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OECD B L¥YELZEMARICEOIFEEREDO—RELT, 24-Ttert-TFIN T/ —)b
%0 (W), 5, 20, 75 ®0A300 mg/kg D ET 1 BElHE% 6 PLo Cr:CD(SD)IGS 5w ~iZ 28 H
FMREROKET2HEMHABREERL, UTORREZEL. b, MEEEED 300 mgkg BIZIE
FNFNMHES 6 PLD 14 HFEEIER %R/~

FEIIWTHRORICOA SN > 2. —RIREBOBRTIZ, 300 mg/kg BE DU THRaEH 3R
SNz, KERIIB/EGEENSEEHL, ZEAEOHITRGEL 30 SLAICHET ST TH
7z.

RERVEBHEETI, HBRMERSICEET 2 LEX5NH SN REERED SNho /-,

FRARZE T, 300 mg/kg B OMEME TREDEMN, REZERCELEOKT, WNTREHDKHE
BinRH SN

M ERE TIE, 300 mgkg BEOMTANE/OECBRUIANT KT Uy MEDED, HTH
ERGFPEREOBINARD oN, BROHBTTO MO E REAPTT OEENRD SN -,

iR AL ERRAE T, 75 KU 300 mgkg BEOMETHR IV AT O0— )L RN VIFE O #EMHE
B 5Tz,

HR T, 300 mg/kg BEDOHE TEBMDIERNZD 5, FEEOM CTEROKAGSNED Sz,

EEERTIL, 75 mykg B OHER U 300 mg/kg # O THIEEEOEMARD s/,

JREES R T, 300 mg/kg BEDHEHE TAFIE O/ NEF LD MR OIEA, OB OITFE
EERME, BRAEROESMENRED SN, BICER THRIBNED A S N/=FIZ i ER
TR, EBARME OILRD 2 WLEMRME OERNEZD S 117z,

BEFRR T, BRESHEP RS & TES S 22 mEENRD 5Nz,

UEDE ST, KRBT 75 mg/kg UL EOBOMTHETHLIV AT 0V KT 8B DO
hi, SNCHTIEE &0 BINAEED 51, 300 mgkg B OB THREE, FFHELOEREICN T 528

ool eEns, EXEEIIHE T 75 mgke, T 20mgkg &EX 51/,
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24-Ttert- TF N T x ) —WOREHICETIEERBO—REL T, AERWEEMEES v
hiZ 28 HREIRE&EO XSG T 5 EEBIT, REHMK TRIC 14 BROKRELNR 280 T, T0%F
R OEEHIC DOV TR LD THIET 5.

Al BROM OB K O G ik

1. #EmE
SR XN 24-Dtert-TFIVT =/ —)b (Lot No. )
ZRBIER L. RAEBRMEIIHME 99.67 %, 7T 8 20632 DREBEAOELTH S (KT
B 1-1). ABRARTOHERHEOLTERIT DN T, BSHMKRTRIIRAOEBRYE % I
OB THNT DI EICKDMERL = GRAER 1-2). BREa—>F10 (Fh 5
AT A7 R atk, LotNo. VIFI519) ZH A LK. B, HBRYEIIER, BEXTFT a—>
FANWEERTENENEBRYEEOREEICREL .

2. ERAEYKROEESRE

5 ##E D Crj:CD(SD)IGS T v b (HAF v — IV AU N—fkAth) MRS 51 LB A L,
e 6 HiE, M7 HEOBRESLZIT> 7=, TORNZ, 2D W T—HHIREE ORI K UMK E R
EEERT 2 EEHIT, HEHES 3 AR TSR, RENBRWIEEHRLZOE, Mk
% 42 ILZEAT 6 Hlm TRBRITHER Lz, RS HBROKEIL, #Y 188.9~2185g, MfH
137.5~1698 g THo7z. B, BE 24£2°C FFEHIM 21~27°0C), 1BE 55:10% (FF2 B
35~75%), BEBH 12 W5fa] (Rl 7 B ~F1R 7 b)) R OMRSAEE 13~15 B/BFICRREL 728U 7 —
DAFLEAEBE 03 %) TAFT ULV AAF—IVENH—4— (W260xH200xD380 mm) 12
@RI AL TREL. ab, MBRIMTOREOEAEITES 25°C, KK 22°C, BED
EPE T EE 59%, RIE S22 THo/-. ARREEATKELEL-EREFE MF, 4T
D INVEBERTERASH) £, FUKIREHRFR S MY TYLZEM & 2 ppm) LHFKE
HEMKEZBICLOZNTNEHAICERZ S, AHIDWTIEHMEEA BRBES 1
F—IZT, ¥z, KKIZODWTIEKXSHEER mAR > F—-ICTHeTn, Wind
HEHEECEAL TWA I LE2HR L. AFSMIEEARRE L2 bD2ERL, r—2
W 2EMIC 1 ELLE, SMISE3IEL L, F—U 8B4 BRI 1B LTS EEHIT,
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FEZEIIEBERL, HEEEBRLETY T THERLE.

. REBEEHN, RS EREDORRKLTES T

RBREEHERE T TRIZTRUE.
e BE5E .
AR T R R YRS
(mg/kg)
It 6+6* 701~706, 707*~712%
i 0 )
R : ? 6+6* 751~756, 757*~762*
g 6 713~718
2 : 5
o s 2 6 763~768
s 6 719~724
Bl 20
PRI R 2 6 769~774
J 6 725~730
B2 75
PRI R ] 6 775~780
&R 100 g 6+6* 731~736, T37*~T742%
e { 6+6* 781~786, 787*~792%*

*: BEERRICER L8

TR, SICUMEFITERL 2 2 BRRERSEE T FBRES 29841 (GLP 3k
WA, ’RE5&: 0,20, 100 KT 500mg/kg] DfERZREITHRELZ. T7abb, FaABRICBL
TiE, 500 mg/kg BEDUE THFEBDET, WRERIMNRIKTAA SN, 1/4 FINFEL
fz. F72, 500 mgke BEDMEME THREBINIGEIER, MEREQE, VIITIRTKRILV R
FO—J)LOEM, FEOKEEH, MNICHBESCEMNATD 5N, Lzdt->T, KXk
C T, 300mgkg EEAEEL, UTRHK4Z2H-5TT5 20 XU 5mgkg ZEREL.

AEREE, LRAMAECHRBEMAGSHELE. 1 Y200, H5HE&ETE
DOHBRBIE L TEHEBMHE 6L L, BiZ, MEBHEEAVEASHICDOWTIZEEBMKT
REDERE & U TR 6 ILZ& 3R 7=

oS, REMBBICAEOHREZEICENEREERSGIETITL, BXTROTY
WIZEMES ERELZBEEEZRO S TEEBN L. £, &7 - VIdEiRES, 89
BE, BREERCHEMNEERRLIZT NIV EMTTHEMNL .
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4. PREAERE, (REHIE, 15 R OVE i R
BERBIL, KBEHA RS TIHRESNTED, £, FHEINZ L FOBREREHS
D—DTHBEOKE L Lz, FECEIEEFEMAY, 1 0 1 ER5T 28 OMRERS L.
BEARL Smikg &L, BT E0RSREBIISHOKEZLICEN LA, MIBRICIEI—
A NEREC RS U |
BRI LB, RS THRIC 14 D RIELE THRE L.

5. BB LA S DR G YIFREE
WHRYEESBECELCLERREL, O A1 IVIBEMIH, 01,04, 1.5 BT 6.0 wv%
EEZFARLU -, RENE | BOSEETTY, AR L ARGBIZBEN Z ZNA T IVIZANT
AERBNORGBREZORERC TERRE L. £, YERERI, SEBEORSEKIC
DNWTHRYEDRERZEEBL, REREONEHM FS%LUN) THDZE2MRLE
(BRAER2). 728, ARAEZEIZES 0.1 K20 wh%I— 1 IVIEHRE, BRHSANAY
VP TERBIE T SHROLZEUNHRINTND (RTEER 3).

6. 5L, WA, SMHTROBIE OISR R OHIE
) —BREORE, KEREERONE |
REMES, HEMEGEASHRE6H () 2VL TH () FTHEORESIRTE
5#0 208, TR SN, BSEEROEEE 23RO 3 E, E/-, EEHED
SN, RO 2 E, THTh—RREOBRERUEEORERE T 7. KERE
HRERSHNRCEENANEEL TE 2 BOBETHEL, B2, #5&EERKA

B BE LT

2) RERE

#5 4 EERKVEIE2EBIZ, IXTOEMER#M T —JIC@HIREL, R, HKTF
THAIPOREEEES 4 BEIIRSRIORMITERR L ZFERICDONWT, hERBRK
(FLFA b 8a, AMBETEMAESH) #2HWTpH, BHE, TRU, ¥k, ¥
IIEY, koot /—r o ERELL. BIZ, FEERIL 1500 [Eiz,/ 72T 5 4
REOHEEL, BoNARITEICOVWTERLZ. 2, HERERBICHE, BATT
FER L= 24 BRZRERICDONWT, RE, 3R, BEE (K= Tik; OSMOMETER OMS80L,
VOGEL th) RULE (BITERIE ; RIEHE, X274 ) 28IEL .
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MR E

HHHME T ERCBEBIRK TRIC, TXTOEBYE BHMU BRI E-0S,
RYINIVEST—I - FFU T L 30 mykg ZIEENES U THEEL, BER, BRI
RE B8 & R ilu 21T o 7. BREL 72 iR O —#Fid EDTA-2K fL¥E (EDTA-2K fiifnig) L (%
THH BB MERGH BUEE (Sysmex CC-780, S A A w 7 AA &) 2HWVWT, BmEE (8§
[UEFIRR A ), RIERE (EKEFMRE A, €S/ OE & (Oxyhemoglobin i),
A b7 Yy ME (fER pulse HEEREG ) ROM/MUE (EREFRHEAR) 28
EL, FMEE, NEJOEERUAT R Uy MEDORIERR EEIZ Wintrobe DR
MEREE [EERMERAERE MCV), FiEFMkiARE MCH) K O R i ER i 4 3%
BE MCHO) 2EH U7, EiZ, MEO—EIXBHEA L L, May-Griinwald-Giemsa %
il CTHMERE S EEH 95 & &2, New methylene blue #8845 % i L TH
RRMERBEREH U, £z, 38%7 TFF MU D LMK 3000 @z, 5T 155/
BEOLODEEL, 5N/ MEERWTEEBMEERE R ELXEE (Sysmex CA-5000, X A
7 A E) Kk, Yoo EVER BEDEREAR) RVEELRS ho R
7T AF ke (APTT, #ELYERHAR) ZRiE L 7.

If i A AL 2 R 2

MEFHIRE EFRHCERRL 2T X TOEY O KR & =R TK 60 7 FKER, 30008
iz 5T 10 S EERLZEEL, /mon/liiE (2720, ABEKEBERNILTF U
CEREEERICDWTIE, NN - F U LABTEREICTERML, MEIEOTEEL
TESNENE) Z2HWTEHBOESR (7170, tkX£tt HYIEUWER) L0, REAHE
(T.protein, Biuretik), 7L 73 > (BCGikK), A/GLL (REHERUTI T I LDEH),
#E VY JLE > (Tbilirubin, Vanadate oxidation j£), GOT (UV-rate {£), GPT (UV-rate {£), V-
TWEI)NWhkTFUARTFH—Y (y-GTP, L-y-Glutamyl-3-hydroxymethyl-4-nitroanilide 3t
BiE), TIWHhUHET 4+ X7 74—+t (ALP, p-Nitrophenylphosphate acid &%), FLEEN
kEBEE (Wréblewski-La due 1K), 7 L 7F U VB {LEER (SCCE), AL AFO—)l
(T.cholesterol, COD-HDAOS %), U7t 54 K (GPO-HDAOCS i%, giycerol blanking
i£), U J8E (Choline oxidase-DAOS %), /)L 2 — X (Hexokinase-G-6-PDH i£), REZE
# (BUN, Urease-GLDH %), 7 L' 7F = (Jaffé i), #E4%J > (P, PNP-XOD %) KU
AL (Ca, MXB i) ZRIE LK. £/, BRESIEE PVA-al, kAt 7
FUFTARN - A AVNVALY) IZEDF MU DL (Na, BREIE), HU 7L K ER
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%) R o—)b (Cl, BEMER) ZRELE.

5) HiR, FEEEOREIERUWEASAIRE
B HRE T HEOREMRR TRIC, IXTOBMIOWTRLEZTT>205, il
EE, UL TIRTOBERCHEMIIOWTEEOFELZIRE L. K%, M T
R, BRI (LRAMEZED), O M (KREXZED), KR g g e
B, MR BRLE, BRRKUIIRZELLTHEER (BYER) 2RETILED
2, BIMRBOREBEZEICKEBEILEEER (AMER) 2RELZ. BERBRIEREITMZ,

i EXMoKER), BER, E, B, 8, t=EE E=5 BB S DIURESD),

By, Wi, BB, BB >N, BBk, FE, B KRE), LEHERCAIRNR
HEALZ L T 10 HEEE RIS U ISKRICEE LUz, 728, 10%hEEERIL<Y
BRI K BEEICKTE ST, BRI 25%7 07— T7IVT e RIBIKRT, BREAUBE
EERZTT SRTENENFERE L. RS BIER TR OMBE RS A28 ORKE
< ERUZBERVCABHEREHRMICONWTIE, BB >TNRT 710 U EERL,
AT RFIU-ITAT2 HE) ezl COCFBEME T THE L., B, FREEY
BT, $HRERGICEELZEBZSNLSEENSHERTED NI &M,
B HARE TIRICIZ 75 mykg 8%, E/-EHEHIBE TRICIOTREBERVOSHEHIIDN
THEOBEZTo/z. 128, BEAME TRICASNERBENREERMIIDVWTHRE
EEMmLI.

7. BREHERLE
hE, BEE, REE (EEREERLS), MERFNRE, MRELFIRE, REEEK
OREBEERICDONT, {BIEICEEESREREZRD, Bartlett {EIZLDHEODE
—teERRE L. DO —7/28 41 Dunnett DZBLHKKREEANT, 2EBFRE—L2EE
I Steel DZ BB EEA NV THEHEOUKZTo. £, HEMABFIREICIDNT
2, Mann-Whitney O UREEZHAWTREZT> /2. 2B, WTNOEELEEKEL 1K
U5%& L7z,
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—RRIREEDBIZEE T % Table 1, 2 &z O Appendix 1~4 I = L 7=.

TARTORICIREHNIARLS, 5, 20 BN 75 mgkg B TIIBSHMZE L THBRYEREIC
B L7z — RO EIZERD s e o 7.

300 mg/kg BT, MENSH TG 8 HLE, TG 7 HURIIED SNz, REL# T
2~6 Gl/H, MET2-7TPI/HOBE TRD S, BREBEFLIIETOH, T 1N HTH-/2. F
BiEMEL, HRSEENSEDON, FEALDOFITERGEN 30 2LANIZHEEL, DEBEITHR
BE#% 27200 3 BBILANICIZE R L 7=, B2, 300 mg/kg #EOHE 1 #] (No.731) THE 27 HIC
BEHiS BREESORKTARD SN, %5 28 HICHREHOETIIMEL N, Ricks
ERDONSTERMOERNED SN, BEHEBMICHBNT, 300 mgkg BEOMEHE TIZE(LILER
HHNEMoTE.

F O, BRI E LT, HEEER 20 mgkg BEDOHES | Hl THEIPITIME RAD MR
5N, 300 mg/kg BEDOHE 1 FIT LFEVEOwETAZED SN/

. KHE

REHER % Fig.1, 2 KU\ Table 3, 4 i CXiZ Appendix 5~8 IZ7R L 7=,

BEMMZBL T, 24-TPaert-TFI) 7 = / — )V BB B ST FERE /DR 2R L 7=,
28, BEHNICH D & 300 mykg FHOHE 1 H] (No.731) TG 18 T 22 HIZHEMHNHE], X
I8R5 25 RO 28 BIZEANRDO SN, £, FREEOH 1 6] (No.786) THE 25 HIZHS»
R MBDH 5Nz,

EEHIEICB LT, 300 mgkg BEOREIIERE S IZIZRBRRHEBZR L. 300 mgkg #0
METHRBEEIIHRELOSEZRL A, AEBMBIIHERESIZZEATH D, E1EHHE
BIICERED T TR BRI EETH 2T E0 5, BRCEERBICH I N -BYDKE
EOBNLDOWRELZZENREREEZ 5N, HBRMEREEOBEEIIRNEEX SN,
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3. HHE

BAH 8 % Fig.3, 4 &\ Table 5, 6 A X2 Appendix 9~12 177 L 7=.

BEMRAZBL T, 24-Dert-7TFIV T =/ —IVEB ORI BEE SITIZRESEBZRL
7z. 300 mg/kg BE DM TG 2 HITHAD RS 28 BITHEMAERD S0, HE5HEPic—
EDBEMZRLIEZDDTIAARLS, —BEOENMTH 72T &S, #BMERS EEEDRN
BROBBEEZ SN, B, BEEINCAS & 300 mgkg BEOH 1 5] (No.731) Ti%S 18
HEARBIZHA B 2 WIEEADERAZRD 5, £z, FEOH | I(No.786) TH & 25 HIZH#E/D
MmBDHNT=.

EIE I 2B L T, 300 mgkg BEII0HERRE S IZITEELHBEZRL 2.

. RRE

5 4 8 B OMRERE SR % Table 7 )TN Appendix 13, 14 12, [E{8 2 JHH DA #EE % Table 8
B O\ Appendix 15, 16 12/ L 7=.

5 4 HEHOKRETIH, 300mgkg BEOUEHETREDEM, REBZFERCLLEORKT, X
IR ERADREBRILNRBO SNz

B8 2 B EOKRETIE, 300 mg/kg BEOU# TELIZ@ED SN o7z,

- MEEFRRE

B 5 IR TE: DM RS R % Table 9 K& UX Appendix 17, 18 12, EMEHIRIK TREOR A E %
Table 10 & U Appendix 19, 20 {ZR= L 7=.

RS WM THROKRE T, 300 mgkg BEOMTANESOE S BRUAT M2 U v MEDHE
A, W ERAF P ERL D InAN RS 54, 300 mgkg BEOHETT O o> B R E N
APTT OEENRD 537z, £72, 300 mgkg BEOMHE TI/MREDEMMARD 5N/, £
HREBEEN (TR) OBRERETH>=. /&b, BEMNCHS & 300 mgkg BEOKE 1 4
(No.731) THMuEkE, ~E/OEVE, NI b7 Uy MERY D /SEREEDFD, WNTH
EMIFPERELOBMMRD SNz, ZOM, SREOHE 1§ (No.703) THEEFOBEIRNEZ S
IZBNWT, BRECIOFEEEMEEZZEMS, TRNTOREEITEBO M SBILL
7z.

18 WIS 7 B DR A T, 300 mg/kg BEDEHET MCH ORI AIRD 5, FE DI T MCHC
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S

DEA KR APTT OEHNRD SN, WINDRERELTHD, »DEBEOEITHRS
HIRE TR ORERICEZD SNTWRNWI EMN 5, HBRYEEK S SBEO R WERMZZEL
EEZoN.

10 A Crj:CD(SD)IGS 5w FOERT—4

%
# IHH B}k  FiE ﬁ(ff)% B/ME H&KE -2SD. +2SD.

H fu/MR(10%uL) 120 972 9.9 75.3 130.9 774 117.1

6. (MR E(LFAIRE

PG HRKR TREORERE R % Table 11 KX Appendix 21, 2212, EIEHIBIK TR ORERKR
% Table 12 R TX Appendix 23, 24 125k L 7=,

K HRR TRORETIX, 75 KU 300 mgkg BOMTHR IV AT OV RN VEED
HmNRD 54, 300 mgkg HOBETHREUILE S KU Ca OEIIMNRED SN, 2055,
BEVIEIDWTIE, &EERLZ 14 No731) Z2FR<HMO 5 BIOMEIX & EER 72 228l
N (TR OELTH-H 7. IDWTIIAENLRETH#HEAN (T OE{LTHD, »D
EEEZRAOSNTVWRNHODFRBEOHE TIHIRERENCCEEEZRLTWSAIENS, &EH
BOEMItE> BB SN 2B, BEFITH D & 300 mykg BEDHE 1 4] (No.731) T
REAE, BEYINEY, vGTP, OV AFO—), U IEE, BUN RO L7 FZ D8
n, WNT A/G b D, BIEEO R O HE 1 51 (No.735) THREBEDEMMNED 511, 300 mg/kg
BEOME 1 HITY-GTP, BUN KOV L7 FO8M, W A/G OB MED SN <
DO, MBEBEDHE 1 #i] (No.703) THREMFOBEMEARGIZHENWT, RxGICKDIHEZ M=
Bl ENnS, TXNTOREBITHBRONEN SR L.

EEHRK TIRROBRE T, 300 mgkg BEOMTHR IV AT O— )V RO VIBEDOE MM
H5N. FOM, 300 mgkg BEOHET A/G LLOEMARD 5N, FEHOET GPT O,
BRZ RV T UETA RERGTIVI—ZADEIMNRD SN2, WINHBERELTHD,
FE OB S W TROBRERKIZIZIBD SN TN &, 5, HERYERES S EE
TRWNBEMBREEELZ SN
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10 JA#h Crj:CD(SD)IGS v b OERT — 4
AR

1 IEH i EHE D) R/AME  HKfE  -2SD. +28D.
YN s (mg/dL) 120 0.0 0.0 0.0 0.1 0.0 0.1
Ca (mg/dL) 120 9.8 0.3 9.1 10.5 9.2 10.3

7. kg

12 5 HIRIE T ORASS R Table 13 UK Appendix 25, 26 12, EIEMIEIE TH OMAER R
% Table 14 3 CNZ Appendix 27, 28 IR L 7=.

5 HRR TR ORE TIE, 300 mgkg D 1 #l (No.731) TEIEDIEANRD 5N, [FEE
DU 1 1 (No.786) TEREDIRE & S8R0 5N, EIC, BRMOEKADSNI=H 1 Flicid
Bl o> /NEHE, BB OIEK B OB RS AR AL 5, BRI B G54 5l 1 Flic
I OREFEACHERD 5. TOMBRMAZEILE LT, —RRETHME (BAD 2nsh
7 % BAEE K X 20 me/kg BEORES 1 BT SHEREL G DL AL ASEES 5, 5 me/ke BEDME 1 Bilic
ERRIROD B BN RIBASRD SN=. He, RHEBEEOME | ] (No.703) TRRELRE DIEIEPIE 51C
BOT, BE5ICE DR QRIS > TE U OFHE [ AR 51/,

EESEE THORE TS, ERMERSICHE L 233D 5 sk o . (BT
25 LT, 300 me/kg BEOME 1 ¢ T EE FOBBNRAD SNz,

8. BEER

2 SRR TR DM 4 % Table 15 K X Appendix 29, 30 (2, [EIEHARIK TR OB S E
% Table 16 £ 7X Appendix 31, 32 IT R L7z,

5 MRS TRFORRE T, 75 myg/kg BE DI K TN 300 mg/kg B O ME i TR D A& K B OAE T
HEEOBMMNED SN/, A, BEMICHS & 300 mgkg B#ORE 1 #] (No.731) THEER
OEIMZIA, BMEOEBEOHEN RO EEOEM, MWIROHESKOHEEEZORD, If

B OGN EEOROMNED 51, 300 mgkg BEDOME 1l (No.786) THIFRERDHEMIC
Mz, BROMEM RO EEDMN, WOIZHAROMHN RO ERBOREIDNRD Shiz.

B R TEE DR E TIE, 300 mg/kg BEOME THBOMEN R M EEOEM, FEOHE
THBOHEMEEDHEMMNRD SN, BLOREIREHMKTEDOD D LKL TERE
LTWe. FiZ, 300 mykg SO TEROHEN ERDEMARD SNz, £Of, 300 mgkg
HOBTHEE LEDOHTEEDORD R UFEIR O M THRIEO &N EEDBNNRD SN, F

~
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PPL H#&REE : 29846

BOZILIE R S THOREIIZED SNTHST, hOBRT 5 & FMME THO L
BEIZH T DRI ORE TRRRMER S I MET 5 ZLRED SN ThARL I &b
5, WRWEES EEEORERNRELEE X SN,

. A RERRFIRE

1 S HIH T ORZE RS % Table 17 KON Appendix 33, 34 {7, EIEHIMIK TEOKREZE
% Table 18 e TX Appendix 35,36 IZ/R U7z, F/z, FEKR O BIE O FHEMBES E % Photo. 1~3
IR UTz.

BREHBE TROFRFNIB N T, FFETIE, 300 mgkg BEDMEH % 4 ] T/NERCMEDRE
MR ANRD 5N, BEEOHIOHE 1 Fl (No.731) TP E DR MRRIE KRS 5.
EE T, 300 my/kg BEDREEH KU 5 Hl TIFREEMERMENRD 5N, TOIBHLEHIK
Nl 3 Bl CTRRRI A, HELFIROME 1 FITEOMAENED 5/z. FIiZ, 300 mg/kg B DU
TR RS DR EEAERN - 26 1 #] (No.731) TIEMRMIE DK, =ALRME OILE
R OSFhERIEHIIZ NS S, M 1 # (No.786) TIEALFRHIE DILEE K ONT HhER T AR 13 41
MERD 5Nz, 75 mghkg BEOREHE T, HFEERVCERICB W THEBRYERGICBIEL =413
RDSNEMo. O, Table 17 TRYE O, T FEEE K OB BRY E % 58 THEEO FIIRE
B ORI, K ORMRPAEHRARSUIEIREOILEILE, BlEk EOEMSUI a5 R
MOGHELE, KR EROBTRIE SREEOBEVSHAINLD, TNSOHBEER
UREICHBREOZETRLS, WTNOLHEBYBERES EHEEO R WERREDH 2 WITHENR
FloEEZ 6N, £z, 300 mgkg HOMHES 1 6] (No.731 KU 786) THIRHNICDZE(L
NH LN TEYAFENA SN, MATHRIROEHRORD SN/Z0%, WTNHBEKEIC
EAEMANICERGIES 2 HREOENMICER LB L. ALDIEniT, *tH
BR300 mghkg HTRAEZIT-LE, /ME, KiE, BiE <E, BEEY 2N, BE 5
B, CME, BERE, BE, BE IR, TE, TEE, FPRR B, B BSHERCALEHRIC
BEREEBD s Nah - /.

EHE R TROSIRFAICBWT, 5 UM% TR SRR E UT, BT 300 mg/kg
OB RO 1 FICHFEEERAENA SN, BT, M4 5 TERMEROH 2 5 TEH
MENRD SN, ZLOREZIREMMETROLO LR TEHRL T, £k, &
SR TRHICELEAA S NZHRICIZELIIRD saho 7z, EOft, 300 mg/kg B D#HE

- 11 -



PPL BH&EREZE : 29846

1 GO PUIREBYE DRSIHZSIE A2 51, B FIBREAIA S 1177 300 my/kg BE DI 1 61 TH,
ROBIENRD SNFh, HRFZIEIDEL, BRECDOW T, FEBREOH TERFEET
Z2LOBREVDHDIENS, WINOERBYHEHKREG LBEORWEAREDOELEHIET L /-

5

2,4-Ttert- TF)N T ) —NVOREHICETH2HESEABRO-RELT, RERWED 0, 20, 75
KX 300 mg/kg ZMEHE T > M 28 HEIREROKRES L, ZOBEERVEIEEICDWTRETL .

WINOR THIRCHIZED S Nah o7z, —RAREBERE T, 300 mgkg # O TR 5EE
IZ—BEORENZED SN, 24-Ttert-TF IV T = ) —IVIE, RIERCHEBEICR L TRIBEZE
THZENHE (BB D) SN THWB3ZE0S, ARBRTEHEBINLREL, WHBRHE Ok
RIWIEICBEE L= TH D EEX SN,

AREEVEHSTHE, #BYEKGICHEET S EEX SNLHSAREITED SN /2.

PRERZ TIX, 300 mg/kg BEDMEME TREDOEMMZRD SN/Z. £/, REOEMIIE ST s
LT, 300 mg/kg BEDM#E TREBFBEKR NLEOE TU N RABHDKREBEALIRBRD SN Th
5D, HBBROFREENRETHRRD LD BEBRME OB 28 ICEEL Z8bD
KIIZEZ SN

ERFHRETIL, 300 mgkg BEOMTANEOESERIAT MYy MEDRD, HTH
PRI OB ED SN, MBO#H T O o > E BRI APTT OIEEMNZED 5117,
ANEFOEVERUIAT R Uy MEDEMCDWT, FOREBFIIFRHATH DA, FRifEkE
K OHIRAR IR 203 e <, BOFMEMRBAHIREICB WL TOEMNG ERE T S AT
FDHLENTVARNWI EMNS, BERTLTIRNEEZEZ SN, DEBIFRRIEOBEINIDONT
i, BERUAZREBOBEMERRIC, #BRPEOBERCNTIEEBICHELLZELOLIITELS
Nz, F-, BEEEOEEICDNTIE, RXERMEIELULZEBEERD 2,6-P-tert- 7 F )1 -4-
AFNTz /= NVH2VREZTOREME, HEFI L KIERZBETHIEMNREIZINTHD,
JOobrarEVERICBEY I KPR ATHS I ENS, BULEY & FBRRIERBFICLD
BEREOEEMNFRER L ZlgeENEZ 5Nz,

I AL R E TIE, 75 U300 mgkg BEOMETHRIL A 70— )V RO VIEEOHEME
Do, AERYEORERSNOZENRRINZ.

-12 -



PPL &R EZE : 29846

FRIREHRA T, 75 mg/kg BEOME X T 300 mg/kg BE DU THIREZOMMARD 51, #
FREHTIE 300 my/kg BE O T/HESOCHEOFHBOBALED sz, AERMERTZFO
BHULAEMOBRFEIIBNWT, HBEEERUVITFEYRHBBREEZE/NI T2 I LAHE YanT
B0, MEPLMEOHABORKIIENRHBEREORBECRRLALENL &2 5N Fz,
300 mg/kg BEOHE 1 HI THIBMIZBEIROIERNGED 53, FEE O | FlTHERBOKABERNRD S
Nn-. BEOBEAMFOMRE T, 300 mgke BEOMHE CIAEREMERME, BREHEROEARM
HERZRD 5N, BIZHRO AR H S NGNS et iR, A RME DR XD
B WNTRMRAE OHIENRD 51, FEBRMEOBRIC AT 52ZENRL Nz Z0LS5k
BEEL, AEBRUEDO Sy MBI IHEERSERRR YICBWTHADLNTHD, HiE
FERMEOEFELRENBE THD EEA LN

ERUEZICIA T, BEEDREMNEN 572 300 mg/kg B OMEMHES 1 #] (No. 731 K TN 786)
ZHNWT, RERVEEEORD, v-GTP, BUN KUV L7 FZ O8N, A/G LhDO#ED, BiE
BEOEM, BIZRHEE 1 FITIEFRLERRNS A -5 —DED, HEZGHFHERILOEN, HELE,
BrEUNED, BaLZAFo—)lL, ) REOHEM, FMREABEEOHMBOERZENED SN,
ERYERGICEDEENERS B OSNZN, WTNOFRTHORKGFICEDEEAOARTNMb o
TWBIEMNS, TORENERZEBEI LD EEZI SN

EE AR T, MEECFEOREIZBNT, 300 mgkg BEOMETRIL AFO—)L KRN 2 IEHE
OEMARDSNHOO, REE, MRFHRE, Ik, FEEERVREMBFORETSH
SNAELBHESH D NVITORENERL THY, #BEMERS TELLZELEENTH S
EEZONZ.

PEDX DT, AABTIE 75 mgkg L ELOBOMTIE+HHEIL AT7O0-)L KT VIBEDE
o, WNCHFIERE OB MMNRD 5, 300 mg/kg BEDREHE THREE, FFIER OBIIZ 3 22N
ROl EMNS, MEZEEIIMT 75 mgkg, BT 20mgkg EEZ 5Nz,

-13 -
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Fig.1 Mean body weight changes in male rats treated orally with 2,4-Di-tert-butylphenol for 28 days
followed by 14-day withdrawal period.



(’5 i

Body Weight (g)

300+

250+

200

1504

100-

Study No. 29846

—O0O—— Control VO/Q/O/O
—&— 5 mg/kg

—40— 20 mg/kg

—0— 75mg/kg

300 mg/kg

Treatment period Withdrawal period

> |-

I 1 I [ | I b I l 1 !

4 8 11 15 18 2225 281 4 8 11 14
Days

Fig.2 Mean body weight changes in female rats treated orally with 2,4-Di-fert-butylphenol for 28 days
followed by 14-day withdrawal period.
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Fig.3  Mean food consumption in male rats treated orally with 2,4-Di-tert-butylphenol for 28 days
followed by 14-day withdrawal period.
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Fig.4 Mean food consumption in female rats treated orally with 2,4-Di-tert-butylphenol for 28 days
followed by 14-day withdrawal period.



Study No. 29846

Incidence of clinical signs in rats treated orally with 2,4-Di-tert-butylphenol for 28 days

Table 1

Group Days of treatment
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Clinical sign

Sex
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Table 1 - continued

Incidence of clinical signs in rats treated orally with 2,4-Di-teri-butylpheno! for

28 days

Study No. 29846

Group Days of treaiment
Sex and Clinical sign
dose 18 19 20 21 22 23 24 25 26 21 28
Male Conirol Number of examined 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 1 11111
Trauma 0 0 0 0 l 1 1 1 1 | 1
5 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 ] 6 6 6 6
20 mg/kg Number of examined § ] 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 5 5 5 ) ) 5 5
Trauma 0 0 0 0 1 1 1 1 1 1 1
15 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6
300 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12
No abnormality 10 9 10 g 8 6 7 1 8 7 6
Salivation 2 3 2 3 4 5 5 5 3 4 5
Hypoactivity 0 0 0 0 0 0 0 0 0 | 0
Soiled lower abdomen 0 0 0 0 0 0 0 0 0 0 |
Abnormality of tooih 0 0 0 1 1 1 1 1 1 1 0
Female Control Number of examined 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12
5 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 ] 6 6 6 ] 6 6 6 6
20 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 ]
75 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 ] 6 6 6 6 6 6
300 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12
No abnormality 1 7 6 6 6 7 ) 5 6 6 5
Salivation 5 5 6 6 6 5 7 7 6 6 1




Study No. 29846

Table 2 Incidence of clinical signs in rats treated orally with 2, 4-Di-tert-butylpheno! for 28 days followed by 14~day withdrawal period
Group Days of withdrawal
Sex and Clinical sign
dose ] 2 3 4 5 6 7 8 9 16 11 12 13 14
Male Control Number of examined 6 ] 6 6 ] ] ] 6 6 6 6 6 6 6
No abnormality 6 6 6§ 6 6 6 6 6 6 6 6 6 6 6
300 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 b
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Female Conirol Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 )
No abnormality 6 6 6 6 6 6 6 6 6 6 § 6 6 6

1%



Study No. 29846

Bedy weighis in rats freated orally with 2, 4-Di-tert-butylphenol for 28 days

Table 3
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. . . . . Study No. 29846
Table 4 Body weights in rats treated orally with 2,4-Di-tert-butylphenol for 28 days followed by 14-day withdrawal period

Group Days of withdrawal
Sex and
dose 1 4 8 11 14
Body weight (g
Male Control N 6 6 ] 6 6
Mean 413.2 429.9 447.2 459.6 472.2
S.D. +23.9 +24.9 +24.6 +21.2 £28.5
300 mg/ke N 6 6 6 ] 6
Mean 406.0 419.2 439.3 448.9 464.9
S.D. +40.9 +44.0 +44.5 £45.9 +44.1
Female Control N 6 6 6 6 6
Mean 234.1 243.0 248.2 252.2 254.0
S.D. +22.4 +17.2 +18.6 +19.5 +20.5
300 mg/ke N 6 6 6 6 6
Mean 262, 9% 266. 1 273.8 277. 5% 284, 0%
.D. +18.5 +18.8 +22.1 +19.4 +18.6

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



Study No. 29846

Food consumption in rats ireated orally with 2,4-Di-tert-buiylphenc]l for 28 days

Table &
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) ) Study No. 29846
Table 6 Food consumption in rats treated orally with 2,4-Di-tert-butylphenol for 28 days followed by l4-day withdrawal period

Group Days of withdrawal
Sex and
dose 1 ' 4 8 11 14
Food consumption (g/rat/day)
Male Conirol N b 6 ] 6 ]
Mean 25.7 30.0 30.9 28.17 28.6
S.D. +2.6 +3.17 +3.1 +2.8 +3.2
300 mg/kg N 6 6 ] 6 6
Mean 22.5 30.9 30.9 29. 1 30.9
S.D. £3.5 +3.5 +2.9 +3.7 +3.1
Female Conirol N 6 6 6 6 6
Mean 16. 2 20.0 19.6 20. 3 19.2
S.D. +3.5 +2.4 +3.0 +2.5 +1.9
300 mg/ke N 0 6 6 6 6
Mean 17.6 22.0 21.8 20.6 21.6
.D. +2.5 +2.5 +3.9 +3.1 +2.2

Not significantly different from conirol.
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Table 7 Urinary findings in rats treated orally with Z,4-Di-tert-butylphenol for 28 days

Study No. 29846

g Grgup Urine volume Osmotic pressure Specific gravity
ex an
dose (mL/24hr) (0sm/kg)
Male Contirol N 12 12 12
Mean 12.0 1. 493 1.049
S.D. +4.3 +0.531 +0.017
5 mg/kg N 6 6 6
Mean 10.2 1.457 1.048
S.D. +2.8 +0.339 +0.013
20 mg/kg N 6 6 6
Mean 12.9 1,611 1,054
S.D. +9.5 +0. 664 +0.022
75 ng/ke N 6 6 6
Mean 10.8 1.427 1.049
S.D. +3.0 +0. 392 +0.014
300 me/kg N 12 12 12
Mean 31. 9% 0. 583+ 1.0214%%
S.D. +6.6 +(.099 +0.003
Female Conirol N 12 12 12
Mean 6.0 1.466 1.048
S.D. +3.3 +0.497 +0.017
5 mg/kg N 6 6 6
Mean 7.0 1.524 1.050
S.D. +2.4 +0.451 +0.015
20 mg/ke N 6 6 6
Mean 8.5 1.529 1.050
S.D. +6.8 +0.754 +0.025
75 mg/kg N 6 6 6
Mean 3.2 1.653 1,054
S.D. +4.8 +0.763 +0.026
300 me/ke N .12 12 12
Mean 18. 4% 0.702%+% 1.023%%
S.D. +4.8 +0.171 +0. 006

#%: PC0.01 (significantly different from conirol).
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Table 7 - continued

Urinary findings in rats treated orally with 2,4-Di-tert-butylphenol for 28 days

Study No. 29846

Group Number Color pH Protein Glucose
Sex and of
' dose animals
Y 6.0 65 7.0 7.5 80 85 9.0 - + + -
Male Contrel 12 l 11 0 0 0 0 3 ) 0 0 3 6 3 12
5 mg/kg 6 0 6 0 | 0 0 3 2 0 1 2 2 1 6
20 mg/kg 6 1 5 0 0 0 l l 4 0 1 0 4 1 6
75 mg/kg 6 0 6 0 0 0 0 1 5 0 0 0 4 2 6
300 mg/kg 12 12 0 0 1 0 0 6 5 0 0 /A 10 0 12
Female Control 12 2 10 0 1 1 0 3 7 0 2 4 5 1 12
b mg/ke 6 0 6 0 0 0 0 2 4 0 3 | 0 2 6
20 mg/ke 6 2 4 0 2 0 1 2 i 0 3 3 0 0 6
75 meg/ke 6 0 6 0 | 0 1 1 3 0 1 1 3 1 6
300 mg/kg 12 11 1 1 0 2 2 4 2 1 1 3 2 0 12

Abbreviaiion: PY, pale yeilow; Y, yellow.
Grade sign: -, none; #, trace; +, mild; ++, moderate; +++, marked; ++++, very marked.
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Table 7 - continued

Urinary findings in rats treated orally with 2,4-Di~tert-butylphenol for 28 days

Study No. 29846

Group Number

Ketone body

Bilirubin

Occult blood

Urobilinogen

e ggge ag{mals (ae/dl
- - - H <1
Male Control 12 12 12 12 0 12
5 mg/ke 6 6 6 5 0 6
20 mg/kg b 6 6 6 0 6
75 ng/kg b 6 6 6 0 6
300 mg/kg 12 12 12 12 0 12
Female Control 12 12 12 12 0 12
5 mg/kg 6 b 6 6 0 6
20 mg/kg 6 6 6 6 0 6
75 mg/kg 6 6 6 5 ! 6
300 mg/ke 12 12 12 12 0 12

Grade sign: -, none; 3, irace; +, mild; ++, moderate; ++f, mark



_ . Study No. 29846
Table 7 - continued Urinary findings in rats treated orally with 2,4-Di~tert-butylphenol for 28 days

Sex gﬁgup Ngmber Urinary sediment
dose animals Epithelial cells Erythrocytes Leukocytes Casts Crystals
- - - - -t
Male Control 12 12 12 12 12 10 1 1
5 mg/ke 6 6 6 6 6 4 2 0
20 mg/kg 6 6 b b 6 b 0 0
75 mg/kg b 6 6 6 b 6 0 0
300 me/ke 12 12 12 12 12 9 3 0
Female Coniro} 12 12 12 12 12 9 3 0
5 mg/kg 6 6 6 6 b 6 0 0
20 mg/kg 6 6 6 6 6 5 ! 0
75 mg/kg 6 6 6 b b 5 | 0
300 mg/ke 12 12 12 12 12 12 0 0

Not significantly different from control.
Grade signs are as follows.

Epithelial cells: -, < 3/field: +, 3/field = and < 10/field; +t, 10/field < and < 20/field; +H, = 20/field.

Erythrocytes  : -, < 10/field; + 10/field = and ¢ 30/field: +, 30/field < and ¢ 100/field: +++ count less.
Leukocytes Do 3/f|eld + "3/field < and < 20/field: +, 20/fieid = and < 40/field; +H, = 40/field.

Casts : -, none; %, 1/a1 I field.

Crystals - < lO/fleld +, 10/field < and < 20/field; ++, 20/field < and < 30/field; +++, countless.
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. . . . . . ) Study No. 29846
Table 8 Urinary findings in rats ireated orally with 2,4-Di-tert-butylphencl for 28 days followed by l4-day withdrawal period

g Grgup Urine volume Osmotic pressure Specific gravity
ex an
dose (mL/24h1) (0sm/kg)
Male Control N 6 6 6
Mean 20.8 1.455 1.047
S.D. +10.0 +0.427 +0.016
300 mg/kg N 6 6 6
Mean 21.6 1.219 1.038
S.D. £6.9 +0, 343 £0.011
Female Contirol N 6 6 6
Mean 11.0 1.380 1.045
S.D. +6.5 +0.384 +0.014
300 mg/ke N 6 6 6
Mean 16.4 1,246 1.039
S.D. +6.6 +0.476 +0.015

Not significantly different from control.
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Table 8 - continued

Urinary findings in rats treated orally with 2,4-Di-tert-butylphenol for 28 days followed by 14-day withdrawal period

Study No. 29846

Group Number Color pH Protein Glucose Ketone body Bilirubin
Sex and of

dose animals

7.0 7.5 8.0 - + + o+ - - -

Male Control 6 2 4 l 0 5 0 5 0 ) 6 6

300 mg/ke 6 3 3 0 1 5 0 3 3 0 6 6 6
Female Control 6 1 5 0 3 3 4 0 1 1 6 6 6

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

Abbreviation: PY, pale yellow; Y, yellow.
Grade sign: -, none; +, frace; +, mild; +1, moderate; +++, marked; ++++, very marked.
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Table 8 ~ continued

Urinary findings in rats treated orally with 2,4-Di-tert-butylphenol for 28 days followed by l4-day withdrawal period

Study No. 29846

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

dose animals

- <1

Male Control 6 6 6

300 mg/kg ] 6 6
Female Control 6 6 6

300 mg/ke 6 6 6

Grade sign: -, none; +, trace; +, mild; ++, moderate: +++, marked.
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Table 8 ~ continued Urinary findings in rats treaied orally with 2,4-Di~tert-butylphenol for 28 days

Study No. 29846

Group Number Urinary sediment
Sex and 0

dose animals Epithelial cells Erythrocytes Leukocyies Casts Crystals

- - - - -+ H

Male Conirol 6 6 6 : ) 6 5 0 1

300 mg/kg 6 6 6 6 6 6 0 0
Female Control 6 6 6 6 6 4 2 0

300 mg/kg 6 6 6 6 6 6 0 0

Not significantly different from conirol.
Grade signs are as follows.

Epithelial cells - < 3/f1eld + 3/f1eld § nd < 10/field; +, 10/field < and € 20/field; +++, = 20/{ield.
Erythrocytes - 2 10/field: ¥, 10/field = and < 30/field: ++, 30/field = and < 100/field: 4, countless.
Iéeullcocytes - 3/f1$ld +1/3{{1?ld dé and < 20/field; ++, 20/field < and < 40/field: ++, = 40/field.
asis -, none; +, = l/a

Crystals - (10/field; +, 10/field = and < 20/field; ++, 20/field < and < 30/field; +++, countless.
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Study No. 29846
Table 9 Hematological findings in rats treated orally with 2,4-Di-tert-butylphenol for 28 days

g Grgup Leukocyies Erythrocytes Hemoglobin Hematocrit Platelets MCY MCH MCHC Reticulocyte PT APTT
ex an
dose 102 /pl) (102 /ul) (g/dL) ® (104 /¢ L) (fL) (pg) ®) (%) (sec) (sec)
Male  Conirol N 5 5 5 5 5 5 5 5 5 5 5
Mean 13 114 14.3 46.6 91.7 60 18.6 30. 8 41 14.1 22.8
S.D. +20 +36 +0.8 £2.8 +10.2 +2 +0.6 +0.5 +6 +0.8 +1.3
5 mg/kg N. 6 6 6 6 6 6 6 6 6 6 6
Mean 74 174 14.3 46.4 94.5 60 18.5 30.9 39 14.0 22.1
S.D. +16 +29 +0.4 +1.5 +16.2 +1 +0.3 +0.5 +5 +1.9 +2.8
20 mg/ke N 6 6 6 6 6 6 6 6 6 6 6
Mean 15 77 14.2 46. 1 95.1 60 18.3 30.7 40 16.8 24.1
S.D. +6 +48 +0.8 +2.6 +10.2 +3 +0.6 +0.7 +5 +4.0 +3.6
15 mg/kg N 6 6 6 6 6 6 6 6 6 6 6
Mean 82 785 14.4 46.7 99.5 60 18.4 30. 8 39 16.5 24.9
S.D. +30 +45 +0.3 +0.9 +8.5 +3 +0.8 +90.2 +2 +3.3 +2.4
300 mg/kg N 6 6 6 6 6 6 6 6 6 6 6
Mean 98 770 13.8 44.9 111, 9% 58 18.0 30. 8 46 27. 9% 43. T%
S.D. +18 +63 +1.3 +4.5 +12.4 +2 +0.9 +0.6 +18 +9.7 +19.5
Female Control N 6 6 6 6 6 6 6 6 6 6 6
Mean 62 765 14.4 45.3 99,1 59 18.8 31.8 34 11.0 18.3
S.D. +10 +123 +0.5 1.8 +14.8 *2 +0.5 +0.4 +6 *0.9 +£2.3
5 mg/kg N 6 6 6 6 6 ] 6 6 6 6 6
Mean 52 739 13.9 43.8 103. 3 59 18.8 31.8 32 1.1 18.0
S.D. +9 +50 +0.8 +2.4 +8.0 +2 +0.7 +0.7 +4 +1.0 +2.5
20 mg/kg N 6 6 6 6 6 6 6 6 6 6 6
Mean 55 751 14.1 44.1 101.0 59 18.8 31.9 31 11.0 18. 4
S.D. +20 +42 +0.5 +1.7 +6.2 +3 +0.9 +0.5 +5 +0.4 +2.8
75 mg/kg N 6 6 6 i 6 6 6 6 6 6 6
Mean 62 747 14.1 44.4 99, 8 60 18.8 3.7 36 10.8 17.6
S.D. +13 +47 +0. 4 +1.17 +2.7 +2 +0.8 +0.5 +4 +0.6 +2.17
300 mg/ke N 6 ] 6 6 6 6 6 6 6 6 6
Mean 76 111 13. 2%% 41, 8% 116.7 59 18.6 31.7 35 11.2 17.3
S.D. +23 +30 +0.5 +1.8 +8.8 +2 +0. 4 +0.6 +5 +0.5 +1.6

: P<0.05, *%: P<0.01 (significantly different from control).
Data for one male in the control group were eliminated from the Table 9 owing to a technical error on the anesthetic timing.
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Table 9 - continued

Hematological findings in rats treated orally with 2,4-Di-tert-buiylphenol for 28 days

Study No. 29846

g Grgup Differentiial leukocyte count
ex an
dose Eosinophil Stab neatrophil Segmented neutrophil Lymphocyie Basophil Monocyte
€9) ) ) ® % ®
Male Conirol N 9 5 5 ] o ]
Mean 0.6 0.0 12.0 85. 4 0.0 2.0
S.D. £0.5 +0.0 +5.8 +7.4 +0.0 +1.6
5 mg/kg N 6 6 6 6 6 6
Mean 0.3 0.0 10.2 86. 8 0.0 2.1
S.D. +0.5 +0.0 +3.2 +3.17 +0.0 +1.6
20 mg/kg N 6 6 6 6 6 6
Mean 0.8 0.0 8.8 87.8 0.0 2.5
S.D. +0.4 +0.0 +6.9 +6.6 +0.0 +0.5
75 mg/kg N 6 6 ] 6 6 6
Mean 0.0 0.0 1.7 86.5 0.0 1.8
S.D. +0.0 +0.0 +4.0 +4.1 +0.0 1.0
300 mg/ke N 6 6 6 ] ] b
Mean 0.7 0.0 18.2 78.5 0.0 2.7
S.D. +0.8 +0.0 +14.8 +16.1 +0.0 +1.8
Female Control N 6 6 6 6 6 6
Mean 1.0 0.0 8.7 88.2 0.0 2.2
S.D. +1.3 +0.0 +3.1 +4.9 +0.0 +1.2
b mg/ke N 6 6 6 6 6 6
Mean 0.5 0.0 10.5 87.5 0.0 1.5
S.D. +0.8 +0.0 £3.6 +4.8 10.0 +1.0
20 mg/kg N 6 6 6 6 6 6
Mean 0.8 0.0 8.5 88.8 0.0 [.8
S.D. +1.2 +0.0 +4.0 +5.17 +0.0 +1.0
75 mg/kg N 6 6 6 6 6 6
Mean 0.3 0.0 7.8 89.5 0.0 2.3
S.D. +0.5 +0.0 +4.9 +5.8 +0.0 +1.0
300 meg/ke N 6 6 6 6 6 6
Mean 0.8 0.2 15. 7% 81.0 0.0 2.3
S.D. +1.0 +(.4 *4.3 +5.5 +0.0 +1.0
$: P0.05 (significantly different from control).

Data for one male in the control group were eliminated from the Table 9 owing to a technical error on the anesthetic timing.
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Table 10 Hematological findings in rats treated orally with 2,4-Di-tert-butylphenol for 28 days followed by i4-day withdrawal period

g Grgup Leukocytes Erythrocytes Hemoglobin Hematocrit Platelets MCY MCH MCHC Reticulocyle PT APTT
ex an
dose 102 /pl)  (10* /ul) (g/dL) ® (10% /ul) (fL) (rg) 9] (%) (sec) (sec)
Male Control N 6 6 6 6 6 6 6 6 6 6 6
Mean 18 803 14.5 46.5 92.7 58 18.1 31.3 37 16.9 22.9
S.D. +14 +21 +0.5 +2.1 +7.1 +3 +0.6 +0.7 +5 +2.5 +1.5
300 mg/ke N 6 6 6 6 6 6 6 6 6 6 ]
Mean 93 823 14.3 45.9 97.2 56 17. 3% 31.1 38 16.1 22.2
S.D. +217 +27 +0.2 +0.9 +8.6 +1 +0.3 +0.3 +6 +3.17 +1.1
Female Control N 6 6 6 6 6 6 6 6 6 6 6
Mean 54 779 14.2 44,6 94,3 58 18.3 3.1 32 11.4 18.8
S.D. +15 +19 +0.4 +1.7 +8.6 +9 +0.5 +0.4 +3 +0.2 +0. 8
300 mg/ke N 6 6 6 6 6 6 6 6 6 6 6
Mean 59 765 14.0 45,1 97.5 59 18.3 3. 1% 34 11.4 17. 6%
S.D. +17 +39 +0. 4 +1.5 +3.5 +3 +0.8 +0. 4 +6 +0.4 +0.8

¥;: P<0.05 (significantly different from control).
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Study No. 29846
Table 10 - continued Hematological findings in rats treated orally with 2,4-Di-tert-butylpheno! for 28 days followed by 14-day withdrawal period

g Grgup Differential leukocyte count
ex an
dose Eosinophil Stab neutrophil Segmenied neutrophil Lymphocyie Basophil Monocyte
® 9] %) ® ®) )]
Male Control N 6 6 6 6 6 6
: Mean 0.7 0.0 9.3 88.0 0.0 2.0
S.D. +0.5 +0.0 +6.9 +6.7 +0.0 £40.9
300 mg/kg N 6 6 6 6 ] 6
Mean 1.2 0.0 10.3 86. 7 0.0 1.8
S.D. +0.4 £0.0 +6.2 +6.8 +0.0 x1.2
Female Control N 6 ] 6 6 6 6
Mean 0.8 0.0 9.3 88. 2 0.0 1.7
S.D. +0.8 +0.0 +6.5 +6.4 +0.0 11.0
300 mg/kg N 6 6 6 6 6 6
Mean 0.7 0.2 10.0 88.0 0.0 1.2
S.D. +1.2 +0.4 +4.5 +4.1 +0.0 +1.2

Not significantly different from control.
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Table 11 Biochemical findings in rats treated orally with 2, 4-Di-tert-butylphenol for 28 days
g Grgup A/G ratio T.Bilirubin GOT ALP CPK T.Cholesierol
ex an
dose (1u/L) (/1) (1u/L) (mg/dL)
Male Control N 5 5 5 5 5 5 5 5 5 5 5
Mean 4.9 3.5 2.53 0.0 13 17 0.5 364 117 177 50
S.D. +{.1 +0.1 +0.20 +0.0 +8 £3 +0.2 +53 +105 117 +7
5 mg/ke N 6 6 6 6 6 6 6 6 6 6 6
Mean 4.8 3.5 2.78 0.0 12 18 0.7 323 114 121 47
S.D. +0.1 +0.1 +0.37 +0.0 +5 +3 +0.3 +56 £33 +15 +6
20 mg/kg N 6 6 ) 6 6 6 6 6 6 6 6
Mean 5.0 3.6 .51 0.0 13 18 0.4 314 121 158 49
S.D. +0.2 +0.1 +0. 24 +0.0 +7 +2 +0.2 +78 +25 +66 +5
75 mg/ke N 6 6 6 6 6 6 6 6 6 6 6
Mean 5.0 3.6 .54 0.0 70 17 0.5 325 179 157 48
S.D. +0.2 +0.2 +0.18 +0.0 +5 +2 +0.2 +58 +122 106 +5
300 mg/kg N 6 6 6 6 6 6 6 6 6 6 6
Mean 5.3 3.1 2.35 0.2 62 20 2.8 362 158 198 78
S.D. +0.4 +0.2 +0.50 +0.3 +12 +4 +4.6 +62 +111 +214 +56
Female Conirol N 6 6 6 6 0 6 6 6 6 6 6
Mean 5.3 4.0 3.11 0.0 78 15 0.7 222 132 130 58
S.D. +0.2 +0.1 +0.40 +0.0 +12 +1 +0.2 +25 +23 43 +5
5 mg/ke N 6 6 6 6 ] 6 6 6 6 6
Mean 5.3 3.9 2.86 0.0 80 17 0.7 200 114 54
S.D. £0.3 C£0.3 +0. 38 +0.0 +5 +3 +0.2 +41 +28 +9
20 mg/ke N 6 6 6 6 6 6 6 6 ] 6
Mean 5.3 4.0 3.13 0.0 78 15 0.7 249 134 60
S.D. +0. 1 +0.1 +0.32 +0.0 +11 +2 +0.5 +55 +46 +8§
75 mg/kg N 6 6 6 6 6 ] 6 6 6 6
Mean 5.4 4.0 2.92 0.0 18 14 0.9 223 97 1%
S.D. +0.3 +0.3 +0.438 +0.0 +12 +3 +0.3 +45 +18 +8§
300 mg/ke N 6 6 0 6 6 6 0 6 6 ]
Mean 5 4,1 2.72 0.1 76 18 1.3 224 191 8T#%
S.D. +0.4 +0.52 +0.1 +14 x7 +0.9 +69 +102 +6

$: P0.05, ##: P<0.01 (significantly different from control). . )
Data for one male in the conirol group were eliminated from the Table Il owing to a technical error on the anesthetic timing.
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Biochemical findings in rats treated orally with 2,4-Di~tert-butylphenc!l for 28 days
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Data for one male in the control group were eliminated from the Table 11 owing to a technical error on the anesfhefic timing.
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Table 12 Biochemical findings in rats treated orally with 2,4-Di-teri-butylphencl for 28 days followed by 14-day withdrawal period

Study No. 29846

g Grgup ~ T.Protein  Albumin  A/G ratio T.Bilirubin GOT GPT 7 -GTP ALP LDH CPK T.Cholesterol
ex an
dose (g/dL) (g/dL) (mg/dL) (u/L) (10/L) (1u/1) (1u/L) (1o/L) (10/1) (mg/dL)
Male Control N 6 6 6 6 6 6 6 6 6 6 6
Mean 5.4 3.6 2.00 0.0 83 21 g.2 237 115 17 52
S.D. +0.3 +0.1 +0.20 +0.0 +15 +3 +0.1 +31 +38 +28 +6
300 mg/kg N 6 6 6 6 6 6 6 6 6 6 6
Mean 5.4 3.8 2. 39% 0.0 11 19 0.3 266 101 139 59
S.D. +0.2 +0.2 +0.29 +0.0 +11 +3 +0.1 140 +55 +93 +1t
Female Conirol N ] 6 6 6 6 6 6 6 6 6 6
Mean 5.9 4,2 2.5% 0.1 79 18 0.4 173 75 11 61
.D. +0.3 +0.3 +0.30 +0.1 +14 +2 +0.4 +31 +12 +17 +15
300 mg/ke N 6 6 6 6 6 6 6 6 6 6 6
Mean 5.9 4.2 2.49 0.0 71 15%% 0.3 151 65 69 83+
S.D. +0.3 +0.3 +0.16 +0.1 +8 +1 +0.3 +25 +11 +12 +11

#: PL0.05, #%: P<0.01 (significanily different from control).
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Table 12 - continued

Biochemical findings in rats treated orally with 2,4-Di-tert-butyiphenol for 28 days followed by 14-day withdrawal period

Study No. 29846

Group Triglycerides Phospholipids
Sex and
dose (mEq/L)
Male Control N 6 6 6 6 6 6 6 6
ean 123 15.1 0.4 7.1 9.9 146.0 4,25 105. 9
S.D. +12 +1.8 +0.1 +0.5 *0.2 1.0 +0. 14 +2.3
300 mg/ke N 6 6 6 6 6 6 ] i 6
Mean 106 129 17.5 0.4 1.4 10.0 146.0 4.16 106. 3
S.D. +16 +13 +3.4 £0.0 +0.3 +0.2 +0.8 +0.13 +1.5
Female Conirol N 6 6 6 6 ] 6 6 ] 6
ean 126 103 18.7 0.5 6.4 10.1 144. 2 4,62 107.6
.D. +22 +7 +2.3 +0.1 +0.4 +0.3 £1.0 +0.34 +1.8
300 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 161% 119%% 19.5 0.5 6.1 10.1 144.4 4,36 107.2
S.D +20 +9 +2.4 +0.0 +0.3 +0.1 +0.3 +0. 21 +1.2

$: P0.05, $%: P<0.01 (significantly different from conirol).
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Table 13 Necropsy findings in rats ireated orally with 2,4-Di-tert-butyiphenol for 28 days

Sex Male Female
Group and dose Control 5 mg/kg 20 mg/ke 75 mg/kg 300 mg/kg  Conirol 5 mg/kg 20 mg/ke 75 meg/kg 300 me/kg
Organs and findings Number of animals 6 6 ] 6 6 6 6 6 6 6
Digestive system
Liver
Hemorrhage, fresh 1 0 0 0 0 0 0 0 0 0
Respiratory system
Lung i .
Coloration, light gray 0 0 0 0 0 0 0 0 0 ]
Coloration, dark red 0 0 0 0 I 0 0 0 0 0
Hematopoietic system
Thymus
Small 0 0 0 0 1 0 0 0 0 0
Urinary system
Kidney
Spot, light gray 0 0 0 0 0 0 0 0 0 |
Enlargement 0 0 0 0 1 0 0 0 0 0
Endocrine system
Thyroid
Defect,unilateral 0 0 0 0 0 0 I 0 0 0
Adrenal
Enlargement 0 0 0 0 1 0 0 0 0 0
Integumentary system
Integument ;
Crust 1 0 I 0 0 0 0 0 0 0

AAAAA
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Table 14 Necropsy findings in rats treated orally with Z,4-Di-tert-butylphenol

for 28 days followed by 14-day withdrawal period

Study No. 29846

Sex Male Fémale
Group and dose Control 300 mg/ke Control 300 mg/kg
Organs and findings Number of animals 6 6 6 6
Integumentary sysiem
Iniegument
Mass, light gray 0 0 0 1

No appreciable changes in all other organs and {issues,
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Organ weights in rats treated orally with 2,4-Di-tert-butylphenol for 28 days

Table 15
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Organ weights in rats treated orally with 2,4-Di-tert-butylpheno! for 28 days

Table 15 - continued
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Table 15 - continued
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Table 16 Organ weighis in rats treated orally with 2,4-Di-teri-butylphenol for 28 days followed by 14-day withdrawal period

Study No. 29846

Group Final Brain Pituitary Thyroids Heart
Sex gnd body weight
ose
(® (g (g/100gB.W.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB. ¥.) g (g/100gB. ¥.)
Male  Control N 6 6 6 6 6 6 6 6 6
Mean 438.3 2.22 0.51 12.4 2.9 30.2 6.9 1.58 0.36
S.D. +26.8 +0.08 +0. 04 +0.9 +0.3 +4.8 +1.0 +0.13 +0.04
300 mg/kg N 6 § b 6 6 6 6 ] 6
Mean 429.2 2.19 0.5t 12.8 3.0 26.8 6.2 1. 54 0.36
S.D. +40.6 +0.08 +0.04 +0.9 +0.3 +6.9 +1.4 +0.12 +0.04
Female Control N 6 6 6 6 6 6 6 6 6
Mean 234.5 1,99 0.85 15.9 6.8 19.2 8.2 0.81 0.35
_ S.D. +19.5 +0.03 +0. 07 +0.8 +0.5 +2.5 +1.1 +0.09 +0.03
300 mg/kg N 6 6 6 § 6 6 6 6 6
Mean 260. 5% 2.05 0.79 16.0 6.1 20.0 .1 0.93 0.36
S.D. +19.7 +0.08 +0.05 +2.4 +0.6 +3.2 +1.0 +0.10 +0.02

%; P<0.05 (significanily different from control).



Study No. 29846
Table 16 - continued Organ weights in rats treated orally with 2,4-Di-tert-butyiphenc! for 28 days followed by 14~day withdrawal period

Group Lungs Thymus Liver Spleen Kidneys
Sex gnd
0se
(@ (g/100gB.¥.) (@ (g/100gB.¥.) (® (g/100gB.¥.) @ (g/100gB. W.) (® (g/100gB.¥.)
Male Control N 6 6 6 6 6 6 6 6 ) 6
Mean 1.53 0.35 0.55 0.13 13.08 2.99 0.84 0.19 3.03 0. 69
S.D £0.09 +0. 02 +0.09 +0.02 +0.72 +0.15 +0.07 +0.02 +0.13 0. 06
300 me/kg N 6 6 6 6 6 6 6 6 6 6
Mean 1.47 0.35 0.58 0.14 13.85 3. 2344 0.89 0.21 3.26 0.76
S.D. +0.11 +0.01 +0.10 0. 02 +1.40 +0.09 +0.15 +0.02 +0.23 +0.05
Female Conirol N 6 6 ] 6 6 6 6 6 6 6
Mean 1.12 0.43 0.41 0.18 6. 36 2.1 0.55 0.24 1.69 0.72
S.D. +0.09 +0.04 +0.06 +0.02 +0.54 +0.04 +0. 06 +0.02 +0.12 +0.06
300 mg/ke N 6 6 6 6 6 6 6 6 6 6
Mean 1.14 0.44 0.50 0.19 8. 08%4 3. 10%% 0. 69%+ 0.27 1.87% 0.72
.D. +0.07 +0.03 +0. 08 +0.02 +0.88 +0.18 +0.09 +0.04 +0.14 +0.04
%: P<0.05, #%: P<0.01 (significanily different from control).
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. . , . . . ) Study No.29846
Table 16 - continued Organ weights in rats treated orally with 2,4-Di-tert-butylphenol for 28 days followed by 14-day withdrawal period

Group Adrenals Seminal Vesicle Epididymides Testes Ovaries
Sex gnd
o0se
(mg) (mg/100gB. ¥.) (2) (g/100gB. ¥.) (2 (8/100gB.W.) (@ (g/100gB. ¥.) (mg) (mg/100gB. ¥.)
Male Control N 6 6 6 6 6 6 6 6
Mean 61.6 14.0 1.49 0. 34 1.23 0.28 3.29 0.75
S.D. +11.8 +2.3 +0.18 +0. 04 +0. 04 +0.02 +0. 24 +0.05
300 mg/kg N 6 6 6 6 ] 6 6 6
Mean 60. 3 14.1 1.56 0.37 1. 164 0.27 3. 17 0.74
S.D. +6.0 +1.6 +0.18 +0.05 +0.05 +0.03 +0.26 +0.09
Female Control N 6 6 6 6
Mean 62.5 26.8 11.5 33.0
S.D. +2.5 +2.0 +12.5 +3.8
300 mg/ke N 6 6 6 6
Mean 65. 3 25.0 86.9 33.3
S.D. +12.7 +3.4 +17.3 +6.1

£: PC0.05 (significantly different from control).
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) Study No. 29846
Table 17 Histopathological findings in rats treated orally with 2,4-Di-tert-butylpheno! for 28 days

Sex Male
Group and dose Control 20 mg/kg 75 mg/kg 300 mg/kg
Number of animals 6 6 6 6
Organs and findings
- + ++ ttt Total - t ++ +++ Total - ¢t ++ t++ Total - ) ++ +++ Total
Digestive system
Liver ‘ (6) (0) (6) (6)
Degeneration, hepatocyte, fatty,periportal 6 0 0 0 0 6 0 0 0 0 6 0 0 0 0
Hypertrophy, hepatocyte, centrilobular 6 0 0 0 0 6. 0 0 0 0 2 4 0 0 4%
Hypertrophy, hepatocyte, periportal 6 0 0 0 0 6 0 0 0 0 5 1 0 0 ]
Respiratory system
Lung _ (6) Q) Q) (6
Granuloma, foreign body,pleura 6 0 0 0 .0 5 1 0 0 1
Accumulation, foam cell, focal 4 2 0 0 2 5 ] 0 0 1
Mineralization, artery 6 0 6 0 0 5 1 0 0 ]
Hematopoietic sysiem
Thymus (6) (0) (0) (6)
Atrophy 6 0 0 0 0 § 0 | 0 1
Urinary system
Kidney . ® )] (6) (6)
Hypertrophy, tubule, proximal 6 0 0 0 0 6 0 0 0 0 5 1 0 0 ]
Tubule, basophilic 6 0 0 0 0 6 0 0 0 0 0 1 4 1 bk
Cast,granular 6 0 0 0 0 6 0 0 0 0 0 5 i 0 6%
Cast,proteinaceous 6 0 0 (0 0 6 0 0 0 0 0 5 i 0 b¥%
Dilatation, tubule,distal 6 0 0 0 0 6 0 0 0 0 5 1 0 0 |
Cyst, cortex ) 5 1 0 0 | 6 0 0 0 0 5 1 0 0 1
Cellular infiltration, neutrophil 6 0 0 0 0 6 0 0 0 0 5 | 0 0 ]
Mineralization, coriicomedullary 6 0 0 0 0 6 0 0 0 0 6 0 0 0 0
Genital system
Epididymis (6) () () (6)
Granuloma, spermatic . ] 1 0 0 1 6 0 0 0 0
Integumentary system
Integument ) M 0 ()]
Ulcer 0 1 0 0 | 0 1 0 0 1

¥: PC0.05, #%: P<0.01 (significantly different from control).

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

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

Histopathological examination is not done in 5 mg/kg group(ihe lowest dose group). .

There are no remarkable changes in the stomach, small intesiine, large intesiine, pancreas, trachea, mesenteric lymph node, spleen, bone marrow(femur), heart,
urinary bladder, testis, seminal vesicle, pituitary, thyroid, adrenal, brain, spinal cord and sciatic nerve in control and 300 mg/kg groups
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) Study No. 29846
Table 17 - continued Histopathological findings in rats treated orally with 2,4-Di-teri-butylphenol for 28 days

Sex v Female
Group and dose Control 20 mg/kg 75 mg/ke 300 mg/kg
Number of animals 6 6 6 6
Organs and findings
- + ++ ++ Total - + ++ +++ Total - + ++ +++ Total - + ++ +++ Total
Digestive system
Liver , (6 () (6) (6)
Degeneration, hepatocyte, fatty,periportal 5 1 0 0 1 4 2 0 0 A 5 1 0 0 ]
Hyperirophy, hepatocyte, centirilobular 6 0 0 0 0 6 0 0 0 0 2 4 0 0 4%
Hyperirophy, hepatocyie, periporial 6 0 0 0 0 6 0 0 0 0 6 0 0 0 0
Respiratory system
Lung , ® © 0) ®)
Granuloma, foreign body,pleura 6 0 0 0 0 ] 1 0 0 ]
Accumulation, foam cell, focal 5 1 0 0 ] 6 0 0 0 0
Mineralization, ariery 6 0 0 0 0 6 0 0 0 0
Hematopoietic system
Thynus (6) 0) (0 (6)
Atrophy v 6 0 0 0 0 5 10 0 1
Urinary sysiem
Kidney . ® (0 (6 (6
Hypertrophy, tubule, proximal ] 0 0 0 0 6 0 0 0 0 6 0 0 0 0
Tubule, basophilic ] 0 0 0 0 6 0 0 0 0 | 4 0 | 5%%
Cast, granular 6 0 ] 0 0 6 0 0 0 0 3 2 ) 0 3
Cast,proteinaceous 6 0 0 0 0 6 0 0 0 0 5 1 0 0 1
Dilatation, tubule, distal b 0 0 0 0 6 0 0 0 0 5 l 0 0 |
Cyst,cortex ) 6 0 0 0 0 6 0 0 0 0 6 0 0 0 0
Cellular infiltration, neutrophil 6 0 0 0 0 6 0 0 0 0 > 10 0 1
Mineralization, corticomedullary 5 1 0 0 1 5 1 0 0 1 6 0 0 0 0
Genital system
Epididymis NA NA NA NA
Granuloma, spermatic
Integumentary system
Iniegument 0 ()] 0) 0

Ulcer

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

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

NA: not applicable. )

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

Histopathological examination is not done in 5 mg/kg group(the lowest dose group).

There are no remarkable changes in the stomach, small intestine, large infestine, pancreas, irachea, mesenteric Iymph node, spleen, bone marrow(femur), heart,
urinary bladder, ovary, uterus, pituitary, thyroid, adrenal, brain, spinal cord and sciatic nerve in contrel and 300 mg/kg groups.
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Study No. 29846
Table 18 Histopathological findings in rats treated orally with 2,4-Di-tert-buiylphencl for 28 days followed by 14-day withdrawal period

Sex Male Female
Group and dose Contro! 300 mg/ke Control 300 mg/kg
Number of animals 6 , ] 6 6

Organs and findings

- t ++ +t+ Total - t ++ +++ Total - + ++ +++ Total - t ++ ++t Total
Digestive system
Liver _ (6) (6) (6) (6)
Degeneration, hepatocyte, fatty, periportal 6 0 0 0 5 1 0 0 1 6 0 0 0 0 6 0 0 0 0
Urinary system
Kidney . (6) (6) (6) (6)
Tubule, basophilic 6 0 0 0 0 0 3 2 | 6%k% 6 0 0 0 0 5 1 0 0 1
Cast,granular 6 0 0 0 0 2 4 0 0 4% 6 0 0 0 0 6 0 0 0 0
Cast,proteinaceous ] 0 0 0 0 4 2 0 0 2 6 0 0 0 0 6 0 0 0 0
Genital sysiem
Mammary gland 0 0 ) (1)
Adenocaricinoma 0 1 0 0 l

#: PL0.05, #%: P<0.01 (significantly different from conirol).
Grade sign: -, none; +, mild; +t, moderate; ++t, marked. _ .
Figures in parentheses are number of animals with tissues examined histopathologically.



	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-30T21:56:29+0900
	National Institute of Health Sciences




