149 79 26 104 114 31 0 104 9.5
M01010 58 3.6 1.64 132 54 17 72 69 27 0 54 6.9
MO1011 5.7 3.6 1.71 127 69 20 91 68 23 0 349 4.8
MO1012 58 3.5 1.52 142 61 30 83 86 26 0 92 6.3
MO01013 54 3.5 1.84 141 49 28 75 83 28 0 121 8.6
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.8 3.6 1.67 138 62 24 85 84 27 0 144 7.2
S.D. 03 0.1 0.12 9 12 5 13 19 3 0 117 1.9
Male No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dL)  (mg/dL) (mg/dL)  (UL)  (mg/dl) (mg/dl) (mEq/L) (mEgL) (mEqL)

M01009 13 0.5 0.04 230 4.6 94 144.1 3.79 106.7
M01010 17 0.5 0.04 283 5.5 92 145.2 3.76 107.6
MO01011 16 0.5 0.03 242 4.6 9.1 145.9 3.61 110.9
MO01012 15 0.4 0.03 311 5.0 94 144.0 3.65 106.4
MO01013 14 0.4 0.05 301 5.9 92 144.6 3.49 109.0
Number of males 5 5 5 5 5 5 5 5 5
Mean 15 0.5 0.04 273 5.1 93 144.8 3.66 108.1
S.D. 2 0.1 0.01 36 0.6 0.1 0.8 0.12 1.9

266



HRERZ S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 27-2-2. Biochemical findings of male rats at the end of the recovery period

2,4-DTAP (50 mg/kg)

Male No. Total Albumin A/G Glucose Total Tri- Phospholipid AST ALT v-GTP LDH Bile acid

protein cholesterol glyceride

(g/dL) (g/dL) (mg/dL)  (mg/dl)  (mg/dl) (mg/dL) (U/L) (U/L) UL (UL)  (umol/L)
MO03009 6.1 3.9 1.77 138 54 27 77 93 42 0 136 29.3
MO03010 54 35 1.84 151 66 51 92 70 29 0 152 3.8
MO03011 58 3.7 1.76 125 45 56 81 72 29 0 81 9.0
M03012 52 34 1.89 139 62 36 87 87 27 0 131 7.5
MO03013 5.6 36 1.80 137 51 13 73 105 32 0 155 247
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 56 36 1.81 * 138 56 37 82 85 32 0 131 14.9
S.D. 03 0.2 0.05 9 8 18 8 15 6 0 30 114
Male No. Blood wrea Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl) (mg/dL) (mg/dl)  (UL)  (mg/dl) (mg/dl) (mEqL) (mEgL) (mEgqL)

MO03009 18 0.5 0.05 370 5.5 9.7 1435 4.00 104.9
M03010 15 0.4 0.04 258 5.1 93 144.9 3.60 108.4
MO03011 15 0.4 0.05 332 5.7 93 145.3 3.53 108.1
M03012 17 0.4 0.04 347 5.5 94 144.7 3.36 108.3
MO03013 16 0.5 0.05 304 5.7 9.5 145.8 3.88 109.6
Number of males 5 5 5 5 5 5 5 5 5
Mean 16 0.4 0.05 322 5.5 94 144.8 3.67 107.9
S.D. 1 0.1 0.01 43 0.2 0.2 0.9 0.26 1.8

Significantly different from the control group (*: P<0.05, **; P<0.01).
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HABREE R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 28-1-1. Biochemical findings of female rats at the end of the dosing period

Com 0il (control)

female No. Total Albumin A/G Glucose Total Tri-  Phospholipid AST ALT v-GTP LDH Bileacid

protein cholesterol glyceride

(g/dL) (g/dL) (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (U/L) (U/L) U/nL) (U/L) (umol/L)
F01002 5.7 3.8 2.00 110 74 37 120 191 125 0 51 19.7
F01004 48 3.3 2.20 99 57 - 22 88 154 89 0 89 5.4
F01006 53 37 2.31 127 75 35 102 118 112 1 48 134
F01008 53 3.7 2.31 114 58 30 100 78 43 0 204 19.5
F01011 5.0 3.5 2.33 82 68 19 99 84 49 0 72 15.0
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 52 3.6 2.23 106 66 29 102 125 84 0 93 14.6
S.D. 0.3 0.2 0.14 17 9 8 12 48 37 0 64 5.8
female No. Blood urea Creatinine Total ALP Inorganic Ca Na X Cl

nitrogen bilirubin phosphorus

(mg/dl) (mgdL) (mg/dL)  (UL)  (mg/dl) (mg/dl) (mEqL) (mEgL) (mEgL)

F01002 7 0.4 0.05 172 6.7 99 143.5 3.80 107.2
F01004 15 0.6 0.06 258 7.9 8.7 134.4 2.59 91.6
F01006 6 0.5 0.06 287 7.6 104 144.6 3.80 108.6
F01008 13 0.5 0.06 165 6.0 93 144.0 3.74 110.1
F01011 10 0.6 0.05 142 8.0 9.0 1424 2.56 92.2
Number of females 5 5 5 5 5 5 5 5 5
Mean 10 0.5 0.06 205 7.2 95 141.8 3.30 101.9
S.D. 4 0.1 0.01 64 0.9 0.7 42 0.66 9.2
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HREAEZER-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 28-1-2. Biochemical findings of female rats at the end of the dosing period

2,4-DTAP (10 mg/kg)

female No. Total Albumin A/G Glucose Total Tri- Phospholipid AST ALT vy-GTP LDH Bile acid
protein cholesterol glyceride
(g/dL) (g/dL) (mg/dl)  (mg/dL)  (mg/dL) (mg/dL) (UL) (Um) um (UL)  (umolL)
F02002 46 35 3.18 166 65 63 109 61 42 0 58 29.5
F02003 5.7 38 2.00 118 81 32 136 116 53 0 47 20.0
F02004 58 42 2.63 139 54 53 92 64 27 0 118 15.6
F02006 54 3.6 2.00 122 53 27 77 73 30 0 187 85
F02007 59 3.9 1.95 133 64 41 108 56 39 0 63 10.5
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 55 3.8 2.35 136 63 43 104 74 38 0 95 16.8
S.D. 0.5 0.3 0.54 19 11 15 22 24 10 0 59 8.4
female No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl
nitrogen bilirubin phosphorus
(mg/dl)  (mg/dL)  (mg/dL) (U/L) (mg/dl)  (mg/dL) (mEq/L) (mEg¢L) (mEg¢L)
F02002 6 0.6 0.08 382 7.0 95 141.2 3.44 100.4
F02003 13 0.5 0.06 168 6.5 104 1433 3.52 107.3
F02004 14 0.5 0.07 167 6.4 106 142.4 343 105.5
F02006 10 0.5 0.05 254 7.4 10.1 145.1 3.40 108.5
F02007 16 0.6 0.03 115 6.1 10.1 144.2 324 108.0
Number of females 5 5 5 5 5 5 5 5 5
Mean 12 0.5 0.06 217 6.7 10.1 143.2 341 105.9
S.D. 4 0.1 0.02 105 0.5 04 1.5 0.10 3.3

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period

2,4-DTAP (50 mg/ke)
female No. Total Albumin AlG Glucose Total Tri- Phospholipid AST ALT y-GTP LDH Bileacid
protein cholesterol glyceride
(g/dL) (g/dL) (mg/dl)  (mg/dL)  (mg/dl) (mg/dL) (UL) (U/L) UL (UL)  (umolL)
F03001 6.2 4.2 2.10 121 66 70 119 76 45 0 195 6.4
F03003 58 4.0 222 130 89 79 137 61 32 0 71 6.0
F03004 56 3.8 211 132 67 42 111 57 30 0 49 8.4
F03008 52 34 1.89 137 75 53 123 85 57 0 88 5.7
F03009 6.1 4.1 2.05 123 71 22 114 78 43 0 245 6.3
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 58 39 2.07 129 75 53 121 71 41 0 130 6.6
S.D. 04 0.3 0.12 7 9 23 10 12 11 86 1.1
female No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl
nitrogen bilirubin phosphorus
(mg/dl)  (mg/dl)  (mg/dL) (UL)  (mg/dl) (mg/dl) (mEqLl) (mEgL) (mEqL)
F03001 11 0.5 0.06 258 5.8 10.1 1423 3.62 107.6
F03003 9 0.5 0.06 227 6.1 9.9 143.9 3.49 109.6
F03004 15 0.5 0.05 202 6.3 94 141.9 3.69 107.2
F03008 7 0.4 0.03 319 5.5 9.5 142.4 3.40 107.0
F03009 0.5 0.04 234 6.2 102 145.2 3.29 108.4
Number of females 5 5 5 5 5 5 5 5 5
Mean 10 0.5 0.05 248 6.0 9.8 143.1 3.50 108.0
S.D. 3 0.0 0.01 44 0.3 0.4 1.4 0.16 1.1

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 28-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group

Com oil (control)

female No. Total Albumin A/G Glucose Total Tri- Phospholipid AST ALT y-GTP LDH Bileacid
protein cholesterol glyceride
(g/dL) (g/dL) (mg/dl)  (mg/dL) (mg/dL) (mg/dL) (U/L) (U/L) UL (UL)  (umolL)
F05001 6.0 4.6 3.29 133 67 22 118 61 30 0 61 8.4
F05002 6.5 4.7 2.61 142 73 51 124 52 18 0 142 9.0
F05003 5.9 43 2.69 149 93 31 142 49 19 0 64 14.8
F05004 59 4.1 228 150 58 12 104 86 26 0 85 6.5
F05005 6.1 42 2.21 115 63 13 106 63 20 0 122 10.8
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.1 4.4 2,62 138 71 26 119 62 23 0 95 9.9
S.D. 0.2 0.3 0.43 14 14 16 15 15 5 36 3.1
female No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl
nitrogen bilirubin phosphorus
(mg/dl) (mg/dL) (mg/dL) (U/L) (mg/dL)  (mg/dL) (mEq/L) (mEq¢L) (mEgL)
F05001 14 0.6 0.05 194 5.0 9.8 142.8 3.58 108.3
F05002 13 0.7 0.05 185 4.0 10.1 143.8 3.68 107.9
F05003 12 0.6 0.05 193 5.0 95 143.3 3.83 108.1
F05004 15 0.6 0.05 232 5.4 95 143.1 3.86 107.7
F05005 21 0.7 0.05 293 5.2 9.7 144.4 4.03 109.1
Number of females 5 5 5 5 5 5 5 5 5
Mean 15 0.6 0.05 219 4.9 9.7 143.5 3.80 108.2
S.D. 4 0.1 0.00 45 0.5 0.2 0.6 0.17 0.5
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 28-2-2. Biochemical findings of female rats at the end of the dosing period, satellite group

24-DTAP (100 mg/kg)
female No. Total Albumin A/G Glucose Total Tri-  Phospholipid AST ALT y-GTP LDH Bileacid
protein ' cholesterol glyceride
(g/dL) (g/dL) (mg/dl)  (mg/dl) (mg/dl) (mg/dL) (UL) (U/L) UL (UL) (umol/L)
F04001 65 4.6 2.42 165 103 27 167 46 15 0 57 8.9
F04004 6.2 4.2 2.10 124 81 9 120 48 18 3 91 7.9
F04006 58 4.0 222 107 70 10 110 56 19 0 79 6.2
F06001 59 4.0 2,11 139 96 22 149 49 17 0 49 4.1
F06004 6.4 4.6 2,56 128 89 17 138 58 15 0 243 8.4
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.2 43 2.28 133 88 17 137 51 17 1 104 7.1
S.D. 03 0.3 0.20 21 13 8 23 5 2 1 80 2.0
female No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl
nitrogen bilirubin phosphorus
(mg/dL)  (mg/dL)  (mg/dL) (U/L) (mg/dl) (mg/dl) (mEq/L) (mEqL) (mEqL)
F04001 11 0.6 0.08 255 5.9 10.0 142.4 3.80 104.2
F04004 18 0.7 0.07 242 5.7 10.0 145.0 4.14 108.4
F04006 17 0.7 0.06 205 4.9 9.6 143.7 3.82 105.9
F06001 14 0.6 0.06 181 6.1 9.8 143.2 4.20 107.4
F06004 14 0.7 0.08 362 5.4 10.1 143.2 3.84 106.4
Number of females 5 5 5 5 5 5 5 5 5
Mean 15 0.7 0.07 249 5.6 99 1435 3.96 106.5
S.D. 3 0.1 0.01 70 0.5 02 1.0 0.19 1.6

Significantly different from the control group (*: P<0.05, **; P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 28-3-1. Biochemical findings of female rats at the end of the recovery period

Com oil (control)

female No. Total Albumin A/G Glucose Total Tri- Phospholipid AST ALT y-GTP LDH Bileacid
protein cholesterol glyceride
(g/dL) (g/dL) (mg/dl)  (mg/dL) (mg/dL) (mg/dL) (UL) (UL) u/L (UL)  (umoll)
F05006 5.9 4.0 2.11 114 75 11 94 107 51 2 71 19.2
F05007 6.3 4.2 2.00 134 68 21 110 56 19 0 42 8.5
F05008 6.0 4.2 2.33 122 82 60 136 50 19 0 97 5.5
F05009 6.0 4.5 3.00 138 63 52 120 42 15 0 26 16.6
F05010 6.1 4.1 2.05 133 63 21 108 61 21 0 74 9.7
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.1 4.2 2.30 128 70 33 114 63 25 0 62 11.9
S.D. 0.2 0.2 0.41 10 8 2 16 25 15 1 28 5.8
female No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl
nitrogen bilirubin phosphorus
(mg/dL)  (mg/dL) (mg/dL) (U/L) (mg/dL) ~ (mg/dL) (mEq/L) (mEqgL) (mEqL)
F05006 13 0.5 0.06 142 5.2 95 142.6 3.64 108.0
F05007 11 0.5 0.08 134 4.8 9.7 143.6 3.48 107.7
F05008 14 0.6 0.10 85 43 10.1 143.8 3.44 107.8
F05009 17 0.6 0.06 99 3.7 93 144.6 3.13 109.9
F05010 19 0.6 0.05 130 43 917 143.3 3.47 108.8
Number of females 5 5 5 5 5 5 5 5 5
Mean 15 0.6 0.07 118 4.5 9.7 143.6 3.43 108.4
S.D. 3 0.1 0.02 25 0.6 03 0.7 0.19 0.9
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 28-3-2. Biochemical findings of female rats at the end of the recovery period

2,4-DTAP (100 mo/kg)

female No. Total Albumin A/G Glucose Total Tri-  Phospholipid AST ALT v-GTP LDH Bile acid
protein cholesterol glyceride
(g/dL) (g/dL) (mg/dl)  (mg/dl) (mg/dl) (mg/dL) (U/L) (UL) UL (UL)  (umollL)
F04012 64 4.5 2.37 128 100 29 149 65 22 0 46 15.6
F04013 6.1 4.1 2.05 114 69 26 119 74 41 0 65 13.8
F06007 56 3.7 1.95 134 82 31 121 53 18 0 44 3.6
F06009 6.7 4.6 2.19 137 97 97 167 52 18 0 31 16.8
F06010 6.1 41 2.05 140 68 15 105 75 18 0 97 8.4
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.2 4.2 2.12 131 83 40 132 64 23 0 57 11.6
S.D. 04 0.4 0.16 10 15 33 25 11 10 26 5.5
female No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl
nitrogen bilirubin phosphorus
(mg/dL)  (mg/dL) (mg/dL) (U/L) (mg/dL)  (mg/dl)  (mEq/L) (mEgL) (mEqL)
F04012 13 0.6 0.10 98 5.6 103 142.0 3.66 105.1
F04013 18 0.5 0.06 151 5.7 9.7 1433 3.74 106.9
F06007 13 0.6 0.08 81 5.0 9.3 143.1 3.50 109.8
F06009 14 0.4 0.05 96 3.7 10.3 144.8 3.36 109.5
F06010 14 0.6 0.06 113 4.0 100 144.3 3.39 109.6
Number of females 5 5 5 5 5 5 5 5 5
Mean 14 0.5 0.07 108 4.8 99 143.5 3.53 108.2
S.D. 2 0.1 0.02 27 0.9 0.4 1.1 0.17 2.1

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-1-1. Organ weights of male rats at the end of the dosing period

Corn oil (control)

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01001 4502 2129.9 4.731 451.1 1.002 1421.2 3.157 117153 26.022 1331.1 2957 1333.8 2963 2664.9 5919 760.4 1.689
M01002 472.6 1995.8 4223 3175 0.672 1362.6 2.883 13215.7 27.964 1480.8 3.133 1502.3 3.179 2983.1 6.312 826.7 1.749
M01003 4653 2095.3 4.503 194.8 0419 1338.8 2.877 12639.4 27.164 14355 3.085 1411.2 3.033 2846.7 6.118 780.6 1.678
M01004 496.5 1960.9 3.949 3409 0.687 1582.8 3.188 13931.1 28.059 1507.5 3.036 1508.6 3.038 3016.1 6.075 9722 1.958
MO01005 504.4 2033.2 4,031 384.8 0.763 1427.9 2.831 13120.0 26.011 1735.3 3.440 1673.7 3318 3409.0 6.759 7748 1.536
MO01006 492.5 1969.8 4.000 297.0 0.603 1524.6 3.096 14572.1 29.588 1408.3 2.859 1358.6 2.759 2766.9 5.618 815.1 1.655
Mo01007 436.0 2026.7 4.648 2255 0517 1302.8 2.988 10671.4 24.476 13325 3.056 1360.7 3.121 2693.2 6.177 6188 1.419
MO01008 5153 1968.7 3.820 248.3 0.482 1406.0 2.729 13786.9 26.755 1635.2 3.173 1649.1 3.200 3284.3 6.374 814.3 1.580
Number of males 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mean 479.1 2022.5 4.238 307.5 0.643 1420.8 2.969 12956.5 27.005 1483.3 3.092 1474.8 3.076 2958.0 6.169 795.4 1.658
S.D. 27.7 62.3 0.346 85.2 0.185 93.6 0.166 1265.3 1.565 141.9 0.172 132.2 0.170 272.2 0.336 97.1 0.159

Appendix 29-1-1 (continued) . Organ weights of male rats at the end of the dosing period

Corn oil (vehicle)

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01001 1677.7 3.727 1705.3 3.788 3383.0 7514 584.3 1.298 570.2 1.267 1154.5 2.564 667.9 1.484 1243.6 2.762
M01002 1695.3 3.587 1689.5 3.575 3384.8 7.162 649.0 1.373 650.1 1.376 1299.1 2.749 758.6 1.605 1551.6 3.283
M01003 1559.6 3.352 15448 3.320 3104.4 6.672 654.3 1.406 625.4 1.344 1279.7 2.750 734.4 1.578 1899.7 4.083
M01004 1729.8 3.484 1687.0 3.398 3416.8 6.882 615.1 1.239 590.5 1.189 1205.6 2.428 554.2 1.116 1616.8 3.256
MO01005 1677.8 3.326 1688.4 3.347 3366.2 6.674 647.4 1.284 647.0 1.283 1294.4 2.566 839.1 1.664 1635.1 3.242
MO01006 14452 2.934 1391.9 2.826 2837.1 5.761 592.4 1.203 629.8 1.279 12222 2.482 3114 0.632 1456.9 2.958
M01007 1672.2 3.835 1697.9 3.894 3370.1 7.730 625.0 1.433 565.3 1.297 1190.3 2.730 766.9 1.759 2089.3 4.792
MO01008 1795.3 3.484 1718.4 3.335 3513.7 6.819 654.2 1.270 632.8 1.228 1287.0 2.498 582.5 1.130 1909.8 3.706
Number of males 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mean 1656.6 3.466 1640.4 3.435 3297.0 6.902 627.7 1.313 613.9 1.283 1241.6 2.596 651.9 1.371 1675.4 3.510
S.D. 107.8 0.277 114.3 0.329 218.8 0.603 28.2 0.082 33,7 0.059 554 0.130 167.8 0.381 275.5 0.661
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-1-1 (continued) . Organ weights of male rats at the end of the dosing period

Corn oil (control)

Male No. Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01001 25.8 0.057 257 0.057 252 0.056 509 0.113
M01002 255 0.054 275 0.058 27.6 0.058 55.1 0.117
MO01003 20.8 0.045 253 0.054 308 0.066 56.1 0.121
MO01004 187 0.038 222 0.045 224 0.045 44.6 0.090
M01005 24.5 0.049 26.8 0.053 303 0.060 57.1 0.113
M01006 16.8 0.034 252 0.051 304 0.062 55.6 0.113
M01007 225 0.052 22.0 0.050 242 0.056 46.2 0.106
MO01008 19.1 0.037 28.5 0.055 30.5 0.059 59.0 0.114
Number of males 8 8 8 8 8 8 8 8
Mean 21.7 0.046 254 0.053 277 0.058 531 0.111
S.D. 3.4 0.009 2.3 0.004 3.3 0.006 5.3 0.009
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HERFE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 29-1-2. Organ weights of male rats at the end of the dosing period

2,4-DTAP 10 mg/kg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) mg) __(mgp) g (mge) mg)____(mgg) e (mgp) g ___ (g mg) __ (mg) mp  (mg) (mg) __ (mgg)
M02001 437.1 2005.9 4.589 248.9 0.569 1330.6 3.044 11393.7 26.067 14463 3.309 1425.9 3.262 2872.2 6.571 535.0 1.224
M02002 4338 2217.0 5.111 2029 0.468 1324.2 3.053 11171.9 25.754 1315.7 3.033 1309.1 3.018 2624.8 6.051 614.7 1417
M02003 5100 2042.6 4.005 3388 0.664 1562.8 3.064 16125.0 31.618 1590.7 3.119 1698.6 3.331 32893 6.450 892.0 1.749
M02004 533.0 2015.1 3.781 285.1 0.535 1414.5 2.654 15963.6 29.950 1572.4 2.950 1554.9 2917 31273 5.867 790.0 1.482
M02005 479.6 1991.7 4.153 3524 0.735 1439.2 3.001 13764.1 28.699 1845.2 3.847 1867.9 3.895 37131 7.742 810.8 1.691
M02006 449.0 2004.0 4.463 301.8 0.672 13213 2943 12552.4 27.956 1378.6 3.070 1398.5 3.115 27711 6.185 8172 1.820
M02007 451.4 1969.0 4362 208.0 0.461 1141.8 2.529 11806.7 26.156 1319.8 2.924 13364 2.961 2656.2 5.884 741.2 1.642
M02008 411.0 1976.7 4.809 368.6 0.897 1246.7 3.033 10870.0 26.448 1455.2 3.541 14422 3.509 2897.4 7.050 647.8 1.576
M02009 4842 1997.9 4.126 300.9 0.621 1175.9 2.429 12788.0 26.411 1309.3 2.704 1307.4 2.700 2616.7 5.404 861.3 1.779
M02010 446.9 1895.4 4.241 219.6 0.491 1224.9 2.741 12422.1 27.796 1468.0 3.285 1416.0 3.168 2884.0 6.453 819.6 1.834
M02011 516.0 2006.6 3.889 2733 0.530 1394.6 2.703 13643.5 26.441 1434.2 2779 151%9.0 2.944 2953.2 5.723 957.1 1.855
M02012 481.6 2044.7 4.246 186.5 0.387 1392.9 2.892 16309.2 33.865 1580.7 3.282 1559.4 3.238 3140.1 6.520 753.2 1.564
M02013 5124 1931.5 3770 2553 0498 15116 2.950 149334 29.144 1790.2 3.494 1807.2 3.527 35974 7.021 609.9 1.190
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 472.8 2007.5 4.273 2725 0579 1344.7 2.849 13364.9 28.177 1500.5 3.180 1511.0 3.199 3011.4 6379 7517 1.602
S.D. 37.6 75.1 0.396 59.1 0.137 125.4 0.215 1935.8 2.454 171.1 0.323 182.8 0.316 351.3 0.634 123.8 0.222
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN DU DU KW AN KW AN KW AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 29-1-2 (continued) . Organ weights of male rats at the end of the dosing period

2,4-DTAP 10 mg/kg

Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M02001 17825 4.078 1767.7 4.044 3550.2 8.122 694.1 1.588 627.0 1434 1321.1 3.022 665.5 1.523 1539.6 3.522
M02002 1610.1 3.712 1703.6 3.927 3313.7 7.639 628.2 1.448 651.6 1502 1279.8 2.950 773.7 1.784 1738.5 4.008
M02003 1672.2 3.279 1685.3 3.305 3357.5 6.583 764.8 1.500 7216 1.427 1492.4 2926 910.4 1.785 2156.0 4227
M02004 1633.5 3.065 1652.7 3.101 3286.2 6.165 680.1 1276 664.0 1.246 1344.1 2.522 761.2 1.428 1843.1 3.458
M02005 1568.2 3.270 1605.6 3.348 3173.8 6.618 724.1 1.510 690.2 1.439 1414.3 2.949 692.2 1.443 1927.7 4.019
M02006 1635.3 3.642 1638.4 3.649 3273.7 7.291 591.2 1.317 595.8 1.327 1187.0 2.644 644.5 1.435 2237.0 4.982
M02007 1607.2 3.560 1651.2 3.658 32584 7.218 642.2 1.423 645.7 1.430 1287.9 2.853 574.3 1.272 1957.9 4.337
M02008 1708.1 4.156 1688.1 4.107 3396.2 8.263 650.7 1.583 637.6 1.551 1288.3 3.135 472.1 1.149 1857.8 4.520
M02009 1653.9 3.416 1620.2 3.346 32741 6.762 6124 1.265 573.5 1.184 1185.9 2.449 539.6 1.114 1690.0 3.490
M02010 1594.4 3.568 1632.4 3.653 3226.8 7.220 679.9 1.521 621.8 1.391 1301.7 2913 667.5 1.494 1981.5 4434
M02011 2085.5 4.042 1980.6 3.838 4066.1 7.880 746.9 1.447 705.9 1.368 1452.8 2.816 703.0 1.362 1829.0 3.545
M02012 1589.8 3.301 1576.7 3.274 3166.5 6.575 638.1 1.325 652.1 1.354 1290.2 2.679 418.3 0.869 1746.3 3.626
M02013 1599.1 3.121 1640.4 3.201 3239.5 6.322 621.7 1213 668.2 1.304 1289.9 2.517 785.2 1.532 1782.0 3.478
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 1672.3 3.555 1680.2 3.573 33525 7.128 667.3 1.417 650.8 1.381 1318.1 2.798 662.1 1.399 1868.2 3.973
S.D. 136.8 0.362 102.3 0.335 236.7 0.690 53.4 0.125 42.4 0.100 90.5 0.216 135.5 0.256 188.1 0.498
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method KW AN AN AN KW AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-1-2 (continued) . Organ weights of male rats at the end of the dosing period

2,4-DTAP 10 mg/kg

Male No. Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M02001 20.7 0.047 27.1 0.062 30.5 0.070 57.6 0.132
M02002 20.6 0.047 286 0.066 293 0.068 579 0.133
M02003 29.5 0.058 256 0.050 279 0.055 535 0.105
M02004 19.7 0.037 276 0052 232 0.044 50.8 0.095
M02005 20.6 0.043 23.0 0.048 24.0 0.050 47.0 0.098
M02006 16.5 0.037 234 0.052 242 0.054 476 0.106
M02007 18.9 0.042 19.4 0.043 20.7 0.046 40.1 0.089
M02008 26.0 0.063 249 0.061 228 0.055 47.7 0.116
M02009 213 0.044 22.0 0.045 236 0.049 45.6 0.094
M02010 23.6 0.053 26.8 0.060 280 0.063 54.8 0.123
M02011 19.1 0.037 309 0.060 354 0.069 66.3 0.128
M02012 18.1 0.038 28.8 0.060 312 0.065 60.0 0.125
M02013 32.8 0.064 26.7 0.052 28.9 0.056 55.6 0.109
Number of males 13 13 13 13 13 13 13 13
Mean 22,1 0.047 25.8 0.055 26.9 0.057 52.7 0.112
S.D. 4.7 0.010 3.2 0.007 4.2 0.009 7.1 0.015
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-1-3. Organ weights of male rats at the end of the dosing period

2,4-DTAP 50 mg/kg
Male No. Body Brain Thymus Heart Liver Kidney ®) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mp/g)
Mo03001 438.9 20240 4612 3288 0.749 1212.7 2.763 13033.6 29.696 1430.8 3.260 1439.1 3.279 2869.9 6.539 678.0 1.545
MO03002 4723 1977.8 4.188 401.3 0.850 1216.5 2.576 14399.5 30.488 1420.3 3.007 1314.7 2.784 27350 5.791 778.4 1.648
M03003 471.2 21153 4.489 3113 0.661 14813 3.144 15868.8 33.677 1518.5 3.223 1576.8 3.346 3095.3 6.569 813.2 1.726
M03004 437.0 2079.3 4,758 1872 0.428 1190.7 2,725 12482.1 28.563 1518.8 3.476 1439.6 3.294 2958.4 6.770 626.0 1.432
M03005 506.3 2036.1 4.022 172.0 0.340 1357.5 2.681 15936.8 31.477 1386.5 2.738 1421.5 2.808 2808.0 5.546 992.1 1.960
M03006 432.7 2020.0 4.668 255.8 0.591 1238.5 2.862 13563.0 31.345 14173 3275 1425.2 3.294 28425 6.569 702.0 1.622
M03007 4248 1946.6 4.582 255.6 0.602 1302.3 3.066 13788.5 32.459 13829 3.255 1389.5 3.271 27724 6.526 634.2 1.493
MO03008 468.1 1979.4 4,229 3334 0.712 1322.0 2.824 14187.4 30.308 1450.0 3.098 1376.3 2.940 2826.3 6.038 736.6 1,574
Number of males 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mean 456.4 20223 4.444 280.7 0.617 1290.2 2.830 14157.5 31.002 1440.6 3.167 1422.8 3.127 2863.5 6.294 745.1 1.625
S.D. 27.6 55.6 0.264 77.8 0.167 97.3 0.192 1237.1 1.605 529 0.221 74.9 0.240 115.0 0.442 119.3 0.163
Significance NS NS NS NS NS NS NS NS o NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN DU DU KW AN KW AN KW AN AN AN
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
KW: Analysis by Kruskal-Wallis' test (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Appendix 29-1-3 (continued) . Organ weights of male rats at the end of the dosing period
2,4-DTAP 50 mg/kg
Male No. Testis (R) Testis (L) Testes Epididymis (R} Epididymis (L) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg)  (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
MO03001 1836.2 4.184 1846.6 4207 3682.8 8.391 726.4 1.655 6593 1.502 1385.7 3.157 874.7 1.993 1804.6 4.112
M03002 1668.9 3.534 1652.3 3.498 33212 7.032 679.9 1.440 655.5 1.388 13354 2.827 504.6 1.068 1836.7 3.889
MO03003 1746.5 3.706 1738.5 3.690 3485.0 7.396 636.2 1.350 605.7 1.285 12419 2636 §53.8 1.175 1673.6 3.552
M03004 1612.4 3.690 1589.5 3.637 3201.9 7.327 643.2 1.472 628.2 1.438 1271.4 2.909 825.8 1.890 1992.7 4.560
MO03005 1910.5 3973 1861.6 3.677 37721 7.450 666.5 1.316 652.6 1.289 1319.1 2.605 448.4 0.886 1794.1 3.544
M03006 13763 3.181 1365.4 3.156 2741.7 6.336 618.4 1.429 590.3 1.364 1208.7 2.793 843.0 1.948 1777.6 4.108
M03007 1677.8 3.950 1662.6 3.914 33404 7.863 619.5 1.458 637.0 1.500 1256.5 2.958 650.1 1.530 11720 2.759
MO03008 1487.0 3.177 1462.6 3.125 2949.6 6.301 476.3 1.018 486.2 1.039 962.5 2.056 362.4 0.774 1038.8 2219
Number of males 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mean 1664.5 3.649 1647.4 3.613 33118 7.262 633.3 1.392 614.4 1.351 1247.7 2,743 632.9 1.408 1636.3 3.593
SD. 1749 0.349 173.7 0361 3482 0.710 72.8 0.182 573 0.151 128.4 0.329 196.4 0.496 341.1 0.769
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method Kw AN AN AN KW AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-1-3 (continued). Organ weights of male rats at the end of the dosing period

2,4-DTAP 50 mg/kg

Male No. Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
MO03001 273 0.062 23.5 0.054 26.0 0.059 49.5 0.113
MO03002 25.6 0.054 218 0.046 24.1 0.051 459 0.097
M03003 19.6 0.042 253 0.054 283 0.060 53.6 0.114
MO03004 25.1 0.057 249 0.057 27.2 0.062 52.1 0.119
MO03005 30.3 0.060 27.1 0.054 26.3 0.052 53.4 0.105
M03006 20.5 0.047 284 0.066 28.7 0.066 57.1 0.132
MO03007 21.4 0.050 222 0.052 294 0.069 51.6 0.121
MO03008 20.5 0.044 18.7 0.040 15.5 0.033 34.2 0.073
Number of males 8 8 8 8 8 8 8 8
Mean 238 0.052 24.0 0.053 25.7 0.057 49.7 0.109
S.D. 3.9 0.007 3.1 0.008 4.5 0.011 7.0 0.018
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-1-4, Organ weights of male rats at the end of the dosing period

2,4-DTAP 100 mg/kg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M04001 448.7 2089.8 4.657 191.9 0.428 1281.5 2.856 15022.6 33.480 1670.0 3.722 1554.8 3.465 32248 7.187 934.9 2.084
M04004 464.5 20409 4.394 282.7 0.609 1305.7 2811 15612.2 33.611 1532.2 3.299 1521.3 3.275 3053.5 6.574 1100.2 2369
M04009 488.0 2052.1 4.205 230.0 0471 1354.1 2775 20590.8 42.194 1653.8 3.389 15203 3.115 3174.1 6.504 7192 1.474
M04010 434.0 2000.5 4.609 266.1 0.613 1200.8 2.767 14452.9 33.302 1512.3 3.485 1538.6 3.545 3050.9 7.030 695.0 1.601
Number of males 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Mean 458.8 2045.8 4.466 242.7 0.530 1285.5 2.802 16419.6 35.647 1592.1 3.474 1533.8 3.350 3125.8 6.824 862.3 1.882
S.D. 23.1 36.8 0.208 40.4 0.095 64.0 0.041 2820.8 4.367 81.3 0.182 16.4 0.193 87.5 0.336 191.8 0418
Significance NS NS NS NS NS NS NS *k kb NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN DU DU Kw AN KW AN KW AN AN AN
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
KW: Analysis by Kruskal-Wallis' test (one-way layout).
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Appendix 29-1-4 (continued) . Organ weights of male rats at the end of the dosing period
2,4-DTAP 100 mg/kg
Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M04001 1622.8 3.617 1612.4 3.593 32352 7.210 660.0 1471 654.9 1.460 1314.9 2.930 826.0 1.841 21484 4,788
M04004 1559.2 3.357 1668.1 3.591 3227.3 6.948 617.7 1.330 624.2 1.344 1241.9 2.674 590.0 1.270 1489.7 3.207
M04009 1597.2 3.273 1557.4 3.191 3154.6 6.464 652.1 1.336 639.1 1.310 1291.2 2.646 790.8 1.620 1809.4 3.708
M04010 1588.3 3.660 1616.5 3.725 3204.8 7.384 610.3 1.406 567.5 1.308 1177.8 2.714 700.6 1.614 1703.5 3.925
Number of males 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Mean 1591.9 3.477 1613.6 3.525 3205.5 7.002 635.0 1.386 621.4 1.356 1256.5 2741 726.9 1.586 1787.8 3.907
S.D. 26.2 0.191 452 0.231 36.3 0.401 24.7 0.066 38.1 0.072 60.6 0.129 105.4 0.236 274.8 0.660
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method KW AN AN AN KW AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different fror the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-1-4 (continued) . Organ weights of male rats at the end of the dosing period

2,4-DTAP 100 mg/kg

Male No. Thyroid gland Adrenal gland (R) Adrenal gland () Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M04001 155 0.035 27.6 0.062 25.7 0.057 533 0.119
M04004 26.1 0.056 29.8 0.064 29.9 0.064 59.7 0.129
M04009 26.5 0.054 255 0.052 29.0 0.059 54.5 0.112
M04010 21.5 0.050 26.6 0.061 26.7 0.062 533 0.123
Number of males 4 4 4 4 4 4 4 4
Mean 224 0.049 274 0.060 27.8 0.061 552 0.121

S.D. 5.1 0.010 1.8 0.005 2.0 0.003 3.1 0.007
Significance NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the vatue in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-2-1. Organ weights of male rats at the end of the recovery period

Com oil (control)
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M01009 515.6 1977.6 3.836 139.0 0.270 1462.3 2.836 14741.9 28.592 1667.0 3.233 1641.8 3.184 3308.8 6.417 701.6 1.361
M0O1010 4717 2175.0 4.553 2023 0.423 1340,1 2.805 12202.0 25.543 1529.7 3.202 1528.5 3.200 3058.2 6.402 737.4 1.544
M01011 498.8 2087.1 4.184 2521 0.505 1327.2 2.661 12829.0 25720 1257.6 2.521 1234.7 2475 24923 4.997 981.4 1.968
MO1012 5523 2068.1 3.745 2571 0.466 1394.4 2.525 14841.9 26.873 1720.7 3116 1643.5 2,976 3364.2 6.091 810.5 1.467
M01013 508.3 2081.5 4.095 266.0 0.523 1347.6 2.651 13805.2 27.160 1716.9 3.378 1669.6 3.285 3386.5 6.662 986.6 1.941
Number of males 5 5 S 5 5 5 5 5 5 5 5 S 5 5 5 5 5
Mean 510.5 2077.9 4.083 2233 0437 1374.3 2.696 13684.0 26.778 1578.4 3.090 1543.6 3.024 3122.0 6.114 843.5 1.656

S.D. 273 70.1 0.319 53.3 0.101 55.3 0.126 1162.1 1.234 195.3 0.332 181.1 0.327 375.5 0.656 134.1 0.280

Appendix 29-2-1 (continued) . Organ weights of male rats at the end of the recovery period

Com oil (control)

Male No. Testis (R) Testis (L) Testes Epididymis (R} Epididymis (L) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) (mg/g) (mg) (mp/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01009 1647.8 3.196 1669.4 3.238 33172 6.434 567.3 1.100 569.5 1.105 1136.8 2.205 841.7 1.632 1974.5 3.830
M01010 1592.7 3.334 1542.8 3.230 31355 6.564 667.4 1.397 654.7 1.371 1322.1 2.768 659.0 1.380 1813.3 3.796
MoO1011 1795.4 3.599 1692.4 3.393 3487.8 6.992 719.8 1.443 679.7 1.363 1399.5 2.806 4203 0.843 1885.3 3.780
M01012 1835.9 3.324 1762.8 3.192 3598.7 6.516 726.7 1316 680.5 1.232 1407.2 2.548 760.6 1.377 1667.8 3.020
M01013 1531.0 3.012 1612.5 3.172 3143.5 6.184 616.3 1212 651.5 1.282 1267.8 2.494 795.3 1.565 1640.3 3.227
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1680.6 3.293 1656.0 3.245 3336.5 6.538 659.5 1.294 647.2 1.271 1306.7 2.564 695.4 1.359 1796.2 3.531
S.D. 130.8 0.215 83.1 0.087 206.0 0.293 68.2 0.139 45.5 0.109 111.1 0.242 167.8 0.310 142.1 0.379

Appendix 29-2-1 (continued) . Organ weights of male rats at the end of the recovery period

Com oil (control)

Male No. Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01009 174 0.034 271 0.053 29.4 0.057 56.5 0.110
M01010 20.0 0.042 26.7 0.056 27.6 0.058 54.3 0.114
MoO1011 13.9 0.028 30.4 0.061 323 0.065 62.7 0.126
M01012 15.5 0.028 33.7 0.061 351 0.064 68.8 0.125
M01013 15.5 0.030 23.8 0.047 23.4 0.046 47.2 0.093
Number of males 5 5 5 5 5 5 5 5
Mean 16.5 0.032 283 0.056 29.6 0.058 579 0.114
S.D. 2.3 0.006 3.8 0.006 4.5 0.008 8.2 0.013
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-2-2. Organ weights of male rats at the end of the recovery period

2,4-DTAP 50 mg/kg
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M03009 477.2 21133 4.429 378.1 0.792 1605.8 3.365 12884.0 26.999 1405.6 2.946 13352 2.798 27408 5.744 764.2 1.601
MO03010 4884 20318 4.160 202.4 0414 1290.5 2.642 14254.0 29.185 14239 2915 1520.0 3.112 2943.9 6.028 845.1 1.730
M03011 4235 1998.8 4.720 205.4 0485 1273.2 3.006 10524.8 24.852 1386.6 3.274 1409.2 3.328 27958 6.602 764.8 1.806
MO03012 5209 1993.0 3.826 286.0 0.549 1537.7 2952 14380.1 27.606 15753 3.024 15253 2928 3100.6 5952 7.9 1.482
M03013 4582 2006.9 4.380 2139 0467 1340.7 2.926 10558.2 23.043 1477.8 3.225 1460.6 3.188 2938.4 6.413 599.9 1.309
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 4736 2028.8 4303 2572 0.541 1409.6 2978 12520.2 26.337 14538 3.077 1450.1 3.071 2903.9 6.148 749.2 1.586
S.D. 36.1 49.5 0.333 75.8 0.148 152.0 0.258 1899.3 2.409 75.9 0.163 79.9 0.210 141.2 0.351 90.1 0.198
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT IT TT TT TT TT TT TT TT TT TT TT TT TT
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Appendix 29-2-2 (continued) . Organ weights of male rats at the end of the recovery period
2,4-DTAP 50 mg/kg
Male No. Testis (R) Testis (L) Testes Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (ng/g) (mg) (mg/g) (mg) (mg/g) mg)  (mglg) (mg) (mg/g)
M03009 1672.5 3.505 1677.2 3.515 3349.7 7.019 638.7 1.338 672.4 1.409 1311.1 2.747 561.6 1.177 1678.1 3517
M03010 1576.6 3.228 1596.1 3.268 3172.7 6.496 582.7 1.193 682.1 1.397 1264.8 2.590 673.4 1379 1449.0 2.967
Mo03011 1748.5 4.129 1745.8 4.122 34943 8.251 659.2 1.557 676.1 1.596 13353 3.153 730.1 1.724 1648.9 3.894
M03012 1656.1 3.179 1647.3 3.162 3303.4 6.342 642.1 1.233 617.4 1.185 1259.5 2.418 719.8 1.382 1787.2 3.431
M03013 1648.2 3.597 1579.6 3.447 3227.8 7.045 635.0 1.386 617.7 1.348 1252.7 2.734 524.3 1.144 1548.0 3.378
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 1660.4 3.528 1649.2 3.503 3309.6 7.031 631.5 1.341 653.1 1.387 1284.7 2.728 641.8 1.361 16222 3.437
S.D. 61.4 0.380 66,7 0.373 123.7 0.750 28.8 0.143 32.7 0.147 36.4 0.272 93.7 0.231 129.0 0.332
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method T TT TT AW T TT TT TT TT T TT T TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 29-2-2 (continued) . Organ weights of male rats at the end of the recovery period

2,4-DTAP 50 mg/kg

Male No. Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

MO03009 228 0.048 25.7 0.054 264 0.055 52.1 0.109
MO03010 182 0.037 222 0.045 23.6 0.048 45.8 0.094
M03011 17.5 0.041 242 0.057 25.6 0.060 49.8 0.118
M03012 160 0.031 343 0.066 317 0.061 66.0 0.127
M03013 15.1 0.033 28.5 0.062 31.3 0.068 59.8 0.131
Number of males 5 5 5 5 5 5 5 5
Mean 179 0.038 27.0 0.057 27.7 0.058 54.7 0.116

S.D. 3.0 0.007 4.7 0.008 3.6 0.007 8.1 0.015
Significance NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 30-1-1. Organ weights of female rats at the end of the dosing period

Corn oil (control)

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
FO1001 31238 1850.6 5916 160.5 0.513 892.6 2.854 9032.9 28878 892.8 2.854 892.8 2854 1785.6 5.708 5882 1.880
F01002 3273 1990.0 6.080 107.6 0329 873.4 2.668 11699.5 35.745 1021.1 3.120 1024.1 3.129 20452 6.249 7644 2335
F01003 3352 18713 5.583 237.6 0.709 973.0 2.903 10429.5 31114 937.4 2.797 9132 2.724 1850.6 5.521 7316 2.183
F01004 2454 1976.7 8.055 332 0.135 801.4 3.266 8319.6 33.902 1099.1 4.479 11088 4.518 2207.9 8.997 296.1 1.207
F01005 3006 ¥ 19872 Y 6611 ¥ 271 % 0090 ¥ 10189 ¥ 3390 ¥ 95156 ¥ 31655 ¥ 14001 ¥ 4658 ¥ 14269 Y 4747 ¥ 28270 ¥ 9405 ¥ 6429 Y 2139 ¥
F01006 304.0 1855.9 6.105 856 0282 935.8 3.078 10154.7 33.404 9483 3.119 9313 3.063 1879.6 6.183 630.7 2.075
F01007 3145 1860.7 5916 190.7 0.606 10453 3.324 10188.6 32396 957.7 3.045 963.6 3.064 19213 6.109 783.6 2.492
F01008 304.2 1743.5 5731 2395 0.787 935.4 3.075 9543.8 31373 1074.6 3.533 997.8 3.280 2072.4 6.813 758.9 2.495
F01009 33838 1972.1 5.821 240.0 0.708 1004.6 2.965 10405.5 30.713 996.5 2,941 9726 2.871 1969.1 5.812 699.3 2.064
FO1010 3534 2004.4 5.672 191.9 0.543 1053.2 2.980 11403.7 32.269 11248 3.183 1109.6 3.140 22344 6.323 8313 2.352
FOIOI1 2756 1904.2 6.909 68.8 0.250 925.0 3.356 7913.5 28.714 10214 3.706 996.9 3.617 20183 7.323 385.4 1.398
FO1012 307.1 1925.0 6.268 1185 0.386 972.1 3.165 10685.3 34.794 11290 3.676 1141.8 3.718 2270.8 7.394 665.9 2.168
F01013 3220 1944.8 6.040 216.0 0.671 965.6 2.999 9330.6 28.977 1008.6 3.132 966.8 3.002 1975.4 6.135 682.0 2118
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 3117 1908.3 6.175 157.5 0.493 948.1 3.053 9925.6 31.857 1017.6 3.299 1001.6 3.248 2019.2 6.547 651.5 2.064
S.D. 29.0 75.8 0.686 727 0.213 71.5 0.202 1145.7 2.334 76.7 0.477 80.6 0.495 1553 0.969 161.1 0.401

a) Excluded from data analysis (total litter loss).

Appendix 30-1-1 (continued) . Organ weights of female rats at the end of the dosing period

Corm oil (vehicle)

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F01001 57.8 0.185 49.8 0.159 107.6 0.344 572.6 1.831 235 0.075 53.6 0.171 34.7 0.111 88.3 0.282
F01002 57.9 0.177 50.8 0.155 108.7 0.332 620.8 1.897 11.0 0.034 35.4 0.108 36.8 0.112 722 0.221
F01003 49.5 0.148 424 0.126 91.9 0.274 566.5 1.690 15.8 0.047 39.4 0.118 39.4 0.118 78.8 0.235
F01004 438 0.178 50.7 0.207 94.5 0.385 4223 1.721 8.9 0.036 38.7 0.158 423 0.172 81.0 0.330
F01005 513 2 o171 ¥ 565 0188 ¥ 1078 ¥ 0359 ¥ 7578 ¥ 2521 ¥ 151 0050 476 ® 0158 ¥ 507 ¥ 0.169 ¥ 983 ¥ 0327 ¥
F01006 51.2 0.168 65.7 0.216 116.9 0.385 573.1 1.885 11.7 0.038 33.4 0.110 37.1 0.122 70.5 0.232
F01007 489 0.155 53.4 0.170 102.3 0.325 511.3 1.626 12.9 0.041 315 0.100 35.5 0.113 67.0 0.213
F01008 485 0.159 46.0 0.151 94.5 0311 632.0 2,078 2.7 0.075 38.7 0.127 40.0 0.131 787 0.259
FO1009 458 0.135 57.1 0.169 102.9 0.304 590.8 1.744 16.3 0.048 30.4 0.090 34.7 0.102 65.1 0.192
F01010 44.4 0.126 58.0 0.164 102.4 0.290 496.3 1.404 14.2 0.040 49.8 0.141 57.0 0.161 106.8 0.302
F01011 54.2 0.197 39.3 0.143 93.5 0.339 677.9 2.460 10.5 0.038 34.9 0.127 414 0.150 76.3 0.277
F01012 69.8 0.227 38.5 0.125 108.3 0.353 563.4 1.835 21.8 0.071 37.7 0.123 383 0.125 76.0 0.247
F01013 39.1 0.121 385 0.120 77.6 0.241 618.7 1921 11.2 0.035 37.3 0.116 44.7 0.139 82.0 0.255
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 509 0.165 492 0.159 100.1 0.324 570.5 1.841 150 0.048 384 0.124 40.2 0.130 78.6 0.254
S.D. 8.2 0,031 8.6 0.030 10.3 0.043 68.5 0.258 5.1 0.016 6.9 0.023 6.2 0.022 11.0 0.039

a) Excluded from data analysis (total litter loss).
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HERFEER-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 30-1-2. Organ weights of female rats at the end of the dosing period

2,4-DTAP 10 mg/kg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F02002 256.5 1849.7 7211 229 0.089 840.2 3.276 9757.6 38.041 10465 4.080 985.0 3.840 2031.5 7920 3839 1.497
F02003 3322 1895.4 5.706 167.2 0.503 1011.5 3.045 112932 33.995 909.6 2.738 9412 2833 1850.8 5571 . 6571 1978
F02004 3402 1730.7 5.087 166.1 0.488 1073.4 3.155 11289.1 33.184 1010.5 2.970 1019.2 2.996 2029.7 5.966 670.4 1.971
F02005 3349 2013.9 6.013 265.7 0.793 1025.6 3.062 11598.0 34.631 1031.7 3.081 1022.8 3.054 2054.5 6.135 7367 2.200
F02006 2992 1902.1 6.357 1194 0.399 8743 2922 9054.5 30.262 945.4 3.160 880.2 2942 1825.6 6.102 690.9 2.309
F02007 296.0 1750.8 5915 155.4 0.525 896.6 3.029 9907.4 33471 904.8 3.057 909.8 3.074 1814.6 6.130 689.4 2329
F02008 3782 1898.2 5.019 2457 0.650 1070.8 2.831 118206 31.255 979.8 2.591 9475 2.505 19273 5.096 9314 2463
F02009 2387 1971.7 8.260 493 0.207 813.6 3.408 8597.5 36.018 12183 5.104 1138.7 4170 2357.0 9.874 521.9 2.186
F02010 296.2 1913.5 6.460 1723 0.582 904.3 3.053 91352 30.841 8375 2827 8137 2.747 16512 5.575 695.5 2348
F02011 365.8 1994.5 5.452 168.2 0.460 1067.6 2919 12930.5 35.349 956.1 2614 920.6 2,517 1876.7 5.130 785.8 2.148
F02012 3541 ® 18715 Y 5285 Y 2143 ¥ 0605 ¥ 9347 ¥ 2640 P 110123 P 31099 ¥ 9918 ¥ 2801 ¥ 10428 ¥ 2945 P 20346 ¥ 5746 ¥ 4845 % 1368 »
F02013 352.9 1914.6 5.425 163.0 0.462 1080.8 3.063 11313.5 32,059 1055.7 2.991 1049.1 2.973 2104.8 5.964 690.0 1.955
Number of females 11 11 11 11 1 11 11 11 11 11 11 11 11 11 11 11 11
Mean 3173 1894.1 6.082 154.1 0.469 969.0 3.069  10608.8 33.555 990.5 3.201 966.2 3.114 1956.7 6.315 6715 2.126
S.D. 44.1 89.7 0.967 715 0.193 103.7 0.164 1382.5 2.380 101.0 0.748 89.4 0.654 187.6 1.400 138.3 0.268
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN DU DU AN KW AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
b) Excluded from data analysis (not pregnant).
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 30-1-2 (continued) . Organ weights of female rats at the end of the dosing period

2,4-DTAP 10 mg/kg

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F02002 492 0.192 536 0209 102.8 0.401 623.1 2.429 13.9 0.054 37.0 0.144 35.7 0.139 72.7 0.283
F02003 56.2 0.169 55.7 0.168 111.9 0337 643.7 1.938 235 0.071 37.8 0.114 40.7 0.123 78.5 0.236
F02004 63.2 0.186 58.2 0.171 121.4 0.357 661.1 1943 23.7 0.070 36.1 0.106 349 0.103 71.0 0.209
F02005 65.1 0.194 533 0.159 118.4 0.354 615.0 1.836 14.0 0.042 50.7 0.151 49.0 0.146 99.7 0.298
F02006 492 0.164 47.8 0.160 97.0 0.324 535.2 1.789 22.1 0.074 38.6 0.129 43.6 0.146 82.2 0.275
F02007 46.6 0.157 48.0 0.162 94.6 0.320 716.0 2419 17.8 0.060 35.1 0.119 38.7 0.131 73.8 0.249
F02008 51.5 0.136 41.2 0.109 92.7 0.245 675.5 1.786 13.6 0.036 40.7 0.108 40.9 0.108 81.6 0.216
F02009 67.8 0.284 60.0 0.251 127.8 0.535 575.2 2410 20.6 0.086 435 0.182 452 0.189 88.7 0.372
F02010 60.9 0.206 42.1 0.142 103.0 0348 445.0 1.502 15.7 0.053 27.9 0.094 30.8 0.104 58.7 0.198
F02011 78.0 0213 62.4 0.171 140.4 0.384 585.2 1.600 203 0.055 4.5 0.122 437 0.119 882 0.241
F02012 417 % o118 ™ 444 % 0125 Y 861 % 0243 P 5759 % 1626 Y 85 % 0024 ¥ 362 ® 0102 Y 368 ¥ 0104 730 ¥ 0206 ¥
F02013 61.6 0.175 62.0 0.176 123.6 0.350 687.3 1.948 19.7 0.056 37.2 0.105 38.0 0.108 75.2 0.213
Number of females 11 1 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 59.0 0.189 53.1 0.171 112.1 0.360 614.8 1.964 18.6 0.060 39.0 0.125 40.1 0.129 79.1 0.254
S.D. 9.6 0.039 7.5 0.036 15.4 0.071 774 0.324 3.8 0.015 5.9 0.025 5.2 0.026 10.9 0.051
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
b) Excluded from data analysis (not pregnant).
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SHEAF - R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 30-1-3. Organ weights of female rats at the end of the dosing period

2,4-DTAP 50 mg/kg

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F03001 355.4 1879.8 5289 2427 0,683 10428 2,934 12808.8 36.041 1071.0 3.014 1001.6 2818 2072.6 5.832 7813 2,198
F03003 297.0 1834.9 6.178 181.9 0.612 1000.6 3.369 11498.1 38.714 906.3 3.052 8973 3.021 1803.6 6.073 5727 1.928
F03004 3022 1836.6 6.077 298.8 0.989 880.6 2914 10578.9 35.006 920.1 3.045 9335 3.089 1853.6 6.134 671.6 2242
F03005 3389 2124.5 6.269 209.5 0.618 1032.4 3.046 10738.3 31.686 986.7 2911 10322 3.046 20189 5.957 797.5 2353
FO03006 300.1 1946.0 6.485 143.9 0.480 896.4 2.987 11282.1 37.594 1059.9 3.532 1043.6 3.478 2103.5 7.009 656.5 2.188
F03007 305.0 1881.1 6.168 180.2 0.591 1065.5 3.493 114523 37.549 1109.0 3.636 1104.1 3.620 2213.1 7.256 6743 2211
F03008 3374 1829.0 5.421 713 0.211 968.4 2.870 12383.8 36.704 1017.7 3.016 996.1 2,952 2013.8 5.969 839.2 2,487
FO3009 2947 1824.7 6.192 58.9 0.200 8452 2.868 10205.6 34.630 993.4 3.371 993.8 3372 1987.2 6.743 652.9 2215
F03010 2986 1950.8 6.533 138.8 0.465 966.8 3.238 10946.5 36.659 1047.6 3.508 1048.9 3.513 2096.5 7.021 808.0 2.706
F03011 2049 @ 19588 9 6642 © 601 9 0204 9 8423 @ 2856 ¥ 12373.1 ? 41957 9 10785 @ 3657 9 10819 ¥ 3669 @ 21604 © 7326 ? 2668 ? 0905 ¢
F03012 3513 1916.1 5.454 196.7 0.560 1004.6 2.860 11249.8 32.023 943.9 2687 957.7 2726 1901.6 5413 6123 1.743
F03013 366.0 1832.1 5.006 2227 0.608 1030.6 2.816 12856.8 35.128 987.7 2.699 955.2 2,610 1942.9 5.308 613.5 1.676
Number of females 1 11 I 11 11 11 11 11 11 1 11 11 11 11 11 11 11
Mean 3224 1896.0 5916 176.9 0.547 975.8 3.036 114546 35612 1003.9 3.134 996.7 3.113 2000.7 6.247 698.7 2177
S.D. 27.4 89.2 0.524 710 0.218 726 0.229 885.2 2.228 64.5 0.330 59.1 0.339 120.2 0.663 91.5 0.303
Significance NS NS NS NS NS NS NS ** o NS - NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN DU DU AN KW AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
c) Excluded from data analysis (moribund).
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HERFE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 30-1-3 (continued) . Organ weights of female rats at the end of the dosing period

2,4-DTAP 50 mg/kg

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (tog) (mg/g) (mg) (mg/g) (mg) (mg/g)
F03001 717 0.219 65.7 0.185 143.4 0.403 6453 1.816 20.6 0.058 424 0.119 43.1 0.121 85.5 0.241
F03003 61.6 0.207 4.3 0.149 105.9 0.357 591.3 1.991 28.6 0.096 315 0.106 345 0.116 66.0 0.222
F03004 46.1 0.153 4.0 0.139 88.1 0.292 623.1 2,062 23.5 0.078 34.0 0.113 36.9 0.122 70.9 0.235
F03005 522 0.154 47.7 0.141 99.9 0.295 570.4 1.683 13.2 0.039 40.5 0.120 40.2 0.119 80.7 0.238
F03006 53.1 0.177 62.0 0.207 115.1 0.384 551.2 1.837 19.5 0.065 323 0.108 34.5 0.115 66.8 0.223
F03007 36.1 0.118 40.3 0.132 76.4 0.250 599.3 1.965 15.3 0.050 394 0.129 42.6 0.140 82.0 0.269
F03008 59.0 0.175 44.2 0.131 103.2 0.306 4719 1.399 16.5 0.049 44.7 0.132 45.0 0.133 89.7 0.266
F03009 61.4 0.208 46.0 0.156 107.4 0.364 673.0 2.284 13.2 0.045 417 0.141 43.1 0.146 84.8 0.288
F03010 40.4 0.135 51.1 0.171 91.5 0.306 563.3 1.886 14.7 0.049 28.7 0.096 33.4 0.112 62.1 0.208
F03011 383 9 0130 516 7 0175 © 89.9 9 0305 9 109995 ? 37299 ¢ 122 9 0041 ° 645 2 0219 ¢ 784 2 0266 @ 1429 ? 0485 ¢
F03012 40.4 0.115 50.5 0.144 90.9 0.259 699.8 1.992 12.6 0.036 28.8 0.082 329 0.094 61.7 0.176
F03013 75.3 0.206 37.7 0.103 113.0 0.309 451.0 1.232 25.6 0.070 37.0 0.101 35.9 0.098 72.9 0.199
Number of females 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Mean 54.8 0.170 483 0.151 103.2 0.320 585.4 1.832 18.5 0.058 36.5 0.113 384 0.120 74.8 0.233
S.D. 13.8 0.038 8.7 0.028 17.7 0.050 76.7 0.300 55 0.018 57 0.017 4.5 0.016 10.1 0.033
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
¢) Excluded from data analysis (moribund).
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 30-2-1. Organ weights of female rats at the end of the dosing period, satellite group

Corn oil (control)
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05001 299.7 1816.2 6.060 201.1 0.671 923.5 3.081 8393.5 28.006 915.5 3.055 903.0 3.013 1818.5 6.068" 490.9 1.638
F05002 339.2 1931.4 5.694 3343 0.986 11265 3.321 8500.2 25.060 1042.4 3.073 11382 3.356 2180.6 6.429 578.2 1.705
F05003 291.1 1872.0 6.431 282.8 0.971 892.5 3.066 7475.2 25.679 913.4 3.138 906.9 3.115 18203 6.253 458.8 1.576
F05004 3112 1945.2 6.251 281.2 0.904 10163 3.266 82175 26.406 994.9 3.197 9143 2938 1909.2 6,135 585.7 1.882
F05005 262.7 1920.2 7.309 297.5 1.132 877.9 3.342 6569.2 25.006 834.3 3.176 833.4 3.172 1667.7 6.348 525.7 2.001
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 300.8 1897.0 6.349 279.4 0.933 967.3 3.215 7831.1 26.031 940.1 3.128 939.2 3.119 1879.3 6.247 527.9 1.760
S.D. 28.0 52.9 0.602 48.7 0.168 104.0 0.132 811.2 1.241 80.6 0.062 115.9 0.160 189.5 0.148 54.8 0.177
Appendix 30-2-1 (continued). Organ weights of female rats at the end of the dosing period, satellite group
Corn oil (control)
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/g)
F05001 409 0.136 46.0 0.153 86.9 0.290 604.6 2017 14.6 0.049 345 0.115 36.0 0.120 70.5 0.235
F05002 50.7 0.149 49.7 0.147 100.4 0.296 1020.3 3.008 26.9 0.079 336 0.099 36.4 0.107 70.0 0.206
F05003 339 0.116 35.0 0.120 68.9 0.237 766.0 2.631 13.6 0.047 22.9 0.079 27.8 0.095 50.7 0.174
F05004 479 0.154 58.5 0.188 106.4 0.342 6109 1.963 16.0 0.051 329 0.106 37.8 0.121 70.7 0.227
F05005 419 0.159 42.1 0.160 84.0 0.320 343.0 1.306 14.9 0.057 30.6 0.116 35.3 0.134 65.9 0.251
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 43,1 0.143 46.3 0.154 89.3 0.297 669.0 2.185 17.2 0.057 30.9 0.103 347 0.115 65.6 0.219
S.D. 6.6 0.017 8.7 0,024 14.7 0.039 248.3 0.657 5.5 0.013 4.7 0.015 3.9 0.015 8.5 0.030
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HERE S :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 30-2-2. Organ weights of female rats at the end of the dosing period, satellite group

2,4-DTAP 100 mgkg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) ({mg) (mg/g) (mg) (mg/g)
F04001 284.6 1955.6 6.871 2414 0.848 942.8 3313 9541.2 33.525 1012.1 3.556 1099.3 3.863 2111.4 7.419 554.6 1.949
F04004 268.5 1897.4 7.067 243.5 0.907 824.8 3.072 8437.2 31.423 906.1 3.375 885.3 3297 1791.4 6.672 5375 2.002
F04006 284.8 1934.4 6.792 181.5 0.637 868.1 3.048 8855.8 31.095 865.7 3.040 885.9 3.111 1751.6 6.150 584.2 2.051
F06001 268.3 19109 7.122 355.8 1326 906.3 3378 8603.4 32.066 944.3 3.520 929.0 3.463 18733 6.982 678.5 2.529
F06004 275.3 1874.0 6.807 192.6 0.700 798.9 2.902 9169.2 33.306 931.4 3.383 918.1 3335 1849.5 6.718 599.2 2177
F06006 317.7 1885.8 5.936 209.6 0.660 947.6 2.983 9768.4 30.747 950.3 2.991 966.6 3.042 1916.9 6.034 554.0 1.744
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 283.2 1909.7 6.766 2374 0.846 881.4 3.116 9062.5 32.027 935.0 3.311 947.4 3.352 1882.4 6.663 584.7 2.075
S.D. 18.4 30.7 0.429 63.2 0.258 61.6 0.188 526.0 1.162 48.8 0.240 80.3 0.294 126.6 0.517 51.2 0.264
Significance NS NS NS NS NS NS N§ * ** NS NS NS NS NS NS NS *
Statistical method 1T TT TT TT TT TT TT IT TT TT AW TT TT TT AW TT T
Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
Appendix 30-2-2 (continued) . Organ weights of female rats at the end of the dosing period, satellite group
2,4-DTAP 100 mg/kg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F04001 36.6 0.129 359 0.126 72.5 0.255 534.2 1.877 19.1 0.067 317 0.111 326 0.115 64.3 0.226
F04004 52.2 0.194 40.9 0.152 93.1 0.347 776.1 2.891 6.0 0.022 323 0.120 319 0.119 64.2 0.239
F04006 44.1 0.155 41.8 0.147 85.9 0302 454.0 1.594 24.1 0.085 300 0.105 314 0.110 614 0216
F06001 40.6 0.151 351 0.131 75.7 0.282 3n9 1.390 17.8 0.066 373 0.139 40.2 0.150 71.5 0.289
F06004 55.3 0.201 474 0.172 102.7 0.373 520.0 1.889 7.6 0.028 366 0.133 38.8 0.141 75.4 0.274
F06006 46.0 0.145 54.5 0.172 100.5 0.316 451.6 1.421 15.7 0.049 36.7 0.116 42.5 0.134 79.2 0.249
Number of females 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Mean 45.8 0.163 42.6 0.150 88.4 0313 518.1 1.844 15.1 0.053 341 0.121 36.2 0.128 70.3 0.249
S.D. 7.0 . 0.029 7.3 0.020 12.6 0.043 138.9 0.556 7.0 0.024 3.1 0.013 4.8 0.016 7.9 0.028
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT TT TT T TT TT TT TT TT T

Significantly different from the control group (*: P<0.05, **: P<0.01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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RERE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 30-3-1. Organ weights of female rats at the end of the recovery period

Corn oil (control}
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05006 2715 1949.2 7179 2226 0.820 878.1 3.234 6511.4 23,983 8453 3.113 798.2 2,940 1643.5 6.053 502.4 1.850
F05007 3108 1920.5 6.179 278.5 0.896 981.8 3.159 8056.4 25921 913.2 2938 972.8 3.130 1886.0 6.068 633.1 2.037
F05008 3351 1889.5 5.639 194.9 0.582 978.5 2920 8164.9 24.366 985.2 2.940 1001.5 2.989 1986.7 5.929 533.1 1.591
F05009 3324 1996.6 6.007 2717 0.835 989.0 2.975 8463.6 25.462 1030.9 3.101 9913 2,982 2022.2 6.084 456.2 1.372
F05010 300.8 1891.1 6.287 3473 1.155 909.9 3.025 7574.3 25.181 846.3 2.813 807.6 2.685 1653.9 5.498 544.1 1.809
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 310.1 19294 6258 264.2 0.858 947.5 3.063 7754.1 24,983 924.2 2.981 9143 2.945 1838.5 5.926 533.8 1.732
S.D. 26.0 44.8 0.570 58.8 0.205 50.2 0.130 764.9 0.795 82.9 0.126 102.2 0.162 180.3 0.247 65.1 0.256

Appendix 30-3-1 (continued) . Organ weights of female rats at the end of the recovery period

Corn oil (control)

Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mo/g)
F05006 58.8 0.217 455 0.168 104.3 0.384 5457 2.010 13.1 0.048 293 0.108 30.7 0.113 60.0 0.221
F05007 722 0.232 572 0.184 126.4 0416 494.7 1.592 17.1 0.055 334 0.107 36.7 0.118 70.1 0.226
F05008 40.3 0.120 50.4 0.150 90.7 0.271 445.4 1.329 15.8 0.047 28.8 0.086 36.6 0.109 65.4 0.195
F05009 377 0.113 37.0 0.111 74.7 0.225 573.2 1.724 14.0 0.042 358 0.108 36.0 0.108 71.8 0.216
F05010 53.4 0.178 55.8 0.186 109.2 0.363 399.7 1.329 12.6 0.042 30.0 0.100 31.5 0.105 61.5 0.204
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 52.5 0.172 49.2 0.160 101.7 0.332 491.7 1.597 14.5 0.047 315 0.102 343 0.111 65.8 0.212
S.D. 14.1 0.054 8.2 0.031 20.5 0.080 71.0 0.287 1.9 0.005 3.0 0.009 2.9 0.005 5.2 0.013
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HERFEE- R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 30-3-2. Organ weights of female rats at the end of the recovery period

2,4-DTAP 100 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidneys Spleen
weight (g) ) g (mgp g (g m® __(ug) g  (mge) mg) _ (mgg) ® _ (mge) ) (mg)
F04012 304.6 1914.5 6.285 308.8 1.014 1025.0 3.365 8425.7 27.662 9222 3.028 914.9 3.004 1837.1 6.031 660.1 2.167
F04013 3127 2045.7 6.542 3746 1.198 894.5 2.861 7773.1 24.858 960.5 3.072 862.9 2.760 1823.4 5.831 633.1 2.025
F06007 3382 1983.8 5.866 429.6 1.270 995.9 2.945 8774.7 25.945 1133.7 3.352 1115.9 3.300 2249.6 6.652 814.7 2.409
F06009 3372 1666.2 4.941 367.6 1.090 1016.2 3.014 9355.1 27.743 1063.7 3.155 1056.1 3.132 2119.8 6.286 606.7 1.799
F06010 292.7 1963.5 6.708 230.1 0.786 961.6 3.285 7475.9 25.541 904.5 3.090 869.9 2.972 1774.4 6.062 610.4 2.085
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 3171 1914.7 6.068 342.1 1.072 978.6 3.094 8360.9 26.350 996.9 3.139 963.9 3.034 1960.9 6172 665.0 2,097
S.D. 20.1 146.7 0.706 759 0.187 53.0 0.220 757.1 1.295 98.3 0.127 115.2 0.200 210.7 0313 86.4 0.222
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS * *
Statistical method TT AW TT TT TT TT TT TT TT TT TT TT TT TT TT TT TT
Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test.
UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group,
Appendix 30-3-2 (continued) . Organ weights of female rats at the end of the recovery period
2,4-DTAP 100 mg/kg
Female No. Ovary (R) Ovary (L) Ovaries Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal glands
(mg) (mg/g) (mg) (mg/p) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F04012 68.4 0.225 60.2 0.198 1286 0.422 466.8 1.533 202 0.066 355 0.117 374 0.123 729 0.239
F04013 40.6 0.130 35.9 0.115 76.5 0.245 466.7 1.492 12.4 0.040 224 0.072 26.7 0.085 49.1 0.157
F06007 41.3 0.122 349 0.103 76.2 0.225 7158 2.116 18.9 0.056 36.0 0.106 40.0 0.118 76.0 0.225
F06009 50.0 0.148 41.8 0.124 91.8 0.272 949.8 2.817 15.3 0.045 273 0.081 359 0.106 63.2 0.187
F06010 47.2 0.161 58.3 0.199 105.5 0.360 419.8 1.434 18.3 0.063 27.7 0.095 34.0 0.116 61.7 0.211
Number of females 5 5 5 5 5 5 5 5 5 . 5 5 5 5 5 5 5
Mean 49.5 0.157 46.2 0.148 95.7 0.305 603.8 1.878 17.0 0.054 29.8 0.094 34.8 0.110 64.6 0.204
S.D. 11.3 0.041 12.2 0.047 22.0 0.083 225.7 0.592 3.1 0.011 5.8 0.018 5.0 0.015 10.6 0.032
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT AW TT TT T TT TT TT AW T AW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.

UA.: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 31-1-1. Macroscopic findings of male rats at the end of the dosing period

Dose(mg/kg) Cormn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)
Group MO1- MO2- M03- MO4-
Findings Animal No. 001 002 003 004 005 006 007 008 001 002 003 004 005 006 007 008 009 010 011 012 013 001 002 003 004 005 006 007 008 001 004 009 010
Kidney
Enlargement T T L T S T I R S B L . S S P P - -

Liver
Accentuated lobular pattern L - P - - - - - - - - - - . L L T R - - - -
Enlargement L T T R T R - - P - P - - - P - P -

Lung
Dark reddish area L T S T T LT T B L T S - - - P

Spleen
Accessory spleen L T T R - P - - - - - - - - . - . L - T S - - - -
Enlargement L R A I T T S T I T . T - P - -

Thymus
Small T T R R T T R T T T R D A T N T T T
- : No abnormal changes P : Non-graded change
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HEE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 31-1-2. Macroscopic findings of female rats at the end of the dosing period

Dose{mg/kg) Com oil {control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)50
Group FO1- F02- F03-
Animal No. 001 002 003 004 005 006 007 008 009 010 011 012 013 001 002 003 004 005 006 007 008 009 010 Ol1 012 013 001 002 003 004 005 006 007 008 009 010 011 012 013
Findings Fate TL DP NP DD SL
Adrenal gland
Enlargement L T T T T L T T S B - - - - - -« - - - P - -

Cecum
Retention, black content B I T - e e e e e e e e e . . -

Hair
Soiled fur, perioral/perineal region - - - - - - « - - - - - - T e -

Tleumn
Diverticulum - - - - - - - - P - - . - - - - - - - - - - - - - - - - - - - - - - - - - - .

Kidney
Discoloration, pale colored - - - P P - - - - - - - - T e - - e e - 4 4 e - . P - .
Enlargement - - - P

Liver
Discoloration, pale colored T -

Lung

Dark reddish area, scattered - e e e e e e e e e e e P - - - - e e e . e e o - T, B . .
Discoloration, dark reddish e e e e e e e e e e e e -
Incomplete retention B T - e e e e e e e e e e -

-]
'
'
'
s
.
'
'
.
'
'
'

Spleen
Discoloration, pale colored - -« « P - - - - . - - - .
Smalt e N P - - - - - - - - e e - -

e~

.

'

'

'

'

’

.

'

'

'

'

.

'
-
-2

Stomach
Dark colored spot, mucosa,

glanduler stomach - - - P . - - - - - - . - - P . - - - - - P - - - - . . - - - . - - - . - - -
Recessed area, mucosa,

glandular stomach - - - - - - - - - - - - - P - - - - - - - - - - - - - . - - - - . - - - . - -
Thickening, mucosa, forestomach - - -~ - P - - - - . - - - P T, e -

Thymus
Small - - - P PP - - - - - - - - P - - - -« « - P - -~ & - - & «& - - - - PP - P - .

Uterus

Dilatation, lumen P T D T - - - - - - - - - - P - -
Discoloration, dark reddish,

endometrium R T S S S T S T N T - - = - - - « - - .« P
Edematous, endometrium D T T T S T e T T S R T I S
Enlargement S R S - e e e - - - - e . - - - e e - - - - - - - - - - .- - - P
- : No abnormal changes P : Non-graded change
Fate : blanks, Subjected to autopsy on day 5 lactation; TL, Total litter loss during lactation; DP, Died during pregnancy; DD, Died during delivery; SL, Sacrificed in the moribund condition during lactation; NP, Non-pregnant.
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 31-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Dose(mg/kg) Corn oil (control) 2,4-DTAP (100 mg/kg)
Group FOS- F04- F06-
Findings Animal No. 001 002 003 004 005 001 004 006 001 004 006
Liver
Enlargement - - - - - P - - - - -

- : No abnormal changes P : Non-graded change
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 31-3-1. Macroscopic findings of male rats (dead and moribund animals)

Dose{mg/kg) 2,4-DTAP (250 mg/kg)
Group MO04-
Animal No. 002 003 005 006 007 008 011 012 013
Findings Fate D D D S D D S D D
Abdominal cavity
Ascites, dark reddish - - P - - - - - -

Adrenal gland
Discoloration, dark reddish
Enlargement

oo

Cecum
Discoloration, dark reddish, mucosa - P P - - P P - -
Retention, black content - - - - . - - P -

Epididymis
Dark reddish area, head/cauda, uni-/bilateral - P - - P - - P -

Hair
Soiled fur * P P P P P P P P P

Tieum
Invagination - - P - - - - . -

Kidney
Enlargement
Rough surface
Whitish area, scattered, mottled

-l
.
o
'
.
'
'

Liver
Discoloration, dark reddish
Enlargement

o
oA~}

Lung
Dark reddish area - P - - - - « P -
Discoloration, reddish - - - P P P - - P

Spleen
Discoloration, pale colored
mall

g
a-Re-}

Stomach
Attachment, black content, mucosa, forestomach - - -
Dark colored spot, mucosa, glandular stomach - - -
Discoloration, dark reddish, mucoss, glandular stomach
Thinning, mucosa, forestomach P

'
- -
’
.
oo e
'

Testis
Discoloration, dark reddish, left side
Enlargement, left side

fa-Te-]

Thymus
Discoloration, dark reddish - - - - -
Small - - P P -
-:No abnormal changes P : Non-graded change
*: Soiled fur was observed in abd, /periocular/perioral/perinasal area/perineal region
Fate D : Died during the observation period. S : Sacrificed in the moribund condition during the observation period.

-
-~
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HERE B :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 31-3-2. Macroscopic findings of female rats (dead and moribund animals)

Dose(mg/kg) 2,4-DTAP (250 mg/kg)
Group F04- F06-
Animal No. 002 003 005 007 008 009 010 011 002 003 005 008
Findings Fate D S D D D S D D S S D D
Adrenal gland
Discoloration, dark reddish - -
Enlargement P P

P P - - P - - P - P
P P P P P P P P P P
Cecum

Retention, black content - - - - - - - P - - . .

Hair
Soiled fur * P P P P P P P P P P P P

Kidney
Discoloration, dark reddish -
Enlargement -
Rough surface -
Whitish area, scattered, mottled -

ja-Ba~a - BN
v
oy
'
’
'
.
'
o= Be- R~
'
a-Te-Ts- I

Liver
Discoloration, dark reddish - - P P - .
Enlargement - - P - - -
Whitish area, scattered - - - - - - - - P . .

- s -]
:
'
s~ Nie-]
’
o~ He-]

Lung
Dark reddish area, scattered - - P - - - P - - - - .
Discoloration, dark reddish P - - P P - - P - - P -

Small intestine
Retention, black content - - - - - - - P - - - -

Spleen
Small P P P - P - P P P P P P

Stomach
Discoloration, dark reddish, mucosa, glandular stomach - - - P - - - P - - - -
Thinning, mucosa, forestomach P P P P P P P P - P P P

Thymus
Discoloration, dark reddish - - - - - - - P - - - -
Small P - - P P P - P - - N -

Urinary bladder
Retention, reddish urine - - - P - - - - - - - -
- : No abnormal changes P : Non-graded change
* : Soiled fur was observed in thorax/abdomen/periocular/perioral/perinasal area/perineal region
Fate D : Died during the observation period. S : Sacrificed in the moribund condition during the observation period.
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RERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 32-1. Macroscopic findings of male rats at the end of the recovery period

Dose(mg/kg) Corn oil (control) 2,4-DTAP (50 mg/kg)
Group MO1- MO3-
Findings Anima] No. 009 010 011 012 013 009 010 011 012 013

All organs - -

- :No abnormal changes P : Non-graded change
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REREFE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 32-2. Macroscopic findings of female rats at the end of the recovery period

Dose(mg/kg) Corn oil (control) 2,4-DTAP (100 mg/kg)
Group F0S- F04- FO6-
Findings Animal No. 006 007 008 009 010 012 013 007 009 010

All organs oo - - - -

- :No abnormal changes P : Non-graded change
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RERE S :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-1-1. Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Dose Com oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)

Group Mo1- MO2- MO3- MO04-
Findings Animal No. 001 002 003 004 005 006 007 008 009 010 011 012 013 002 001 _002 003 004 005 006 007 008 009 010 011 012 013 001 004 009 010
Brain . - - - - - - - - - - - B - -
Spinal cord - - - - - - - - - - - . . -
Pituitary gland - - - - - ) - - - - - - . - -
Submandibular gland - - - - - - - - - - - - . -

Sublingual gland - - - - - - - - - - . - - -
Lymph node, submandibular - - - - - - - - - - - - . -
Thyroid gland - - - - - - - - - - . - - -
Parathyroid gland - - - - M - - - - . - - - -
Thymus - - - - - - - - - - - . - - -

Heart
D ion/fibrosis, myocardial, focal - - + - + - - - - . - - - -

Trachea - - - - - - - . - - - - - -

Lung
Accumulation, foam cell, alveolus - - - - - - - - - - - - - +
Mineralization, focal, arterial wall - - - - - * - - - - - - - .

Bronchus - - - - - . - - - - - - - -
Liver

Fatty change, hepatocyte, periportal £ & x4+ + £ + + £ +
Microgranuloma - E - - - - - . .

W+
W+

[ 8]
L
W+

Pancreas
Atrophy, acinar cell, focal, with ductal proliferation - - + - - . - - - . - - - .
Cellular infiltration, lymphocyte, around artery - - - £ - . - - - - - - - -
Stomach - - - - - - - - - - - - - -
Duodenum - - - - - - - - - - - - - -
Jejunum - - - - - - . . - - - - - -
Tleum - - - - - - - - - - - .

- : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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HERE 5 R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-1-1 (continued) . Histopathological findings of male rats at the end of the dosing period [H.E. staining]

Dose Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg) 2,4-DTAP (100 mg/kg)

Group MO1- Mo2- MO3- MO04-
Findings Animal No. 001 002 003 004 005 006 007 008 009 010 011 012 013 002 001 002 003 004 005 006 007 008 009 010 Oil 012 013 001 004 009 010
Cecum - - - - - - - -

Colon - - - - - - - - - - - - - -
Rectum - - - - - - - - - - - - - -
Lymph node, mesenteric - - - - - - - - - . . - - .
Spleen

Deposit, pigment, brown + x £ &
, g dullary o+ o+ o+

+ W
" K
+ B
+ B
W H
+ W
+ W
+ W
+ +
W+

Kidney
Basophilic tubule, cortex/medulla -
Basophilic tubule, cortex + +
Cast, hyalin, cortex/medulla
Cyst, cortico-medullary junction -

[T
H
[T

[
B
B
.
[

- I

Urinary bladder - - - - - - . . . - . - - -
Adrenal gland - - - - - - - - - - - . .

Testis - - - - - - - - - - . - - -
Epididymis - - - - - - - - - - - . . .

Prostate
Cellular infiltration, lymphocyte, interstitial - E - - . 1 - + o+ - -

Seminal vesicle - - - - - - - - - - - . .

Coagulating gland - - - - - - - - - - . - - -
Eyeball - - - - - - - - - - - . . -
Harderian gland - - - - - - - - - - - . . .
Sciatic nerve - - - - - - - - - - . - -

Skeletal muscle - - - - - ) - - - - - . - - -
Femur - - - - - - - - - - - - - -

Marrow, femur - - - - - - - - - - - - -

- : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not ined M: Missing A: Autolysi!
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HERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-1-2. Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Dose Corn oil (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)

Group FOl- F02- FO3-

Animal No. 001 002 003 004 005 006 007 008 009 010 01l 012 013 001 002 009 001 002 003 004 005 006 007 008 009 010 Ol1 012 013
Findings Fate TL Dp DD SL
Brain - - - - - - - - - - - - -

Spinal cord - - - - - - - - - - - - -
Pituitary gland - - - - - . - - - - - - -
Submandibular gland - - - - - - - - . . . . -
Sublingual gland - - - - - . - - - - - - -

Lymph node, submandibular
Atrophy, follicle - + + - - 2+ - - . - - . +

Thyroid gland - - - - - - - - - - - - .

Parathyroid gland
Hyperplasia, chief cell - - - - - P - - - - - - P

Thymus
Atrophy - 2+ 2+ o+ - 2+ 3+ 3+ 2+ - + - - + 0+ 2+

Heart
D ion/fibrosis, myocardial, focal - - - - * - - - - - - .

Trachea - - - - . - - - - - - . .

Lung
A lation, foam cell, alveol - - - - . . - - + - &= - - -

Bronchus - - B - . - - - - - - - -

Liver
Fatty change, hepatocyte, periportal - B - - - - - - - .
Microgranuloma - - - EY - - - - + -
Vacuolation, h yte, midzonal - 2+ ES - 2+ + .- .. .. +

H K
H K
'

Pancreas - - - - - - - - - - - - -

Stomach
Edema, submucosa, forestomach . .
Eroston, mucosa, glandular stomach - +
Hyperplasia, squamous cell, mucosa, forestomach - -
Ulcer, mucosa, forestomach . - -

e+
e
e
Vo
Vo
TR I
Vo +
'
'
'
'
COH o+
'
'

Duodenum - - - - - - . . - - - - -

Jejunum - - - - - - - - - - - - -
- : No abnormal changes =*: Very slight +: Slight 2+: Moderate 3+: Matke:

P : Non-graded change NE: Not ined M: Missing A: Autolysi!
Fate : blanks, Subjected to autopsy on day 5 lactation; TL, Total litter loss during lactation; DP, Died during pregnancy; DD, Died during delivery; SL, Sacrificed in the moribund condition during lactation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-1-2 (continued) . Histopathological findings of female rats at the end of the dosing period [H.E. staining]

Dose Com o1! (control) 2,4-DTAP (10 mg/kg) 2,4-DTAP (50 mg/kg)
Group FO1- FO2- F03-
Animal No. 001 002 003 004 005 006 007 008 009 010 011 012 013 001 002 009 001 002 003 004 005 006 007 008 009 0l0_ 01l 012 013
Findings Fate TL DP DD SL
Teum
Diverticulum - - - - P - - - - - - . . -
Cecum - - - - - - - - - - - - - -
Colon - - - - - - - - - - - - .
Rectum - - - - - - - - - . - - -
Lymph node, mesenteric
Atrophy, follicle - ) - - - 2+ - . . - - - +
Spleen
Decrease, red pulp - + - - - + - - - - - . +
Decrease, white pulp - - - - - 2+ - - - - - - *
Deposit, pigment, brown + + + + 2+ + £ 2+ + 4+ + o+ 2+
Hematopoiesis, extramedullary 2+ + + + + - + o+ 2+ 2+ 24+ 24 +
Kidney
Basophilic tubule, cortex EY + + + E EY + + + + . - * * 2+
Cast, hyalin, cortex/medulla - + - - - - ® - - - . . . . +
Degeneration/necrosis,
proximal tubular epithelium, cortex - + 2+ & - + 2+ + - - - - - - +
Embolus, capillary, glomerulus, cortex - - - - - - - - -2+ - - - - .
Urinary bladder - - - - - - - - . . . . -
Adrenal gland
Hypertrophy, zona fasciculata, cortex - - - . - + - - - - - - +
Necrosis, focal, cortex - - - - - - - - - - - . +
Ovary - - - - - - - - - - - - -
Uterus
Hemorrhage, endometrium - - - - - + - + - - - - 3+
Necrosis, endometrium - - - - - - - e .. - 3+
Vagina - - - - - - - - - - - - -
Eyeball - - - - - - - - - - . . .

Harderian gland - - - - - - - - - - - - .
Sciatic nerve - - - - - - - - . - - - -
Skeletal muscle - - - - - - - - - - - - -
Femur - - - - - - - - - - - - -
Marrow, femur B B
« : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined M: Missing A: Autolysis
Fate : blanks, Subjected to autopsy on day 5 lactation; TL, Total litter loss during lactation; DP, Died during pregnancy; DD, Died during delivery; SL, Sacrificed in the moribund condition during lactation.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-2. Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Dose Comn oil (control) 2,4-DTAP (100 mg/kg)
Group FO05- F04- F06-
Findings Animal No. 001 002 003 004 005 001 004 006 001 004 006
Brain
Cellular infiltration, lymphocyte,
choroid plexus, ventricle - - - - - - - - + - -

Spinal cord - - - - - - - - - . .
Pituitary gland - - - - - - - - - - -
Submandibular gland - - - - - - - - - - -
Sublingual gland - - - - - - - - - - .
Lymph node, submandibular - - - - - - - - . . .

Thyroid gland
Ectopic thymus - - - - - - - - - - P

Parathyroid gland - - - - M - M - - - -
Thymus - - - - - - - - - - -
Heart - - - - B - - - - - -
Trachea - - - - - - . . - - -
Lung

Accumulation, foam cell, alveolus - + - - + - - - - . -

Mineralization, focal, arterial wall - + - - - - . . - - -
Bronchus - - - - - - - - - - -
Liver

Fatty change, hepatocyte, periportal - - - + - + - - - . -

Microgranuloma - - - + + + - - - + -

Pancreas
Atrophy, acinar cell, focal, with ductal proliferation - - - - - - - - . - +

Stomach - - - - - - - - - - -

Duodenum - - - - - - - - - - -

Jejunum - - - - - - - - - - -
- : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined M: Missing A: Autolysis
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-2 (continued) . Histopathological findings of female rats at the end of the dosing period, satellite group [H.E. staining]

Dose Corn oil (control) 2,4-DTAP (100 mg/kg)

Group FO5- F04- F06-
Findings Animal No. 001 002 003 004 005 001 004 006 001 004 006
Tleum - - - .- - - - - N - -

Cecum - - - - - - - . - - -
Colon - - - - - - - - - - .
Rectum - - - - - - - - - - -
Lymph node, mesenteric - - - . - - - - - - -
Spleen

Deposit, pigment, brown + + + + + + + + + 2+ +
Hematopoiesis, extramedullary + + + + +

H
+
+
+
+
*

Kidney
Basophilic tubule, cortex -
Calculus, pelvis -
Cyst, cortico-medullary junction -
Hyperplasia, transitional cell, pelvis -
Mineralization, cortex/medulla -

S
.
.

.
Lo+

.

.

.

.

.

Urinary bladder - - - - - - - - - - -
Adrenal gland - - - - - - - - - - -
Ovary - - - - - - - . - - -
Uterus - - - - - - - - - - .
Vagina - - - - - - - - - - -
Eyeball - - - - - - - - - - -
Harderian gland - - - - - - - . . - .
Sciatic nerve - - - - - - - - - . .
Skeletal muscle - - - - - - - - - - .
Femur - - - - - - - - - - .

Marrow, femur . - - - - - - - - . . .
- : No abnormal changes =: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined M: Missing A: Autolysis
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-3-1. Histopathological findings of male rats (dead and moribund animals) [H.E. staining]

Dose 2 4-DTAP (250 mg/ks)
Group M
Animal No. 002 003 005 006 007 008 OI1 012 013
Findings Fate D D D S D D S D D
Bre
rain - - - - - - - - -

Spinal cord - - - - .. - - -
Pituitary gland - - - - - - - - -
Submandibular gland - - - - - - - - .
Sublingual gland . - - . . - . - .

Lymph node, submandibular
Atrophy, follicle 2+ 2+ 2+ + 2+ 2+ 2+ 2+ 2+

Thyroid gland - - . . . . - .

Parathyroid gland
Hyperplasia, chief cell P P P P P P P P P

Thymus
Atrophy 3+ 3+ 2+ + 2+ 3+ 3+ 3+ 3+

Heart
Mineralization, myocardium, focal, around artery - - + - - - - + -

Trachea - - - - - - - - -

Lung
Accumulation, foam cell, alveolus + - - - - - - - -

Bronchus - - - - - - - - -
Liver

Fatty change, hepatocyte, periportal - - - - - - * - -
Vacuolation, t te, midzonal + 2+ 2+ + 2+ + - 3+ -

Pancreas - - - - - - - - -

Stomach
Erosion, mucosa, glandular stomach - - - - - - + - +

Duodenum - - - - - - - - .
Jejunum - . - - . . - - -

Tleum
Stenosis, focal, lumen, in invagination - - P - . - . . .

Cecum . -

- : No abnormal changes =: Very slight +: Slight 2+ Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis

Fate D : Died during the observation period. S : Sacrificed in the moribund condition during the observation period.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-3-1 (continued). Histopathological findings of male rats (dead and moribund animals) [H.E. staining]

Dose 7,4-DTAP (250 mg/kg)
Group MO04-
Animal No. 002 003 005 006 007 008 011 012 013
Findings Fate D D D S D- D S D D
Colon - - - - - - - - .
Rectum - - - - - - - - -
Lymph node, mesenteric
Atrophy, follicle 2+ 2+ + + 2+ 2+ 2+ 2+ 2+
Spleen
Decrease, red pulp 2+ + 2+ 2+ 2+ 2+ + 2+ 2+
Decrease, white pulp 2+ + 2+ 2+ 2+ 2+ 2+ 3+ 2+
Deposit, pigment, brown - * EY - - ® + + +
Hematopoiesis, extramedullary - + - - - Y - +
Kidney
Basophilic tubule, cortex/medulla 2+ 2+ 3+ 2+ + + 2+ 3+ 2+
Cast, hyalin, cortex/medulla + + + + 2+ * 2+ 2+ +
Cell debris, lumen, cortex/medulla 2+ + 2+ + + + + 2+ 2+
Cellular infiltration, neutrophil, interstitial, papilla - - + + + + + + 2+
Di ion/l is, tubular epithelium, cortex/medulla 3+ + + + 3+ 2+ + + 2+
Hyperplasia, transitional cell, pelvis + + + + + + + + +
Mineralization, cortex/medulla - - - - - - + - +
Urinary bladder - - - - - - . . -
Adrenal gland
Hypertrophy, zona fasciculate, cortex + + + + + + + + +
Testis
Decrease, germ cell layer, seminiferous tubule, unilateral - - + - - - - - -
Epididymis
Decrease, sparm, lumen, unilateral - - + - - - . - -
Prostate - - - - - - - - -

Seminal vesicle - - - - - - . - .
Coagulating gland - - - . - - - - -
Eyeball - - - - - - - - -
Harderian gland - - - - - - - - .
Sciatic nerve - - - - - - - - .
Skeletal muscle - - - - - - - - -
Femur . - . - - - - - - -

Marrow, femur - -
- : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis

Fate D : Died during the observation period. S : Sacrificed in the moribund condition during the observation period.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-3-2. Histopathological findings of female rats (dead and moribund animals) [H.E. staining]

Dose 2,4-DTAP (250 mg/kg) n

Group F04- 06-

Animal No. 002 003 005 007 008 009 010 Ol1 002 003 005 008
Findings Fate D S D D D S D D S S D D
Brain - - - - - - - - - - -

Spinal cord - - - - - - - - - - - -
Pituitary gland - - - - - - - - - - . -
Submandibular gland - - - - - - - . - . - -
Sublingual gland - - - - - - - - - - - -

Lymph node, submandibular
Atrophy, follicle 2+ + 2+ + 2+ + 2+ + + + + 2+

Thyroid gland - - - - - - . . . - - -

Parathyroid gland M
Hyperplasia, chief cell P P P P P P P P P P P

Thymus
Atrophy 3+ 3+ 2+ 2+ 3+ 2+ 3+ 3+ 2+ 3+ 3+ 3+

Heart
Mineralization, myocardium, focal, around artery - - - - - - + - - - + -

Trachea - - - - - - - - - - - -

Lung
Metaplasia, osseous, focal - + - - - - - - - - . .

Bronchus - - - - - - - - . - - -
Liver

Microgranuloma - - - - - - - - - -
Vacuolation, hepatocyte, midzonal - - + + + + + - * *

+ W
H o

Pancreas - - - - - - - - - - - -

Stomach - - - - - . - - - - - -

Duodenum - - - - - - - - - - - -

Jejunum - - - - - - - . N - - -

Heum - - - - - - - - - - . .

Cecum - - - - - - - - - - - .
- : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Mark

P : Non-graded change NE: Not examined M: Missing A: Autolysis
Fate D : Died during the observation period. S : Sacrificed in the moribund condition during the observation period.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 33-3-2 (continued) . Histopathological findings of female rats (dead and moribund animals) [H.E. staining]

Dose 2,4-DTAP (250 mg/kg)
Group +04- F06-
Animal No. 002 003 005 007 008 009 010 o011 002 003 005 008
Findings Fate D S D D D S D D S S D D
Colon - - - - - - - - - - - N
Rectum - - - - - - - - - - - .
Lymph node, mesenteric
Atrophy, follicle 2+ + 2+ + 2+ + 2+ 3+ + 2+ + 2+
Spleen
Decrease, red pulp 2+ + 2+ + + + 2+ + 2+ 2+ 3+ +
Decrease, white pulp 3+ 2+ 3+ + 2+ 2+ 2+ + 2+ 2+ 3+ 2+
Deposit, pigment, brown + + - + * + - + + + - +
Hematopoiesis, extramedullary - - - + + + + - - - +
Kidney
Basophilic tubule, cortex/medulla 2+ 2+ 2+ 3+ 2+ 2+ + 2+ 2+ 2+ 3+ 2+
Cast, hyalin, cortex/medulla 2+ + + 2+ 2+ 2+ * ES + + 2+ 2+
Cell debris, lumen, cortex/medulla + + 2+ 2+ + 2+ ES & = + 2+ 2+
Cellular infiltration, neutrophil, interstitial, papilla + F3 + 2+ - 2+ - - + 2+ 2+ +
Cyst, cortico-medullary junction - - - - - P - - - - - -
Degeneration/necrosis, tubular epithelium, cortex/medulla + + 2+ + 2+ + 2+ 2+ + + + 2+
Hyperplasia, transitional cell, pelvis + + + + + + + + + + + +
ineralization, cortico-medullary junction - - - - + - - - - - - -
Necrosis, papilla + - - + - - - - - + + -
Urinary bladder - - - - - - . . . - - -
Adrenal gland
Hypertrophy, zona fasciculata, cortex + + + + + + + + + + + +
Ovary - - - - - - - - - - - -
Uterus - - - - - - - - . - - -
Vagina - - - - - - - - - - - .
Eyeball - - - - - - - - - . . -
Harderian gland - - - - - - - . . - - -
Sciatic nerve - - - - - - - - - - - .
Skeletal muscle - - - - - - - - - - . -
Femur - - - - - - - - - - - -

Marrow, femur - - - - - - - - - - - -
- : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis

Fate D : Died during the observation period. S : Sacrificed in the moribund condition during the observation period.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 34. Histopathological findings of female rats at the end of the recovery period [H.E. staining]

Dose Corn oil (control) 2,4-DTAP (100 mg/kg)

Group FO5- F04- FO6-
Findings Animal No. 006 007 008 009 010 012 013 007 009 010
Brain - - - - -

Spinal cord - - - - -
Pituitary gland - - - - -
Submandibular gland . - - - .
Sublingual gland - - - - .
Lymph node, submandibular - - - - .
Thyroid gland - - - . -
Parathyroid gland - - - - -
Thymus - - - - -
Heart - - - - -
Trachea - - - - .

Lung
Metaplasia, osseous, focal - . + - -

Bronchus - - - - -
Liver
Fatty change, hepatocyte, periportal - - + - +
Microgranuloma - - + + +

Necrosis, focal, subserosa - - + - -

Pancreas
Atrophy, acinar cell, focal, with ductal proliferation - + + - -

Stomach . - - . .
Duodenum - - - - -
Jejunum - - - - -

- : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 34 (continued) . Histopathological findings of female rats at the end of the recovery period [H.E. staining]

Dose Corn oil (control) 2,4-DTAP (100 mg/kg)

Group F05- F04- F06-
Findings Animal No. 006 007 008 009 010 012 013 007 009 010
lleum - - - - -

Cecum - - - - .
Colon - - - - R
Rectum - - - - -
Lymph node, mesenteric - - - - -
Spleen

Deposit, pigment, brown 2+ 2+ + 2+ 24

Hematopoiesis, extramedullary + + + + +
Kidney

Basophilic tubule, cortex - - - + - + - + + +

Cast, hyalin, cortex/medulla - - - - - - - - + -

Mineralization, cortico-medullary junction - - - - - - . - N +
Urinary bladder - - . - .
Adrenal gland - - - - -
Ovary - - - - -
Uterus - - - - -
Vagina - - - - -
Eyeball - - - - -
Harderian gland - - - - -
Sciatic nerve - - - - -
Skeletal muscle - - - - -
Femur - - - - -
Marrow, femur - - - . -

- : No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 35-1. Results of observations about estrous cycle

Corn oil (vehicle)

Pre-mating period Mating period
Animal o, Pre-treatment period Treatment period Times of vaginal
Stage Type Mean length Stage Type Mean length Stage estrus obseved
(days) (days)
F01001 EDDDPEDDDPEDD S5-days 5.0 PEDDPEDDPEDDDPE 4/5days 43 DDDPPL 1
F01002 DDEDDDPEDDPED 4/5days 4.5 DPEDDDEDDDPEDDP 4/5-days 45 PL 1
F01003 DDPEDDPEDDPED 4-days 4.0 DPEDDDEDDPEDDPE 4-days 4.0 DDPPL 1
F01004 DDDEDDDPEDDPE 4/5days 4.5 DDPEDDPEDDPEDDP 4-days 4.0 PL 1
F01005 PEDDPEDDPEDDP 4-days 4.0 EDDPEDDPEDDPEDD 4-days 4.0 P PL 1
F01006 DDDPEDDDPEDDD 5-days 5.0 PEDDDPEDDDPEDDD S5-days 5.0 P PL 1
F01007 DDEDDPEDDPEDD 4-days 4.0 DEDDEDDPPEDDPED Imegular 4.0 DDPPL 1
F01008 PEDDPEDDPEDDP 4-days 4.0 EDDPEDDPEDDPEDD 4-days 4.0 P PL 1
F01009 DPEDDDPEDDDPE 5-days 5.0 DDDPEDDDPEDDDEE 5-days 5.0 DDDPL 1
F01010 DDPEDDDEDDPED 4-days 4.0 DPEDDDEDDPEDDPE 4-days 4.0 DDP PL 1
FO1011 DPEDDPEDDPEDD 4-days 4.0 PEDDPEDDPEDDPED 4-days 4.0 DP PL 1
F01012 EDDPEDDPEDDPE 4-days 4.0 DDPEDDPEDDPEDDP 4-days 4.0 PL 1
F01013 PEDDPEDDDEDDD 4-days 4.0 EDDPEDDDEDDPEDD 4-days 4.0 P PL 1
Mean 43 42 1.0
S.D. 04 0.4 0.0
™) (13) (13) (13)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 35-2. Results of observations about estrous cycle

2,4-DTAP 10 mg/kg

Pre-mating period Mating period

Animal no. Pre-treatment period Treatment period Times of vaginal

Stage Type Mean length Stage Type Mean length Stage estrus obseved

(days) (days)

F02001 DPEDDPEDDPEDD 4-days 4.0 PEDDPEDDPEDDPED 4days 4.0 DP PL 1
F02002 DEDDDEDDDEDDD 4-days 4.0 EDDDEDDDEDDPEDD 4-days 40 P PL 1
F02003 DDDEDDDPEDDDE 4/5days 4.5 DDPEDDPEDDDPEDD 4/5-days 45 D PL 1
F02004 EDDPEDDPEDDPE 4-days 4.0 DDPEDDPEDDPEDDP 4-days 4.0 PL 1
F02005 DDEDDPEDDPEDD 4-days 4.0 PEDDPEDDPEDDPED 4days 4.0 DPPL 1
F02006 EDDPEDDPEDDPE 4-days 4.0 DDPEDDPEDDPEDDD 4-days 4.0 PL 1
F02007 DPEDDPEDDPEDD 4-days 4.0 PEDDPEDDPEDDPED 4-days 4.0 DPPL 1
F02008 DEDDDEDDDEDDP 4days 4.0 EDDDEDDPEDDPEDD 4-days 4.0 P PL 1
F02009 DDPEDDPEDDPED 4-days 4.0 DPEDDDEDDPEDDPE 4-days 4.0 DDPPL 1
F02010 PEDDDEDDPEDDD 4-days 4.0 EDDPEDDDEDDDEDD 4-days 4.0 P PL 1
F02011 DDEDDDPEDDDDE 5-days 5.0 DDDPEDDDPEDDDPE  5-days 5.0 DDPPL 1
F02012 DDPEDDPEDDPED 4days 4.0 DPEDDPEDDPEDDPE 4-days 4.0 DDP SP 1
F02013 DDPEDDDPEDDDP 5-days 5.0 EDDDPEDDDPEDDDP 5-days 5.0 PL 1
Mean 42 42 1.0
S.D. 04 04 0.0

@) (13) 13) 13)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 35-3. Results of observations about estrous cycle

2,4-DTAP 50 mg/kg

Pre-mating period Mating period
Animal no. Pre-treatment period Treatment period Times of vaginal
Stage Type Mean length Stage Type Mean length Stage estrus obseved
(days) (days)
F03001 DDPEDDPEDDPED 4days 40 DPEDDPEDDPEDDPE 4days 4.0 PL 1
F03002 DPEDDPEDDPEDD 4-days 4.0 PEDDPEDDPEDDPED 4days 4.0 DP PL 1
F03003 PEDDDDEDDDPED S5-days 50 DDPEDDDEDDDPEDD 4/5days 4.5 P PL 1
F03004 DDEDDPEDDPEDD 4-days 4.0 PEDDPEDDPEDDPED 4days 4.0 DP PL 1
F03005 DDDEDDDEDDDED 4-days 4.0 DPEDDPEDDPEDDPE 4-days 4.0 DDPPL 1
F03006 DDEDDDPEDDPEE S-days 5.0 DDPPEDDDPEDDPED 4/5days 4.5 DDPPL 1
F03007 DDPEDDPEDDPED 4days 4.0 DPEDDPEDDPEDDPE 4days 40 DDDPL 1
F03008 DPEDDPEDDPEDD 4-days 4.0 PEDDPEDDPEDDPED 4days 4.0 DPPL 1
F03009 DPEDDPEDDPEDD 4days 40 PEDDPEDDPEDDPED 4days 4.0 DPPL 1
F03010 PEDDPEDDPEDDP 4days 4.0 EDDPEDDPEDDPEDD 4-days 4.0 P PL 1
F03011 DDDEDDDEDDPED 4-days 4.0 DPEDDPEDDPEDDPE 4-days 4.0 DDDPL 1
F03012 DEDDPEDDPEDDD 4-days 4.0 EDDPEDDPEDDDEDD 4-days 4.0 D PL 1
F03013 EDDDEDDDEDDDE 4-days 4.0 DDDEDDDEDDDEDDD 4-days 4.0 PL 1
Mean 42 4.1 1.0
S.D. 0.4 0.2 0.0
™ (13) (13) 13)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 35-4. Results of observations about estrous cycle

2,4-DTAP 100 mg/ke

Pre-mating period

Animal no. Pre-treatment period Treatment period

Stage Type Mean length Stage Type Mean length

(days) (days)

F04001 DDPEDDDEDDDED 4-days 4.0 DDEDDPEDDDEDDPE 4-days 4.0
F04002 PEDDDEDDPEDDP 4days 4.0 EDDDEDD Died on day 8 of administration.
F04003 DDPEDDPEDDPED 4-days 4.0 DPEDDDEDD Sacrificed on day 9 of administration for moribundity.
F04004 DDDEDDDPEDDDE 4/5days 4.5 DDPEDDPEDDPEDDD 4-days 4.0
F04005 DPEDDPEDDPEDD 4days 4.0 PEDDDD Died on day 7 of administration.
F04006 DDEDDPEDDPEDD 4-days 4.0 PEDDDEDDDEDDDED 4-days 4.0
F04007 EDDPEDDPEDDPE 4days 4.0 DDPEDDD Died on day 8 of administration.
F04008 DEDDPEDDPEDDD 4-days 4.0 PEDDPP Died on day 7 of administration.
F04009 EDDPEDDPEDDPE 4-days 4.0 DDPEDDD Sacrificed on day 7 of administration for moribundity.
F04010 DPEDDPEDDPEDD 4days 4.0 PEDDDE Died on day 7 of administration.
F04011 DDEDDDEDDDEDD 4-days 4.0 DEDDD Died on day 6 of administration.
F04012 EDDPEDDPEDDPE 4days 4.0 DDPEDDPEDDPEDDD 4days 40
F04013 DDEDDDEDDDPED 4/5days 435 DDEDDDEDDPEDDPE 4-days 4.0
Mean 4.1 4.0
S.D. 0.2 0.0
N (13) (5

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug; SP, sperm positive
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 36-1. Results of observations about reproductive performance

Corn oil (vehicle)

Male Female Paring days
no. no. Copulation Conception until copulation
M01001 F01001 + + 5
M01002 F01002 + + 1
MO01003 F01003 + + 4
M01004 F01004 + + 1
M01005 F01005 + + 2
MO01006 F01006 + + 2
MO01007 F01007 + + 4
M01008 F01008 + + 2
MO01009 F01009 + + 4
MO01010 F01010 + + 4
MO01011 F01011 + + 3
MO01012 F01012 + + 1
MO01013 F01013 + + 2

Total +:13,-: 0 +:13, -0

Mean 2.7

S.D. 1.4

™) (13)

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 36-2. Results of observations about reproductive performance

2,4-DTAP 10 mg/kg

Male Female Paring days
no. no. Copulation Conception until copulation
M02001 F02001 + + 3
MO02002 F02002 + + 2
MO02003 F02003 + + 2
MO02004 F02004 + + 1
MO02005 F02005 + + 3
M02006 F02006 + + 1
M02007 F02007 + + 3
M02008 F02008 + + 2
M02009 F02009 + + 4
MO02010 F02010 + + 2
MO02011 F02011 + + 4
M02012 F02012 + - 4
MO02013 F02013 + + 1

Total +:13,-: 0 +:12, -: 1

Mean 2.5

S.D. 1.1

N) (13)

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 36-3. Results of observations about reproductive performance

2,4-DTAP 50 mg/kg

Male Female Paring days
no. no. Copulation Conception until copulation
MO03001 F03001 + + 1
M03002 F03002 + + 3
MO03003 F03003 + + 2
MO03004 F03004 + + 3
MO03005 F03005 + + 4
M03006 F03006 + + 4
MO03007 F03007 + + 4
M03008 F03008 + + 3
MO03009 F03009 + + 3
MO03010 F03010 + + 2
MO03011 F03011 + + 4
MO03012 F03012 + + 2
M03013 F03013 + + 1

Total +:13,-: 0 +: 13, -:0

Mean 2.8

S.D. 1.1

(N) (13)

+, confirmed
-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 37-1. Observation of offspring (F;)

Corn oil (control)

Dam No. Gestation Number of Number of Implantation Delivery Number of offspring at birth Delivery Birth Live birth Number of live offspring External

length  corpora  implantation  index index Number of Sex Dead index index index 4days  Sex  Viability abnormalities
futea scars (dams) offspring Live ratio  offspring (offspring) ratio  index

(days) (%) (%) Male Female Total (%) (%) (%) Male Female (%)  (Number) (%)
F01001 22 13 13 100.0 + 13 7 6 13 0.54 0 100.0 1000 100.0 7 6 054 100.0 0 0.0
F01002 23 17 17 100.0 + 15 6 9 15 040 0 88.2 882 100.0 6 9 040 100.0 0 0.0
F01003 22 18 18 100.0 + 17 7 10 17 041 0 94.4 94.4 100.0 7 10 041 100.0 0 0.0
F01004 23 15 15 100.0 + 13 6 7 13 046 0 86.7 86.7 100.0 5 7 042 923 0 0.0
F01005 22 16 16 100.0 + 16 6 10 16 038 0 100.0 1000 100.0 0 0 0.0 0 0.0
F01006 23 16 16 100.0 + 15 8 7 15 053 0 93.8 93.8 100.0 6 6 0.50 80.0 0 0.0
F01007 23 15 15 100.0 + 14 7 7 14 050 0 933 933 100.0 7 7 050 100.0 0 0.0
F01008 22 16 16 100.0 + 16 6 10 16 0.38 0 100.0 1000 100.0 6 10 038 100.0 0 0.0
F01009 23 16 14 875 + 13 7 6 13 054 0 92.9 929 100.0 7 6 0.54 100.0 0 0.0
F01010 23 16 16 100.0 + 15 8 7 15 053 0 93.8 93.8 100.0 8 7 053 100.0 0 0.0
F01011 22 14 14 100.0 + 13 9 4 13 0.69 0 92.9 92,9 100.0 9 4 069 100.0 0 0.0
F01012 23 17 16 94.1 + 14 8 6 14 057 0 87.5 87.5 100.0 8 6 057 100.0 0 0.0
F01013 22 13 13 100.0 + 12 3 9 12 025 0 92.3 92.3 100.0 3 9 025 100.0 0 0.0
Number of dams 13 13 13 13 3% 13 13 13 13 13 13 13 12 13 13 13

Total 202 199 186 88 98 186 0 79 87 0
Mean 22.5 15.5 153 98.6 143 6.8 7.5 143 048 0.0 93.5 93.5 100.0 6.1 6.7 048 90.2 0.0
S.D. 0.5 1.5 1.5 37 15 1.5 19 1.5 011 0.0 4.5 4.5 0.0 24 27 011 217 0.0

% 100.0

+: Dams with live offspring, -: dams without live offspring.
a): Number of dams with live offspring.

b): Number of external abnormalities in live offspring at birth.
c): Total litter loss on the lactational day 4.
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RERE S :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 37-2. Observation of offspring (F;)

24-DTAP 10 mg/kg

Dam No. Gestation Numberof Number of Implantation Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring Extemal

length corpora implantation  index index Number of Sex Dead index index index 4 days Sex  Viability abnormalities »
lutea scars (dams) offspring Live ratio offspring (offspring) ratio  index
(days) (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F02001 18 17 94 4 - Dam died on the gestational day 23.
F02002 23 16 15 938 + 15 5 6 11 045 4 100.0 73.3 733 5 4 056 818 0 0.0
F02003 23 17 16 94.1 + 16 10 6 16  0.63 0 100.0 100.0 1000 10 6 0.63 100.0 0 0.0
F02004 22 18 17 94 4 + 16 7 9 16 0.44 0 94.1 94.1 1000 7 9 044 100.0 0 0.0
F02005 23 16 16 100.0 + 13 5 8 13 038 0 81.3 81.3 1000 5 8 038 100.0 0 0.0
F02006 22 16 16 100.0 + 16 4 7 11 036 5 100.0 68.8 688 1 5 017 545 0 0.0
F02007 22 15 15 100.0 + 13 8 5 13 0.62 0 86.7 86.7 1000 8 5 0.62 100.0 0 0.0
F02008 22 16 16 100.0 + 14 7 5 12 0.58 2 87.5 75.0 857 7 5 058 100.0 0 0.0
F02009 22 19 19 100.0 + 18 11 7 18 0.6l 0 94.7 94.7 1000 10 5 0.67 833 0 0.0
F02010 23 15 15 100.0 + 15 8 7 15 0.53 0 100.0 100.0 1000 7 7 0.50 933 0 0.0
F02011 23 14 14 100.0 + 12 4 8 12033 0 85.7 85.7 1000 4 8 033 100.0 0 0.0
F02012 Not pregnant
F02013 22 17 17 100.0 + 14 5 9 14 0.36 0 82.4 82.4 1000 5 9 0.36 100.0 0 0.0
Number of dams 11 12 12 12 11" 11 11 11 11 11 11 11 11 11 11 11
Total 197 193 162 74 77 151 11 69 71
Mean 225 16.4 16.1 98.1 14.7 6.7 7.0 137 048 1.0 92.0 856 934 6.3 65 048 92.1 0.0
S.D. 05 1.4 13 29 17 24 1.4 23 012 18 7.5 10.7 119 26 1.8 0.15 143 0.0
% 91.7

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS " NS NS
Statistical method AN AN AN KW AN AN AN KW KW AN KW AN KW KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring.

b): Number of external abnomalities in live offspring at birth.

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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SHEAE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats
Appendix 37-3. Observation of offspring (F;)

24-DTAP 50 mg/kg

Dam No. Gestation Numberof Number of Implantation Delivery Number of offspring at birth Delivery Birth  Live birth Number of live offspring Extemal

length corpora implantation  index index Number of Sex Dead index index index 4 days Sex  Viability abnormalities ¥
lutea scars (dams) offspring Live ratio offspring (offspring) ratio  index
(days) (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F03001 22 19 19 100.0 + 18 5 11 16 031 2 94.7 842 889 5 10 0.33 93.8 0 0.0
F03002 15 14 933 - Dam died on the gestational day 22.

F03003 22 19 19 100.0 + 17 12 5 17 071 0 89.5 89.5 1000 11 5 0.69 94.1 0 0.0
F03004 22 12 12 100.0 + 9 5 4 9 0.56 0 75.0 75.0 1000 5 4 056 100.0 0 00
F03005 22 14 14 100.0 + 13 3 10 13 0.23 0 92.9 92.9 1000 3 10 0.23 100.0 0 0.0
F03006 23 18 18 100.0 + 17 6 11 17 0.35 0 94.4 94.4 1000 6 11 035 100.0 0 0.0
F03007 22 15 15 100.0 + 15 5 10 15 0.33 0 100.0 100.0 1000 5 10 033 100.0 0 0.0
F03008 22 16 15 938 + 14 5 6 11 045 3 93.3 73.3 786 5 6 045 100.0 0 0.0
F03009 22 16 16 100.0 + 15 7 8 15 047 0 93.8 93.8 1000 6 6 0.50 80.0 0 0.0
F03010 23 15 14 933 + 14 9 5 14 0.64 0 100.0 100.0 1000 9 5 0.64 1000 0 0.0
F03011 23 18 17 94 4 + 17 3 1 4 075 13 100.0 23.5 235 0 09 00 0 0.0
F03012 23 15 11 733 + 10 5 5 10 0.50 0 90.9 90.9 1000 5 5 0.50 100.0 0 0.0
F03013 22 16 16 100.0 + 16 11 5 16 0.69 0 100.0 100.0 100.0 11 4 073 938 0 0.0
Number of dams 12 13 13 13 129 12 12 12 12 12 12 12 11 12 12 12

Total 208 200 175 76 81 157 18 71 76 0
Mean 223 16.0 154 96.0 146 63 68 131 0.50 15 93.7 84.8 909 59 63 048 885 0.0
S.D. 0.5 2.0 25 74 28 29 32 39 017 38 7.0 21,3 222 31 33 0.16 285 0.0

% 92.3

Significance NS NS N§ NS NS NS NS NS NS N§ NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN KW AN AN AN KW KW AN KW AN Kw KW AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).

+: Dams with live of fspring, -: dams without live offspring.

a): Number of dams with live offspring,

b): Number of external abnormalities in live offspring at birth. -

c): Sacrificed on day 0 oflactation for moribundity.

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.
NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 38-1. Body weights of offspring (F;) before weaning

Corn oil (control)

Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F01001 6.8 () 10,6 (1) 6.1 (6) 9.6 (6)
F01002 72  (6) 10.2  (6) 65 (9 93 9
F01003 6.1 (1) 9.1 () 57 (10) 84 (10)
F01004 7.9 (6) 7.6 (5 76 (7) 73 ()

F01005 6.7 (6) Total litter loss 65 (10) Total litter loss

F01006 6.4 (8) 8.0 (6) 61 (7) 75 (6)
F01007 74 () 1.3 (7) 69 (1) 11.0 (7)
F01008 6.7 (6) 10.3  (6) 6.0 (10) 9.5 (10)
F01009 7.7 D) 125 (7) 73 (6) 120 (6)
F01010 73 (8 1.6  (8) 68 (7) 113 @)
F01011 6.6 (9 7.0 9 60 (4) 64 @)
F01012 73 (8) 9.9 8 69 (6) 93 (6)
F01013 7.0 (3) 10.9  (3) 7.0 (9 107 (9

Number of dams 13 12 13 12

Mean 7.0 9.9 6.6 94

S.D. 0.5 1.7 0.6 1.7

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.
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HRERE 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 38-2. Body weights of offspring (F;) before weaning

2 4-DTAP 10 mg/kg

Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F02001 Dam died on the gestational day 23.

F02002 69 (5 6.8 (5 64 (6) 69 &)
F02003 6.9 (10) 10.0 (10) 66 (6) 9.7 (6)
F02004 6.7 (1) 10,3 (7)) 62 (9 103 (9)
F02005 7.8 (5 13.7  (5) 74 (8) 132 (8)
F02006 6.0 @ 10.3 (1) 58 (D) 104 (5)
F02007 6.7 (8 1.6 (8) 63 (5 109 (%)
F02008 63 () 1.1 () 57 (5 107 (5)
F02009 53 (11) 5.1 (10) 51 (D) 49 (5)
F02010 6.2 (8) 9.8 () 61 (7) 98 (7)
F02011 7.8 @) 136 @) 76 (8) 132 (8)
F02013 6.5 (5) 10.6 (5) 61 (9) 107 (9)

Number of dams 11 11 11 11

Mean 6.6 10.3 63 10.1

S.D. 0.7 2.5 0.7 2.4

Significance NS NS NS NS

Statistical method AN AN AN AN

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-dimethylpropyl) by oral administration in rats

Appendix 38-3. Body weights of offspring (F;) before weaning
2,4-DTAP 50 mg/kg

Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F03001 6.6 (5 1.9 (5) 60 (11) 105 (10)
F03002 Dam died on the gestational day 22.
F03003 52 (12) 8.0 (11) 51 (5 8.1 ()
F03004 7.4 (5) 12.8 (5) 70 (4 123 @)
F03005 7.1 (3) 104 (3) 64 (10) 9.6 (10)
F03006 6.5 (6) 9.2 (6) 59 (1D 85 (11)
F03007 6.6 (5 9.6 (5) 6.0 (10) 92 (10)
F03008 6.0 (5 8.1 (5) 54 (6) 86 (6)
F03009 63 (7 9.4 (6) 63 (8 87 (6)
F03010 7.1 9 1.0 (9) 66 (5 106 (5)
F03011 6.2  (3) Sacrificed on day 0 of lactation for moribundity. 51 (D)
F03012 79 (5 141 (5) 75 (5) 134 (5)
F03013 6.4 (11) 10.1 (11) 62 (5 105 (4)
Number ofdams 12 i1 12 11
Mean 6.6 10.4 6.1 10.0
S.D. 0.7 1.9 0.7 1.7
Significance NS NS NS NS
Statistical method AN AN AN AN

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA: Not analyzed.
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Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-

dimethylpropyl) by oral administration in rats

Appendix 39-1. General conditions in offspring (F;) before weaning

Com oil (control)

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F01001 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F01002 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01003 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F01004 Number of offspring 13 13 12 12 12
General appearance, No abnormality 13 12 12 12 12
General appearance, Death 0 1 0 0 0
F01005 Number of offspring 16 16 16 15 4
General appearance, No abnormality 16 16 15 4 0
General appearance, Death 0 0 1 11 4
FO1006 Number of offspring 15 15 15 14 14
General appearance, No abnormality 15 15 14 14 12
General appearance, Death 0 0 1 0 2
F01007 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01008 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F01009 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F01010 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01011 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F01012 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01013 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
Number of offspring 186 186 185 183 172
General appearance, No abnormality 186 185 183 172 166
General appearance, Death 1 2 11 6
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RERE S R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-

dimethylpropyl) by oral administration in rats

Appendix 39-2. General conditions in offspring (F;) before weaning

24-DTAP 10 mg/kg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F02001 Dam died on the gestational day 23.
F02002 Number of offspring 11 11 9 9 9
General appearance, No abnormality 11 9 9 9 9
General appearance, Death 0 2 0 0 0
F02003 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02004 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02005 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F02006 Number of offspring 11 11 7 6 6
General appearance, No abnormality - 11 7 6 6 6
General appearance, Death 0 4 1 0 0
F02007 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F02008 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F02009 Number of offspring 18 18 18 17 15
General appearance, No abnormality 18 18 17 15 15
General appearance, Death 0 0 1 2 0
F02010 Number of offspring 15 15 14 14 14
General appearance, No abnormality 15 14 14 14 14
General appearance, Death 0 1 0 0 0
F02011 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F02013 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
Number of offspring 151 151 144 142 140
General appearance, No abnormality 151 144 142 140 140
General appearance, Death 7 2 2
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R 5 :R-11-003

Combined repeat dose and reproductive/developmental toxicity screening test of Phenol, 2,4-bis (1,1-

dimethylpropyl) by oral administration in rats

Appendix 39-3. General conditions in offspring (F;) before weaning

24-DTAP 50 mg/kg

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F03001 Number of offspring 16 16 15 15 15
General appearance, No abnormality 16 15 15 15 15
General appearance, Death 0 1 0 0 0
F03002 Dam died on the gestational day 22.
F03003 Number of offspring 17 17 16 16 16
General appearance, No abnormality 17 16 16 16 16
General appearance, Death 0 1 0 0 0
F03004 Number of offspring 9 9 9 9 9
General appearance, No abnormality 9 9 9 9 9
F03005 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F03006 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F03007 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03008 Number of offspring 11 11 11 11 11
General appearance, No abnormality 11 11 11 11 11
F03009 Number of offspring 15 15 13 12 12
General appearance, No abnormality 15 13 12 12 12
General appearance, Death 0 2 1 0 0
F03010 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03011 Number of offspring 4 0 0 0 0
General appearance, No abnormality 4 0 0 0 0
F03012 Number of offspring 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10
F03013 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 15
General appearance, Death 0 0 0 0 1
Number of offspring 157 153 149 148 148
General appearance, No abnormality 157 149 148 148 147
General appearance, Death 4 1 1
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