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LI-ER [tert-7F V8= F31-3,3,5- b U AF Ly 7 a4 028HMRERD
B5stEER (RFE148/0) ZHEHD Sprague-Dawley 27 v P EHWTER L 7z, M
ELAREEBRE L. [BICRERTHsa— v, MO IFICEIEBYEY. £hth
100, 300 & & ¢ 1000 mg/kg DAET28AMICH O BEBEORSE L, s b
EERBIZAVEE8YE ATHBES XU 1000 ng/kg WEBIIZI0T., ZOMOBIIL
Pt Lz, SEIDRBRICHBVWTRBD ONF R ATICENT 5.

BEHRRICETHIES SNgh o 7cht, BIESE 2 BiZ 1000 ng/ke #E5HOME 1 T
BEARREL . HITAREREL Y, SEEOBBOEN, MR EEX SN HREROYE
i, TENBRESN, HEFIHICKC L, TOMO—BREDOEE LTI, #5555
2 HEARE. HETIE 300 mg/kg LA LDIRSEE. METIE 100 mg/kg LIEDREE T, H5%
| BRREILINICHE T 2 —BHORRFRBH SNz, /2. 1000 ng/kg REFHOMEH T
BEFE1ELNL 2EOREENS. MR LER L THREREERZRLS, oM,
FES LUVEFREOVWTNCLZRIRO OhRL -T2,

MEFREETE. 1000 mg/kg BEFHOMETT o o L EVREOEELREES 5
WIEERGEN SEERS b0 v R T I2F VEROBERREENRO SN, & 51T,
1000 mg/kg HESBHOMTIZ, MBRBOFELEDLNS SN/A, BHBICIS, ML
ELNBEREEBRLTELVETED Sk -7, BERBRIMKTERORE TE. #
BYBERSHOMOMERRBICERELRIOLED Shiizh, BRYMBEREHTI. N7
b7 YUy MEOFERZRO VIR, £, FIEFOROGBERRBEDOHER LAFHICEE
HoNntz, —H. BEHEK TR SN MREERMOMERI., HiEL B ok
Motz

EALERAE TE, 1000 me/kg BEBICHVWT, TROEBEOABRRET AR,
GPT FHMEDEERZ LESMEEIC, v (TP EHOFEL LRSI ENETNEDON
foo Ffo, HETE, BERBEOEELS LR 1000 ng/kg BEBEIZ. TILT I L BED
BEGETS 100 ng/kg BEFICENENZDHON, #BEYERSHTE., wThd
AG EDEBREMEEZR Lz, 51T, 300 mg/kg LEDERERH T, MTRaL 25D
—VEBEOHER LREFBON, TNV 7V T4 FEBEOEERETHIRD 6N,
E SRR T BORE TR, A/C LARBHERSBol cHRAEEL AL, Ho



Lz OEIIRRE & L TRWMER IS - 7o, SR TRICA onfcmho B
mWHoNh o1z,

BREEETE., MELLRBIKEL THRS LUBROBEE BN 7z, £oM., 1
OREYERSHF T, WTNLEIBOMMEBICARLEMNAA Sh, ENERICHV
THHEBEREMD 5 VZEIMER AR oNnfe, 7o, MERBRPRK TR OBRRYER
HHETL, MEOFFES JUBROENERICAELIEMIRED o,

BESHRR YO ELHRAR & LTiE, 1000 ng/kg 5 BO—EoH Iz, FFEO
BEfb, KRELED 6 WINEGORBEA/BRES N, ARFRAETE. FBO/NERL
MEDRFHIRZAB R AY, HETIE 300 mg/kg A L., #TI3 100 mg/kg LA LDREHFHICEHE
AN, ARIKEL TETOREMEE L2, 510, FROPMIREBEM OB b I T
RABIKREL TERL 7o, BRTE. BOBBMERSHOLE)C. EAIRME D7 R
MRREANH AR & PR MADBRE S N, FRMIREANH ARDOERERARIKELT
L, BIBETE, MORBYHERSEOS < OFICHREMROMIREIR KA EIE X
Ntz EERBARMK T, BROFEEERMEVEORBRYBRSHTHEA. £
DIEFE LB L2, JEHEKTRICS SNt BLIEEd 5 W IdBRT 5 A
Hotz, AIESEIHORTHAOERFRE LT, BSHMKR TR EEARLFRICMA .
B L OEBMOBET . B, iR, BRERY V38, TRY v/ HIOHMOE,., HEE.
K8 Bk, BN OMEIC HIMAEED Sz,

P&z, LI-ERltert-TFNN—FF2]-3,3, - U AFLL7ONFH VD
RE#RS LY FEo/NEROEOFMRIEALIETE 100 mg/kg LI, BT
300 mg/kg LA LOAERTH LN, HETIEE 51 100 mg/kg LA Lo B E THRERED
FeAp b DR LMERR L 7212 A, A/G LB TAED Sz, oftt, FFRICEET 3R
E LT, 1000 mg/kg DRARTI., M#E cEREREOEE. (PT FHED LREHIF
Hon, HEEFEAISREEN, o, FEoMIC, T2 100 mg/kg LEOHE
TR O ALRME (TR MEN AGOHEL . BEEAREEIN, o512, BT
id 100 mg/kg L EDAETRIE OFRKEHAOMPRELALBH SNz, ZhoD
Zeho, RRABEATICBTA | 1- ER[tert~TF =3 F]-3,3,5-MY AFIL
vrusdYUoERERITHHEE L 100 ng/kg KETHELEELOLNS,
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| ]

Lt

L1I-ER [tert-FTFIUN—=FF2]-3,3,5-FUAFL7aAFH v (LT BPTC
EHEED) (. ARERIR Y L 2T VEIE O MAE(LRRME, RRATLPERTLZE LD E
TAETNT 74 LT 4RI~ AR —DEEH., 2F L VFOESMB L LTI
EWICHERENTWE 7Y =TV hIILERERETH 5,

BPTC OFEMIZOo>WTIE, T v MeBITA2BEROBERD LDsoAt 12918 mg/ke
THHZENHEINTHE D, £/, BPTIC %< 2ICISEMEMAKRS L-EBEEY
HBROBR TR, FREROHMNS JUFMEROER, KRLFRE, OEREE, ~<t7Y
v MEB LU MV DL HA SN, BPTC OEREWENBE IR, FRSLUBHTH 5
LHESNTVEY, 51T, I7ARBYSERIERRCIBREOREL»H 5>, SH. |
OECD BIFLEMER2MEABFICRLIFHHAEO—RE LT, BPIC OR2MHEREOER
BBADIC, Ty PcbUYABHERIEROKRSEWRES L U 4B HEIERE % £
L7z,

B, KRBT, MEEFEEMRARE. 27V —=vrstRB— 3FEr AW 52801
MoRERSEERRE -1 (BH6IEI2H b B, IRIRERT05. BAEF10395. 61EBE
10145) & & U T{L¥4EGLP) (FEAISIE 3 A3IH. BIREEIS. BHRFE2295.
FOESF B85S . BEAN63ELH I8HWET. WAMM23I5. HEFWRE. 63ERHES235) 12
HEPLL TERML T2,
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1. #EHE

WEBMEAL LT, L1I-ER[tert-TFLXN—FF2]-3,3,5-FUAF LI s
ANFY L (LT BPTC &BRGE) #H W, BEBMEIE., B e/ X—~FH IMEFL, %
%13 1, 1-bis(tert-butylperoxy) -3, 3, 5-trimethyl cyclohexane T& b . CAS No
6731-36-8. 2T & 302.46. 3FX Ci.Hsu00 | BEA GBEEIA) —40CTLLF, ESE 4.3
mmHg/83C DEEFENDEAFTH 5. BPTC DBER 2 LUTIZRT,

sk
*%Eit CHs
H,C
CH,

(CH,),C00 00C{CHa4)s

AR 1T gt a s BPTC (ny MBS . E
97.9 wt%) RV, ZHEL-EBRDEZ., ERE: cHBRYBEREEICB LT,
GSEAE LT,

2. RS LURERHE

£ 4ATHAL/ME#ED Sprague-Dawley 7 v b [Crj:CD(SD) IGS. SPF. HAF +
—ILZ - UR—HA M, REEE Ly —) GE 1) 2R LBHEEz AT I AMlIcHhE
DFHEE Lok, —BRBICEFOZD o idh - o0 AR L (F
2) . B3, 2EEHEBEEU T, BERE 24+ 1°C. BEEEH 50~65%. HBXEK
F15m /8. BAIAIZEEM (7T ~19RALT) CREINCHFTENT. £ BHEMK

B A B 199% 1 A138
A f PT84 SE34PT
(i /_2\}?% Bf {8 B : [#75.6~88. 28 (*¥1383.2¢)  M#71. 9~81.4g (F13F77. 3g)
e s
¥ 5 B & H 19994 1 A22H
B 5 AT AE | 1£168.8~195. 7g (F139182.7g) 138, 9~164. 0g (F13152. 3g)

_4_



br— (220wX270dX 190h mm) 2 1 B9 DAL, EREH (B-2. HAZ L 7H#
21) BLUKEK (BEFF/KEREKEK) 2EHBNEETEE L, 4. SEHAMSD.
FAEZEOREEOERMET ., ZRBOEMHNEEIERD/HICH | B4R Ichi D EE
WEEEZ TE 7D NTR O BEEENICS 7 (F3) , o, #R LA LU
Kizid, RBRICXEERIAIREEDH 5B AMII L0 12,

BEFHOEMNIIE, BN VFERAOWT—EOBYES 2IERL. £/, BILIBOR
58 H — FICHBRETEES. WAl 3 (BR5E8) . #WES LA LTRHEY -V
BMI . EAREMOmEY L L,

3. BRE5REOHR

AREZLCHBRYBEZHEL., AITRE 2L Ca— il (324 : Corn oil. B
m& b EOaVH, oy bPES V8PT069. AT TR IHARH) EMATE
BBLTRISREERENL,

FEHEICT, PEICHEML ZREDRGHBADEBAIE 2 Ei LR, BR+H
DFHEBRYE DTSRI Fﬁﬁfﬁﬁm 96.9~101%Td -7z (Appendix A) ., F7z. B
REBRICHEIL > T, WEMHBRERE L /RER, HBWHED 25 X020 w/veiEmi., #AR
. WM. BEAZG T CREMEIKETH S5 2 LR SN/ (Appendix B) 7=, &5
BRI LRI | E0EETRABML., #RRE THR. BXRGTTRE L, b, 5
BFRBERTH S eh o, H—HEHBRIEEL LD o7, AEREDOEBMEDORE
ik, FR7o= b7 7k kK DEIE L (Appendix C) .

4. BB LUBMNT

ARBROBRE5ER. BREEREFOHOTFTHAR (KRBT EES ; C-98-016.
BRER: 0. 500 H&U 1000 mg/kg) DIRICEITSREL, TS5, BPIC %
Sprague-Dawley T v Mz 7T HEIRIER S Lice 25, ML 500 mg/kg LLEDRE
BT, REBERCEEORES A SN, 1000 ng/kg RS5O T, BT
FEORELIBNNHIARD o fch, TOMIZIEBYERSCERLIZEEAONS
o0 RELCZED SN o7z, DI EH 6, 1000 ng/kg (3. 28HME O KIEHE

(E3)
BYEBHRTOEEEORANE  EE23.5~24.5C  BALI5. 5~64%

Y YT I E T - - - - - -—-— - = -



SItA ) AHETH A LHML. KEBORER., ke bmMHEZ 1000 mg/kg & L.
VTR 3 TRLT 300 LT 100 mg/kg ZPHABS L UEMAREE Lic, £/, Mk
CHRUTHSa—veRT T AT,

Itk & LEIERE % 1T O SRS KT 1000 mg/kg FE5BFIFI0E, £ OMDRHIED
e L7z,

BT, RERTROUEREE b & ICAERBLBERMAEIC L DITo 7o, K8
DERGEB LUPHESSFIELTITRL,

B REE BRE5RE BYE S
(mg/kg) (mL/kg) HE 54
B OB 0 5 1 ~10 31~40
KA 100 5 11~15 4]1~45
hHER 300 b 16~20 46~50
S ER 1000 5 21~30 51~60

HEHE & HXIIBBES K OF 1000 mg/kg 5B TIE. BESOB VDS 5 L& BIEHER
IZHW =,

5. &5

BRI, (LBEDA F o4 VOO E L7z, 5L IR SIROR & L,
1H 1B, 280, v rAEE2HVTERS L, #5%8E135nk/kg &L, HREE
DEGREEOFES & & ITEEBICE L U,

B, BREPETORIES SUEORCEIR., BE5HEAS XUESEBEZ T NETN
BEE 1 BB LURSE AL, BEABRABTOEES LBEOERTED 2 ICED
TEHES | BB L UEES L#L Lz,

6. MEIAE

1) —fRe

2flizonT, BA (BREPEHPERSITEIUVRER) —BRABEOBEZ{T-70, &
fo. PIOKES JUBEEY L TOEE CRE L, AER. R55 1 BIE3REH 1
HORSEREESHE4H, H#55 2 8UBORSHMS L U REABRBEM B 18I 2
EOMEECRHE L. € oft, BESHBET R, BEABRBK TS L UHKRE, 45
CIZBETRICDPEL 2, BEER, BREFI1BTE. REF 1AL ZAENITIH



Hizh OF|AEZAE L, LIRRIERBRIAME 7.8 THE | OB THE L7,

2) Ri#E

EHEOERELTOWARHlIcOoWT, 5T 4 ES L UDIERBHRK T A, 8%
R#Hy—JINBEL., ABEERDAVIIHERTROIFERICOVWTRELT,

I8 H MOE E £ H # 3
il - BEE R 2 -
pH - I - B - ¥ - 7K S ERARIE 39 d 200+ (R41h - =3E)
noby -4y - BYaEy Eills Gl

3) MEFRE

HSHER TS L UEERBIARR TRICES 21T /28 (BUF . EHBsF &3
T) . 2FRmE (BRI C18~24MRRE S ¥, Tk, XU RNLES —
WV bY Y LREET T, BB AERD OPTEEEA & LT EDTA-2K 2 v THMmL .,
UToERIZOWTHRE LR, BB, 7oto vy EVEBMBSLUEES2 oV ETI 2
FVREOREICAVWAMRICOWTIE, 72 VBT Y T LARHEER E L THOTE
MUz, £/, FHRLIHI 26 0OKBEERERERCER L, REMK THERS D
RS LUSHEHICOWTEHERERZERE L. REOBRE. BRIz A
LT eI L, ZOMOBTCIIREEZERL LD -7,

1| H W E % #m B % &5
IR EREL (RBC) HE) (BXREIUE) Coulter Counter Model
_ S-PLUS 1V (a-M-1L7bozyR)

F k£ (WBC) BML( BEE ) Gills

Mm% E (Hb) AL (FAREE) El=

R MERE AR (MCV) B (BXRIEPTE) Bk

/i L ( EE ) Gl

ATMYy ME (Ht) =8 (RBCXMCV 0. 001)

EHgFR MER M E (MCH) E_L (Hbx 1000/RBC)

TR MmERMERERE MCHC) R (HbXx100/Ht)

F I ER 7> 48 HE (FRIEKEA pave 21K 6
Wright-Giemsaltfd)

BEEGE L (BBEHEER Eill
Wright-Giemsalftfs)

HOIR IR MEK HESR Brecher i E_LE

JoboyEvESR (PT) FCEEAR R CA-1000 GREEEEFHET)

E SRSy bovkTI A% /B8] (APTT) fq] Eils




4) HELFEBE
BB OERMIZT ] EHt s, EROMES L OROEUOEET T, SETH =R 2010 o~
NY U EFBERE CTHOTERUAZMEICoWT, BTOEB#&A LU,

1§ H woE &k s B # &5
REAEN BTl bk B ARXECFRAONEE
\ COBAS-FARA (0%)
TN BCG%: At
BaLaFo-MER COD-DADSIE =
TEREERE Thad+-¥ GEPDHE: Ells
REZEREZ BUN)  9L7-¥ G 2. DINE [k
VAL 31 Jafféi (Rate) &
ALPiE M GSCCi: Eills
GOTVEME IFCCik Eils
GPTyE M Cill= @)k
v -GTPyE M 7 =TVIIN-3-IaREy-4-2to72) PRV il
M4 FEE GPO - DAOS: Eilis
i AV 77 VEE BBk GCills
(Inorg. phos.)
DI LR 0CPCi Bk
A/GEE ATE
ﬂ'J'ﬁ{xb%JE At VERRE EHEFREHIEE EA0S (AT
hLERE Gl Eil
EREE il ]

5) NEFME

Rk, SECHIEBR < 2P OREBIRZ V)T L TRIMER L2k, BES L UHEEA
RIVICERZE L. BSHPOLUTIIRISEDERZRE L. £/, BHTEREHIRAD
RETHRLTENEThOMEMEREHEH L1,

HEE W E HFE
R, (OB, PP, B, B9AR. M. SUE. MR, BME LK R

PURRRBRZR IS (& he & . UTOBEH 2 IIEBZ ML L TRE L, 8. BEL L
URBE KRG T 7 vicEEL (EERE 01N U CBEHI% R L) ViEkRE
FHRHLEZ)  Z0OMOBE - @HEZ 01N Y UEBEEEI% LYY VERTEFEL
foo 51, HESHAMKTHROSHO LA LIE - Hf2/Y7 7 ¢« VIEL THELY)
Lo AT hF2 ) v 24 D URBEREER LU, 0%, XFBRBREAVT, IR
P LUBHEROBMAREEZEE L, £7o. BRI UBHEEOEO 2D



Bl oW Tid, PAS REBEAREZFR Lz, Tofi, 2FONRHNEESED ONEE -
HBOEAZFHL ., HBFEREZITo 72,

T DFER. REHRKR TR OB L SAER OB EREICS VT, MEDONTRK, &
DERS LUMOR B IcHEBYERS L OBELNMON S Z{EAGED o Nz, T O
DHTLHEBFRELEREL, RCHOREERTWEE T, RS T RENH &
ERRONIRMERE S L CHBFREZIT -7

WM oE - &R £ F B - M #&

M. TEA, FEE. R, FRIR, ERUME, DRk, SUE. B iy FFHE k.
Bk . BB, JEAHk  BIB k. Bk, 1585, 2. BIG. 5B, 5B, BB,
FasE ok AR bk, BIDIAR, FREE. OB x, FE, IE, PR, B, TSEY L/ VEl,
BREIE Y voEi, BARET (TREET) | AEE. KRG EEE. M. SATIR. ST,
. Bl KPR, N5 iR, KE. WEED

7. 7— SRS

HE, BRGSO CICERRIMOMRFERE., EEEZRESLIUSFEERI., S8
CICPHES S UERREERD I, £/, BARFHOBERI BN+ TIBLULSL-
fzi&E. Bartlett DAEIC L O BEDO—BRFMICOWTHRE (BE/KE : 5 %) #1T
stz DN —KRTHBHEICRI—TEBROSBSM 2TV, BEICEERE (BREK
e 59%) AEEDOSN/IGET. Dunnett EICE D EBEB 2T/, ol DO
TRWIGE L. Kruskal-Wallis DOIEMREZ/T ., BEICERY (FE/KE: 5%)
DB SNIFEIZIE. Dunnett HOREFETEELKEIT>/2, BL. WINHOFET
DEH 0 L73o 2EITE. Bartlett I &k A8FELITHTIT Kruskal-Wallis @
JESIFE 24T\, T ORER., BRIICABRELI B S /58103, Dunnett HORELIC
LD BEHBET- 1, — . RBESNBE 2SO 2B LA BEICE, MR & #
BYBERSHOTIHEDEOWRE L, SHOTHED & UEEREEZ RO IE, F-RE
(BEKEE . 5%) TV, FHEOB AT Student © t REE. RELHDOBE
IZi% Aspin-Welch Dt MEFEZHOWTEHEREREZTo>72. BL. E550DFTH
A0 o IBAIE. tRERER LR h >z, 510, REEBHRRD L — 5
(J L7257 — %13 Mann-Whitney @ U BE (MRNRE) EHick b, £/, BEIL-F
DEEHEE Fisher OEEBRRFAREEICLD, MEE L EBHERSHLOMOAE
EMEEIT>72 (BEKE: 5%) ,
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1. FETH
BREHAMDICRETHEAH oNab -, [FHESE 3 B 1000 mg/kg RSB OHE 1 4
FET L7z,

2. ——MEIKEE (Table 1 . Appendix 1)

BEHE2HLE., #5ERO—BHOFEAS . 100 ng/kg F5FFOME 1 £, 300 ng/
kg HeSBEOLE | FI, HE3FI. 1000 mg/kg WETOMETH. M IFIZBHONIZ, ZOR
. BAFIC L > TIESHOREDERE LA LNEZ LB 720, wIhbik5#
B 1 BRI R Uiz, 858 3 HICPET- L7z 1000 mg/kg 5 B¥OHE | HlTIE. 3E
CaiHD SEENMEL., HITAREREL 2D BRABOBEOEN, MREBEX OGNS
HEROBEY, YENMEEIN, choofiziE. BERMS LOREABBRZEL
T—MRREBICEIBD ongdh -7z,

3. 1A% (Fig. 1. Table 2. Appendix 2)

BRI, #BRpERSH TR, EOThIcBLT LB EOBICHEDEER
ZIBDONBL o7z, 725, 1000 ng/ke HESHOH 1 F (BPES : 21) TR,
EEFE 1 HIEEN AR Uleh, — BRI E R ond . £ DREEIGAH

TH-T17,

4. HHEE (Fig. 2. Table 3. Appendix 3)

1000 mg/kg HEMOKETIIHREHE 1BIC, o, HTIREE 1B LU 28I,
BB TN L M L TERRREY R L. £0®kE, WINOEBMER SIS
BOT OB &I L CREROFRELERIED oD 5T,

5. R¥EAR (Table 4. Appendix 4)

BE5EWHS LOEESRAORBE T, WThoBREHEBIKEWT S, IR L
BB SBoMICELWERZED NG -T2,



6. M4 R (Table 5, 6. Appendix 5, 6)

1) #5 AT i

1000 mg/kg FH5BTIE, Hic7 o bo v B UM L OERES bo v ETS 2 F
VEHOBELRERIED N, iz, MIcEOWTHEHRS bo L R7 5 2F VER]
DEEBERERSAOSNIZEN, Tu bV E VRO ERMERIC S -, X5, TR
MBEROFELFEILISH SNIZZ D, BMRSBEOFERREEICHRLIEMIED 5
iz, BEBBKRE T, 1000 mg/ke HE5HFOMOEMIRILEI BN . FEBELR
MR LTe, —H. Ml e SENERB LOFRFRROThoERIZSBELEIRVD
EDS, BEREESELL TV AEREH RV EHEL, ToMOB TIIREEERL R
Mo,

2) EEFHBRIAMKG T R

WEHERSH T, BoNBREFELROMRDSNIZE@EH A< 7Yy ME
DHEERFL MR, £, FEFMROECEBEORRAL LRABICBD O N, —
5. REMEKRTRICS N MBRERMOERIZ. ML LB oSN o1,

7. HEALF&EmRR (Table 7. Appendix 7)

1) REHARR TR

1000 mg/kg HEHTIE. 7PV EBEOBERETAHIC, PT FHOoBELZ LA
DRI, ¥ -GTP {EEOBAEL EREM Izt hENRBD o, £/, TR, BE
HEEDARER LA 1000 ng/kg HE5BIZ, 7L 7 I VEBEOHAEREKTS 100 mg/ke
BEBEICEhTAREDON, BBYERSHETE, wInd A6 EDVFEREMEER
Liz. &5, 300 mg/kg LLEDTERTE., HITHRILATo—LBEOFRELZ LAY
Ao, HICPV 7V 54 FEES XY 0T FHOBEALRKTABD LN, £0O
fth. 300 mg/kg WESHBOMTIZ, F LU LBEOEEAR LR L ALP HHOFERK
THRED o,

2) BIfEFERIAEE T

HEBYMERSHE T, B0 A6 KABEAREEZRL. MTLZOEIISREE LI
BLUTEWVERICH -7z, ZOM, BRWERSHOM T, BHY VRECHEEL LR
ARBBH STz,



8. R ARER

1) B3EER (Table 8, 9. Appendix 8, 9)
(D% 5 AR T BSR4

HERYBRSHE AR JUBROERBFARCKEL TEMNL, TR8b5, TR
Dt E &L, 1000 ng/kg BE5REOH S L U8 300 mg/kg LI EORSHOMIZ, F
foo HEXTEEIE., 300 ng/kg LIEDORSGHOBS LU 100 mg/kg LLEDRSREDMEIC
AELBMMES oz, BREOEMESIT. 300 mg/kg L EDREGEBOMIC, £/,
EREIE. 300 mg/kg LIEDHBRGHOHS LU 1000 ng/ke 5B O HFELEN R
HoNTz, FOM, HOBEBMERSH TR, TN LRIBOEMERICHRLIEMA S
oS, HXEEICEVTHHEELIEND 5 WINSIER BB S iz,
(2)El{EH BRI T R dl f1]

WEMERSH . BEOTES LUEROMSERICEBMENAS S Nicidd,
HOMES L UHOROEMER L, RO L UCHENERICEERENSZD o0
72,

2) WERFRR (Table 10, Appendix 10)
(1)#% 5 BRI T BSRE 51

1000 mg/kg WE5HE DM 4 Fl. It 3 B TIIHEOBELS SN /iEh, KRB E
200, 1B, T, NEGOBBMELLE | FlicB ondc. BRTE. BROWRY
300 mg/kg WE5BOB | fllci@» on, BTRE. BIBROEESL 1000 ng/kg 5RO
L Elz, Fio, BEEmOREEAH 1000 ng/kg H#5HOM 2 FlICEED SNnle, € DAL
EISHHOBEAS 1000 ng/kg BB 1 fllc. F/o, MOREESLL 1000 ng/kg 58
D1 PlicEBRD LN,
(2) [ E A BR AR T B RR ] B

HERHERSHOE T, THoRERS LUBBORELIE 1 FlIZED N,
(3FETH

E{E5 3 HIZFET L7z 1000 mg/kg 5B O#Tid, Bs L BOMERKDITE A &
b, BdH L UBHHEOBET . KRR, PP, R, BR LK T3 /3@, BREIKY L3
iz imAHs oh, BRAICIKEMRARY Sz, 2o, MR, RS K UBROKX
Bb. BROHER. i ROEB{EAED oNT,



3) A BERA (Table 11, Appendix [1)
(142 5 HATEA T B 51 1)

R O /NEE L OB IBIAE RS, BT 300 mg/kg LA EDHR SR, HETIT 100
mg/kg LI L0 SHICEE XN, ARIKEL TZOEEMETHE L7z (Photo 1. X 51,
TR O FIARE B O RR RS (L h B HIR S B TSR U7z, BT, OB HE
REROLHIC. EMRMEE OFEEMIRENS A (PAS REfREM) PBREsh, AR
IRE L CEDREMEHEL. S o1, B NMOEBRYMERSHOLMICREI N
(Photo 2), 7z, 300 H & U 1000 mg/kg RSBEDHEDE 3 FUTIXEHAMHES RS &
hiz, BB, MoSEBRMERSEE 5 Fd 4 Flic, FRFTRIZOMEER A
» 51tz (Photo 3), Z Ofth, Table 11-1-1 XU 11-1-2 RITHEF BRI
D WTHORBHEHERL TE0EES 2 WIIEEICEREDH S E(LTIE LI - T,
BHE. ARNICKRES S SNTHBUOARE LT, BOfEREICFARIRE I N
1000 mg/kg REHOHE2H P 1 HITIE., AIBEHETHOHAONED Shld| i
TR EB e o T,

(2) 115 BB AR 7 B AR5 1

HERYMBERSHOB T, BROFEEEREENMREINLFNE. ZDOEELHE
L. 1 BlCEAMESRD SNz, 26, RSHMKRT EICHBRYERS ORI
& 6N T A O /N ES O O FHBRIRER . BEICH o NI BB OEALRMAE OB HRE
NEARS L UHICS SNRIBORREHROMRER KL, BIEABRERE TR
BTIIOTNHHED 5 WTERT A HEHGIZH > 7z,

(3FETHI

8% 3 QICFET Lz 1000 mg/kg 5 B0 T3, BROEARMEE OB MRE
NE AL & FEE A, FERMRME . EQME, SEEE. BLIDGR. Y L /BEHE
BEEh sntz, o, R TEFIRBES ORI L. NESOEOFTRIEA. M TIE
BEshEm. BRaRRLE. AB CRRREMEREORIENOEMIHE I N, 352,
BERRERE T . MOAR. FEmt. RBRANEY V/SEI FSHY LoSEiOBMmMoE, R, BRI,
A AROME I A o, BERIZIZFPEROBENED oz,

- v ™ = - *- % W T W v w o - -~ e e — =



£ £)

BPTC # 2 — L ifiizfig L ¢, 100, 300 3 & U 1000 mg/kg DEIR THEMED Sprague-
Dawley 7 v MIC28HIC O > THFEOHRE L. 20EUHEORIERBRIM %
e,

ZOHR, —BIREBOELE LT, HTIE 300 mg/kg LLEDREBIC, £/, T
& 100 mg/kg A EOBERHIHRSERORENFRBH ohfz, REE. BECL-> T
BREROREDEETCHONEZENH D, VTN G 5% | BRELINICHEET 2—64
DLDTH Tz, TOREFIBIHBIKEL, Z2EESES BLBICA o0, BIER
BHERICEs oo ool 806, HBRYEIC L SHRERBFIC & > THRIL L &H
FatlckatneEX ons, TOM, BES 3 BT L | FITE. SECRHE» 5%
BEARREE L . SITRREREE L2 0 | IR EE X SN AFEROPEMOBE S Nizot, HiE
DREL, BT 5B L UCEROMERE FTodimicRER L, mERE. BERoRiicksd
DEEZ NI,

GRESIUVEEEOELLE LT, 1000 mg/ke WEHOMETREH 1ALV L2E
DEHEN, HEFLERL TRI->TH. T0ROAED JUBEEEICII B & O
TERDHONT | BEEOBLVIIRSUHOAILED MBI TH -T2, /o, BRI
BRI, #BRYERSIGERT 2 LEX NS ELITRBD SN 5Tz, Lich> T,
BBRMERSICEY, RE, BEE. RIBRICEFLVWEEZRIFIRLVWEEZI ONS,

MEFRERR E LT, 1000 ng/kg B¥ESFHOMEIZ 7o o v EVRES L UHENE
BAabtovR7Ts 257 VEEORENRBD Sz, chonFRICEEL T, BIEHB
fIdcFET L7z 1000 mg/keg ESBEORE | HlTid, b L UOEROBIET . WR. Bt
ERBOFEICHRIIAS onfz, —A. BIEHXBIEHE TROMA T, MEEBEERO
EERAONBH Tz Eho, CNODRERFENELLEEAONS, TOREIZD
WTiE, B9 B &9z, 1000 ng/kg HEH TIRIFEENELN L8, I TOM
WERERFOERSEEIN/ 2 ick Dy, MREERFBOEENS SNca Rt E X
S, Xoiz, BERBIAMPICEC L IfTAONIcHIMG ., BRAEZICE > TE
CIcAiROu[fEtE b Z X b4, FREEOEFIIVWTNLHENEE THLZ LD 56,
ZOFMIFPTH B, £/, 1000 ng/kg WEBOMTIZ, REWBER TROBKRA
T, NERBOBRPHRBEH SNz, BHERBRARBK TROKE ¢, omBaREIZwED



RHEONED, N h 7Yy MEOFEDO IR, FERMERNEREED LR EIC
BHontz, =72 BPIC ZRE57 5 &, FMEH, MEERE, ~~ 7Yy MEB &
VEHRMBRBBEORBL A ON, EMRNOEENTEINTWVEY, LALAENS,
FHBORSHEKR TROBHERES LUMBOHBFRETCRIELI B ohid -
ez ed o, RRBOBRISIZOBFERZAOHIZT A LR TERD T2, H,
1000 mg/kg RSBEDOMETIE, WEMBBRTROBMRSFEICS T, FRERLED
BELSEMNAS SN, i, BHBOREBIIS VT, HERILEOFELIENS L UOWHE
MRHEOBEBERREDIBD oz, WThOZEBEEITBEMLbOTH -2
&0 o, BUHFNERIZLVWHDEEZ NS,

B LERBERR L LT, 1000 ng/kg 5B T, GPT FEik EROMEREIC, £z,
v -GTP FEo LESMIC, ThEhFDonl, Thoid, BT 3FEOERSRR
SBEL T, BEAFEENH SIS RBE S Nz, i, 1000 mg/ke B 5B DI
ICRERBEDO AN, £7c, 100 mg/kg HEBOMICTILT I VREOETH., €%
NEBRZLLTEDSL, HOBBHMERSHTE., wIhd A6 KA EERKE
#RL. 707 YBECERSEDN/Z, 2512, 1000 ng/ke REBHDHEIZT K
BRECETHED oNn, Tofl, 300 mg/ks LU EDBRSH T, MiIZEalL 27o—
NEEOEERSON, BEICMY TV 54 FREMRTARBD ON, —F . EEHER
AR TR ORE T, A/G KA RBYBERSHOE TARALKEEZRL., T LR
EHBL TEROERICH > 7o, BEABKRTRICA Shiczh oSO E{LIZEBD S
R otz, TNOOELORREIZIZ., FFEIcH T 2EQEM. BEREHD 2 W ITEAHD
ZEAEESLTWATREEAEZ oNb, b, BEHMKTEORETH SN 300
mg/kg LLEOREHFHOHICH TS (0T FHOE(LFI LRETEAZLS. BTTHBZ L.
72, 300 mg/kg |EHOMLHIE2F MU T LBEOLES LU ALP HHOEKET
2. BMT, BRICKFELEELETRAVIED S, TR EMENEREIZL VL0
EEzOoND, &5t BERBIMK TRICHEBNERSBOMICA ON/MIBY ViR
BOERE, ZOENMSHERTRONRECELAEETH S Lo, HEMER
S5 LU DRIK C EEABBRMICEEDRVWELLEEL SN S,

RHEZMBRRE LT, ERMERSEH L, ML L HRBIIKEL THMOERH B
U, BHEFENIZE, FRONEROHEOFMAIERA., BT 300 ng/kg LI E.
HTid 100 mg/kg DL EOREHICBEIN, ARICKELTZTOREEN/ERL 2,

o W e — — _



RIRDE(LE =7 X THRBD oM, FEYNRHBEOFENREIN TS P, SEIOHR
BT, choDZiznA T, o FIiRE B OB E 2 O R ER S8 T A
BIRFELTHEBEL, gidok 5z, 1000 ng/kg HEH T PT EHH 5 Wil
7 -GTP RO EEMEDON Do, BETEH Z2NFEEERA b RBI N,

BE, INoOfREG, REMEK TR, MEMOBERBIEMZRL C 20k,

HEDH D VIZBBRTHIHERAIICS o7z, BRTIZ. BBRWEBSHTEE EMNL.

D 2FNEARME OFBRMMRENH A L UEFEBENMAEE I R, TR
HREANFAROREEIRAECREL THEBLEZ, chooZlicEL T,

tert-butylcyclohexane #IUs, £ DALEMERS T, BT v MBSO TRBOEE
HEHIRE AN AGASHIRT % o 2u-globul in nephropathy 28 HNT WAV Z b b,
FRBILBOWTCHERREANEL LD EEZ GRS, —F. BERBRIARKTEROR
BETE. CNoDEMIHER, HAVEINBRLOEN (LY REEOBE/LESS
NBITEEGRME S HOWBRYBIRSHTIBA, TOEE LML, Lz T, #
7w b T BPTC #5112k H BRICEHE(LASTN S S, BEPLEILD, ZhHOFREA
FEEEEEZRT I EAREI N, i, HOBBRDERSH CLEEERDEN, A
Shfzh . ERFRATEELOEALEIRE o, BEEEMOMKRIT. KRB TIIHS
MCT BT LR TERD -/, BB TR, MOBRBRMBRGHICERBNSSoN, HEl
FENFFIRE R OB AL RS Sz, 2 o0E(id, EIERBHAMK T
BER Lz eh o, BBYERSICERLLELLLEZ oD, TOHEMFNERG
FHETH -1z, #b. AERBERK THORE TES SN BEBMBERSH OIS
HRMOBNER. NEOENS LUHENEEOFELEMEE IS T BHOBENERD
BEREMEZOTL LRGN TRCIEEN S, ToRELBETH oz &b

5. WEBIERS S L UL ORIk BESBRARICHEET 2 2L TH S TREMIIENV &
ZEionb,

Pl X Hiz, BPTC oREHSGICL D FRO/DESDOH ORFHIIE R T
100 mg/kg VAL, HTid 300 mg/kg ILEDOBETAHLGH, METIFE ST 100 mg/kg LLE
DHARTPREBEMORIMEOREI IR L2 E0 . /G LoETFABH SN, 2 ot
FrigicBIES 2T R E LT, 1000 mg/kg OHE T, M cERERKHMOLE.
GPT BM DO LRAESRD o, FREEFRSTEE N, £, FHEOfMIZ, TR
100 mg/kg LA L 8 TEBMDEARME (CIFBRIEMIRENH AGNER L, BHEUA T



BEh, X5, HTW 100 ng/kg KL EDFAE TEIE O FRE MO MALEEAHE
Holz, INOGDIEHH. REBMEATICE TS BPIC OREERIMEL ©
100 mg/kg KRG THBLEX SN B,
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3)

4)

(X BA)

1, 1-Bis{t-
butylperoxy) 3, 3, 5-trimethyl cyclohexane M <™ Xz %} 5 15 HH B F A,
AR BRI, 110 42-48 (1992)

Mitsui, M., Furukawa, F., Sato, M., Enami, T., Imazawa, T., Nishikawa, A.
Takahashi, M. : Carcinogenicity study of [, I-bis{tert-butylperoxy)-3, 3, 5-
trimethylcyclohexane in B6C3F, mice. Fd Chem. Toxic. 31: 929-933 (1993)

Henningsen, G. M., Yu, K. 0., Salomon, R. A., Ferry, M. J., Lopez, 1.,
Roberts, J., Servé, M.P.: The metabolism of t-butylcyclohexane in
Fischer-344 male rats with hyaline droplet nephropathy. Toxicology Letter,

39: 313-318 (1987)
Lehman-Mckeeman, L. D. :a 2u-Globulin Nephropathy. In : Comprehensive

toxicology Volume 7 Renal Toxicology. Sipes, I. G., McQueen, C. A., Gandolfi,

A. J., eds, Elsevier science Ltd., Oxford, (1997) pp.667-692
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Fig. 1-1.
Twenty—-eight—-day repeat dose oral toxicity study with subsequent 14—day recovery test of BPTC in rats

Body weight changes in males
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Day of dosing period Day of recovery period

Fig. 1-2
Twenty—eight—day repeat dose oral toxicity study with subsequent 14—day recovery test of BPTC in rats

Body weight changes in females
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(g/day)

Food consumption

Males

39 - |
30 | 3
25 -
20 -
15 -
10 - -O— O mg/kg
5 - | —— 100 mg/kg
' —{3- 300 mg/kg
0- —0— 1000 mg/kg
Females
3 %Zé?—::ﬁ o
15 -
10
5 .
0 T ¥ T — r 1
1 8 15 22 1 8
Day of dosing period Day of recovery period
Fig. 2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14~day recovery test of BPTC in rats

Food consumption in males and females

N\



Table 1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPIC in rats

Clinical signs in males

~6 6

Initial Number of animals with clinical sigs Day of
Clinical signs Pose  number of Day of dosing period - recovery period®’
(mg/kg) animals 2 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 123 4~l Total
Salivation occurred just ¢ 10 - T e R -
after administration 100 g - e N -
(disappeared within about one hour) 300 9 - - - - - - - ~ - -1 - - - - - - - - - -
1060 10 1 2 4 5 5 3 4 2 4 3 2 5 4 4 6 2 2 3
Other signs 0 10 - R T T R - - - - -
(Abnormal gait/Deposit of brownish 100 5 - ~ - - - - - e
substance around nose/ 300 5 - e T T R
Red urine/Piloerection) 1000 10 - S T T T -1 - - 1
0 10
Cumulative number 100 5
of death 300 5
1000 10 1 1 i
Clinical signs in females
Initial Number of animals with clinical signs Day of
Clinical signs Dose  number of Day of dosing period - recovery period® ~
{mg/kg) animals 2 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 123 44 Total
Salivation occurred just 0 10 - e e R T T T N -
after administration 100 5 - --1---1-11-=-111111-111:1 {
(disappeared within about one hour) 300 5 - 1 2 2 3 3 3 23 2 2 2 3 3 3 23 3 23 2 33 3
1000 10 ~ 5 686 56 %9 6 6 6 5 5 5 5 5 86 5 5 55 5 5 5 & 5 9

a), recovery test was performed in 5 animals of the (-mg/kg and 1000-mg/kg group of both sexes.

-, no animal showed the sign.
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Table 2-1

Twenty—eight~day repeat dose oral toxicity study with subsequent 14-day recoveryY test of BPTC in rats

Body weight chandes in males

Day of dosing period

Day of recovery period

11

15

18

8

11

14

Dose

(mg/kg) 1
(10)

0 181.9
7.9
(5)

100 184.7
6.7
(5)

300 181.0
6.1
{(1Q)
1000 183.4
+7.0

~ -~

1+

B NN
" e

RS

NOQ NOI AN OO

N
¥

+37.2

4)
436.2
+38.6

471.6
+40.9

(5}
488.2
+43.2

(4}
460.3
+43.8

Parameter. mean{(g)+S.D.

) . number of animals
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Table 2-2

TwentyY-eight—day repeat dose oral toXicity study with subsequent 14-day recovery test of BPTC in rats

Body weight changes in females

Day of dosing period

Day of recovery period

Dose
(mg/kg) 1 4 8 11 15 18 22 25 28 1 4 8 11 14
(10) (107 (i 10) 10 {(10) (10) (10) (10) () (S (5) (5) (5)
o] 153.1 166.3 182.6 193.3 208.3 222.6 236. 247.6 252 262.5 267.0 275.8 283.8 289.4
*8.0 29.7 $¥13.0 %15.0 t16.3 *17.7 £17.2 +19.3 r22.1 +24.7 +726-4 +25.8 +21.8 +24.2
(5 (5) i5) (5 (5 (s (5} (5) (5
100 152.6 166.9 178.5 186.7 204.1 210. 230.2 236.0 245.4
4.1 *6.1 *11.5 $12.5 *8.7 £19.6 *14.4 £14.3 *10.8
(5) (5) (5 (5) 5) (5 (5) (8) (5)
300 152.3 169.0 184.0 199.0 215.0 226.6 241.4 246.2 258.6
*4.7 *7.0 +13.3 *12.3 $14.4 *15.3 +14.2 $20.3 t16.2
(10) (19? (10} (10) (10) (10) (10} (10) 1 5 (5) {5} (5) 5
1000 151.5 165.4 184.7 192.9 207.8 217.8 230.1 235.0 244.8 240.2 245.5 251.2 257.2 262.7
7.1 t7. +*10.7 £13.1 x16.9 £13.4 *16.0 £16.8 +18.8 +16.5 +14.2 +13.8 +14.3 +14.1

Parameter. mean(g)+S.D.
). number of animals
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Table 3-1

Twenty-eight-day repeat dose oral toxicity study with subsegquent 14-day recovery test of BPTC in rats

Food consumption in males

Day of dosing period

Day of recovery period

Dose
(mg/kg)
1 8 15 22 1 8
(10} (1,0) (10) (10 {5 (5)
o] 22.9 23.1 26.3 27.6 29.1 31.2
1.8 2.6 2.1 *1.7 0.7 2.8
(5} (5) (5) (5
100 21.1 24.0 24.4 28.0
1.6 *3.3 4.4 6.5
{(5) (5) (5) (5}
300 21.8 24.7 25.6 26.8
1.0 *1.6 2.5 2.6
(1) (10) (10) (10} (5 (4)
1060 17.7%* 24.4 28.8 28.4 30.3 28.4
£2.3 2.0 2.4 2.6 9.5 6.1

Parameter. mean{(q¢)xS.D.

), number of animals #*, gignificantly different from control. p<0.01
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Table 3-2
Twenty-eight—-day repeat dose oral toxicity study with subsequent l4-day recovery test of BPTC in rats

Food consumption in females

D Day of dosing period Day of recovery period
ose
(ma/kg)
1 8 is 22 1 B
(10) (10} (10) (10) (8] (5}
g 17.7 20.3 18.5 18.9 21.5 25.6
+3.9 2.2 3.4 +*3.2 *3.6 *3.4
(5) (5} (5) 5
100 17.7 18.1 18.4 19.5
1.3 *2.1 *3.4 *2.6
(5) (5) (5) (5}
300 19.0 18.1 19.1 21.1
*1.4 *1.1 1.4 4.2
(10) (10) (10) (10) (5) (S)
1000 13.6%* 18.3x* 22.0 21.9 21.8 23.2
2.3 *1.2 *5.9 *5.0 2.5 *2.7
Parameter. mean(g)+5.D. *, gignificantly different from c¢ontrol, p<0.05
( ). number of animals **, significantly different from control. p<0.01



Table 4-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPIC in rats

Urinalysis in males and females on day 26 of dosing period

- e o+ oa i oz

Number Color?  Turbidity® oH Protein® Glucose®  Ketone®  Bilirubin® Occuit blood®  Urobilinogen®
Sex Dose of

g/kg) animls ly vy — 6570758085200 — * + + — -+ 4+ - = — +
0 10 9 1 10 0 »0 4 2 1 3 0 2 8 0 10 4 6 0 10 10 10
100 5 5 0 5 1 01 0 2 1 0 1 3 1 5 2 2 1 5 5 5

Male _
00 5 5 0 5 1 01 2 01 0 0 4 1 5 1 1 3 5 5 5
1000 10 10 0 10 0 2 3 3 2 0 0 1 7 2 10 4 4 2 10 10 10
0 10 9 1 10 0 0 3 2 2 3 9 1 0 0 10 10 0 0 10 10 10
100 5 50 5 1 0 2 0 2 0 4 0 1 0 ) 4 1 0 5 5 5

Female

300 5 5 0 5 0 21 0 1 1 2 0 3 0 5 3 2 0 5 5 )
1000 10 9 1 10 0 41 2 1 2 71 2 0 10 8 2 0 10 10 10

a) ly, light vellow; v, yellow

b) — negative; & trace; - slight

¢ — negative; = trace; + 0 mg/dL; ++ 100 mg/dL
d) — negative

e) 101EU/d
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Table 4-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPIC in rats

Urinalysis in males and females on day 12 of recovery period

Number Color® Turbidity® i Protein® Glucose®  Ketone®  Bilirubin® Occult blood®  Urobilinogen®
Sex Dose of
mg/ke)  animals 1y v - + 606570758085 + + H — - + + - - + 4+
0 5 5 0 4 1 001 1 1 2 1 3 1 3] 3 1 5 5 5 0
Male

1000 4 4 0 4 0 0 011 0 2 1 3 0 4 3 0 4 4 4 0
0 5 4 1 5 0 1 00 2 2 0 0 1 0 5 10 5 5 4 1

Female
1000 5 5 90 5 0 0 1 31 00 1 0 0 5 0 0 5 5 5 0

a) ly, light vellow; v, yellow
b) — negative; & trace; -+ slight

¢} —, negative; =% trace; + 30 mg/dl; ++ 100 mg/dL

d) —, negative
e) 201EU/d; - LOEU/L
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Table 5-1-1

Twenty~-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPIC in rats

Hematological findings in males at the end of dosing period

b RBC Hemoglobin Hematocrit MCcV M CH MCHC Reticulocyte Platelet PT APTT
ose
(mg/kg) {(x10% /mm3) (g/4L) (&3] {im3) (pg) {(x) %) (X104 /mm3) {sec) tsec)
{5) [§-3) 3 (5) 5) (5) (5) 5) (5} (5)
0 706 14.4 41.8 59.3 20.4 34.5 3.0 103.1 12.0 20.2
35 0.5 1.2 1.2 +0.6 +0.6 *0.5 *7.0 1.4 2.3
(5) (5) (5) (5) (5) (5) (5) (5) (5} 4>
100 683 14.3 41.0 60.1 20.9 34.8 2.6 98.2 14.7 20.7
227 *0.4 %1.5 2.1 0.8 +0.4 20.6 +8.1 1.6 1.6
(5) {5} {53 (5> {5) (5) 5) (5 5 (5}
300 680 14.3 40.7 59.9 21.1 35. 2.7 108.4 16.0 23.1
+39 0.7 £2.2 1.7 *0.7 *0.9 0.5 6.9 1.8 *2.2
(5) (5) {5} 5 (5) (5) (4-3] (5) 5 (5
10Q0 673 14.3 41.9 61.1 21.3 34.7 2.5 111.0 38.9%* 45.4**
*37 0.6 1.6 *2.7 0.7 0.4 +0.3 4.8 *17. *17.0
Band Segmented
fo WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
se
(maskg) (x100/mm3)} %) ) RS 2 (%) (%) %)
(5) (53 5 (5) S) (5} {5)
0 83 3] 8 0 a 1 90
21 0 2 21 0 1 +3
{5} (53 4=} (5) (5) (5} (5)
100 80 4] 7 o) 4] 91
+11 *0 +2 S8 *0 * *2
(5) (5) (5} (5) (5) (5) {5)
300 79 0 10 1 Q 1 89
15 0 +3 1 E] D *2
(5) (5) (&) {5) (5} {5) {5)
1000 88 o] 8 [34 9 1 o0
+29 +0 +4 +0 +0 +1 4

Parameter. mean:S.D.
( ). number of animals *x, gignificantly different from contreol, p<0.01



068

Table 5-1-2
Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Hematological findings in females at the end of dosing period

D RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet PT APTT
ose
(mg/kg) (X104 /mm>3) (g/4L) (%) (rm3) (pg> (%) (%) (x10¢/mm3) (sec) (sec)
(5) (%) (5) (5} (5) (5) () (5) () (5)
v} 701 14.7 42.4 60.4 21.0 34.8 1.6 97.5 11.6 17.8
%15 +0.3 1.3 2.5 0.6 0.9 0.6 6.4 *0.3 1.2
(5 (§-3) (5) (5) (3) (5} (5) (5) (5) (5)
100 662 14.3 40.7 61.6 21.7 35.3 2.8 94.2 11.5 18.4
t65 +0.7 +2.9 %1.7 1.1 0.9 *1.4 *12.8 +0.4 *1.7
(5) (5) (5 (5) (5) [4-3] (5 5 5 (3)
300 664 14.0 39.3 59.2 21.1 35.6 1.9 108.8 11.1 18.7
%24 *0.4 $1.0 2.1 0.9 0.3 +0.4 +11.6 0.3 1.4
(5) {5) () (5) (5) (5) (5) [§-3] (S) (5)
1000 678 13.8% 39.8 58.8 20.4 34.7 1.9 106.4 15.3 25.8%*
+20 0.4 +1.8 2.3 *0.7 *0.7 *0.3 +10.8 2.4 3.4
Band Segmented
b WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
ose
(mg/kg) {x100/mm3) x (%) (%) (%) (%) (%)
(5) (5) (5) (4] {5} (5) (5)
V] 45 Q 10 1 0 2 87
15 B *6 %1 +*0 +2 +7
(5) (5) (5) (5 (S) (5) (5)
100 49 0 11 1 0 3 85
£12 20 5 1 *0 3 =7
(5} (5) (S (5) (8 (5) (5}
300 42 4] 7 1 0 3 B9
%14 0 3 ] 0 2 x3
(S) (5) (5) ) (5) 5 (5)
1000 48 Q 8 1 1= 2 89
*10 *0 x5 3 *1 3 *5
Parameter. meanzS.D. *, significantly different from control. p<(0.(05
( ). number of animals **, significantly different f£rom control. p<0.01



Table 5-2-1

Twenty—eight-day repeat dose oral toxicity study with subsequent 1l4-day recovery test of BPTC in rats

Hematological f£indings in males at the end of recoverY period

RBC

Hemoglobin Hematocrit

Parameter. mean+S.D.

), number of animals

LE

significantly different from control. p<0.01

D MCV M CH M CHZC Reticulocyte Platelet PT APTT
ose
(X104 /mm3) (g/dL) (%) (tm3) (rg) (%) (%) (X104 /mm3) (sec) (sec)
(mg/kg) -
1 (5) (5} (5 5) (5) (53 (5) (5) 5} (5>
} o 795 15.4 46.2 58.2 19.5 33.4 2.4 82.5 14.8 18.4
1 32 0.4 1.3 3.1 0.8 0.4 *0.9 *7.4 +*2.3 0.9
# (4) (4) 4 (4) (4) (4> (§:3] [€: 3] 4> 4
- 1000 757 15.0 43.1** s7.0 19.8 34.8** 2.5 91.8 12.4 18.9
*40 0.4 +1.3 +*3.3 0.9 *0.5 *0.8 9.6 *0.5 *0.9
o
¥
-
]
o
!
|
' Segmented
Do WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
e
' (x100/mm3) (%) %) (%) (%) x) (%)
, {mg/kg)
‘ (5) (5) (5) (5) (5) (5) (5)
0 87 0 9 1 0 1 B89
+32 *Q x4 *1 *0 +2 +5
(4) 4) <4y 4) (4) 1) (4)
1000 g3 Q0 12 o] o] 2 87
21 *0 xg *1 *0 2 +8
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Table 5-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Hematological findings in females at the end of recovery period

o RBC Hemoglobin Hematocrit MCV MCH MCHZC Reticulocyte Platelet PT APTT
ose .
(x104/mm3) {g/4dL) (&3 (ran3) (Pg) (%) (%) {x10%/mm?) (sec) (sec)
{mg/kg)
{5) (5) (5) (5) (5 (5) (5) [4=3] (5> {5)
s} 768 15.4 44.3 57.8 20.1 34.7 2.3 94.4 11.1 16.0
50 0.5 *1.6 2.2 £1.0 0.7 +0.8 4.1 0.3 $0.5
{5) (5 5) (5) {(5) 5) (5} (5) (53 (5)
1000 718 14.2% A0.6% 56.8 19.9 35.1 2.2 96.8 11.0 16.7
+34 0.7 %2.0 +1.3 0.3 *0.8 *0.3 £6.0 *0.4 *0.8
Band Segmented
D WBC heutrorhil neutropPhil EosinobPhil Basophil Monocyte Lymphocyte
ose
(x10Q/mm?3)} (%) (%) (%) (%) (%) (%)
(mg/kg)
(5) (5) (5) (s) (5) (5) {3)
¢} 54 Q 7 ] 0 0 93
%17 xQ +4 +0 0 *0 24
(S) (5) {5) 5) (5) (5) {5)
1000 47 Q 6 1 0 2 91
+7 £Q 5 *1 %0 +] x5
Parameter. mean+S.D. *, significantly different from control. p<0.05
( ). number of animals
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Table 6-1

Twenty—eight-day repeat dose oral tixicity study with subsequent i4-day recovery test of BPTIC in rats

Myelogram in males at the end of dosing Period

Neutrophilic Neutrophilic Eosinophilic Eosinophilic Basophil. Total
b Myeloblast Promyelocyte myelocyte metamyelocyte Neutrophil myelocyte metamyelocyte Eosinophil all types granulocyte
ose
{mg/kg)
(%) {(x %) (%) (%) (%) (%) (%) (%) %)
(5) (3) (5) (§3) (5) (5} (5) {5} (5) (5)
o) 2-2 2.0 3.5 10.8 19.2 1.0 1.8 0.5 0.4 41.3
+*0.3 *0.5 +3.6 +2.5 3.7 0.4 *0.8 *0.4 0.3 *4.6
(5) (5) (5) (5) (5) (3> 5) {5) (5) (5)
1000 1.9 2.6 3.2 13.1 22.1 1.0 1.8 0.8 0.5 47.0
*3.9 +*1.3 1.2 *2.3 £3.5 0.6 0.9 0.6 0.3 *7.2
Pro- Basophilic Polychromatic Total Plasma Mega—- Myeloid
erythroblast erythroblast erythroblast Normoblast erythrocyte Histiocyte Lymphocyte cell karvyocyte Mast cell
Dose Erythroid
{mg/kg)
(%) %) (%) (%) (%) %) (%) (%) (%) (%)
{(5) {3} {5 (5 (3 (%) {3) {(5) {5) 5 (5)
4] 0.2 4.5 16.5 9.1 30.2 3.0 25.0 0.2 0.2 0.1 1.4
0.2 1.3 *3.9 *1.7 5.7 +0.9 *4.3 0.2 +0.3 0.1 0.4
5) (5) {5} (5) (8) (5) (5) (5) (5) 5 {5}
1000 2.1 3.0 13.9 10.1 27.0 3.0 22.4 0.3 0.2 0.1 1.8
0.3 *1.1 2.7 1.7 *2.4 1.6 *4.6 0.3 £p.2 Q.2 *0.4

Parameter. mean*S.D.
). number of animals
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Table 6-2

Twenty-eight-day repeat dose oral tixicity study with subsegquent 14-day recovery test of BPTIC in rats

Myelogram in females at the end of dosing period

Neutrophilic Neutrophilic Eosinophilic ©Eosinophilic Basophil. Total
D Myeloblast Promyelocyte myelocyte metamyelocyte Neutrophil myelocyte metamyelocyte Eosinophil all types granulocyte
ose
{mg/kg)
(%) (%) (%) (%) (%) (%) (%) (¥ (%) (%)
(s) (S5} (5) (5) 5 () (5) [$:3] (5) (5)
o] 2.4 1.4 3.8 13.8 21.0 0.9 2.4 1.2 0.4 47.3
*1.2 0.2 1.0 *3.8 £3.6 +0.5 1.0 2.5 *0.2 +*8.3
(5) s (5) (5) (5) (5 (5) (S) (5) (5)
1000 1.9 1.4 3.4 10.6 20.6 1.4 2.4 1.0 0.9 43.6
*0.7 *0.7 1.0 2.3 +4.9 0.7 +0.9 0.7 %0.8 *8.6
Pro—- Basophilic Polychromatic Total Plasma Mega- Mreloid
erythroblast erythroblast erythreblast Normoblast erythrocyte Histiocyte LymPhocyte cell karyocyte Mast cell
Dose Erythroid
(mg/kg)
%) ¥ (&3] (%) %) (%) (%) (%) &3] (%)
(5) {5) (5) (5) (5) () {5) (5} (5) 5) {(8)
o 0.2 4.1 19-5 9.2 24.0 1.9 26. 0.2 0.1 0.1 2-0
+0.3 £0.6 2.0 0.9 +3.1 t0.6 6.2 0.2 £0.1 0.1 t0.6
(8) (5) {5) (5) (5) {(5) (5 (5) (5) (5) (5)
1000 0.0 3.6 11.2 10.0 24.9 3.6%*% 27.7 0.0* 0.1 0.1 2.0
0.0 2.0 *3.6 *3.4 8.9 0.8 £4.1 20.1 0.2 $0.1 0.9
Parameter. mean:S.D. *, significantly different from control. p<0.05
( ). number of animals **, significantly different from control, p<0.01
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Table 7-1-1
Twenty-eight~-day repeat dose oral toxicity study with subsequent 1l4-day recovery test of BPTC in rats

Biochemical findings in males at the end of dosing period

Total Albumin A/G Glucose Total - Tri- BUN Creatinine Inorg. Ca

D rrotein cholesterol glyceride phos.
ose
(mg/kg) {g/dL) (g/4L) (mg/dL) (mg/4L) (mg/dL) (mg/aL) {(mg/dL)} (mg/4aL) (mg/dL)
(L) {(5) (5) (5) {5) (5) (5 (5) (5) (5
L} 5.2 .0 1.39 141 45 60 12 0.5 6.8 8.6
0.3 0.1 *0.26 13 *9 R +10 *2 0.1 *0.3 0.2
(5} (5} (5 (5) (5) (S) (5) 5 (5) (5)
100 5.2 3.1 1.45 129 44 51 12 0.5 7.0 8.9
0.3 0.2 +0.15 *18 +3 £22 +2 *0.0 0.4 +*0.3
(5} (5} (5 (S) (5) (5) (S) (%) (5) (5>
300 5.2 3.0 1.37 121 43 31%* 13 0.5 6.5 8.8
*0.2 0.1 +0.10 +19 +9 *7 *3 *0.0 0.2 0.2
(5) 5) (5) (5) (5) (5) (5) (5 (5) (5)
1000 5.4 3.0 1.24 106* 49 34* 16 Q.6 6.6 8.9
0.4 *0.2 +0.13 +19 4 *10 +3 0.1 0.4 *0.4
Na K Cl ALP GPT GOT 7 -GTP
Dose
(mg/kg) (mE<g/L) (mE4/L) (mEa/L) (B/L) (U/L) (U/L) (U/L)
(3) (5) (8) (5) (5) {5} (5
Q 145.2 3.96 106.0 423 25 60 Q
*0.6 +0.23 20.7 245 *3 4 =0
(5) (5) (5) (5) (5) (5) (5)
100 145.5 3.95 105.9 342 24 54 0
*0.9 £0.44 %1.6 *47 +2 24 Ed]
(5) (S) (5) (S) (5) (5) (5)
300 146.8* 3.80 106.0 286%** 26 52*% 0
*1.3 +0.13 £1.2 *72 1 x5 x]
(5) (5) (5) (5) (3) (5) (5)
1000 146.6 3.88 106.3 333 32** 52* 1
*1.0 %0.34 *0.9 *61 22 =2 1
Parameter. meantS.D. *, gignificantly different from control. p<0.0S5
). number of animals **, gignificantly different from control. pP<0.01
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Table 7-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Biochemical findings in females at the end

of dosing period

Total Albumin A/G Glucose Total - Tri- BUN Creatinine Inorg. Ca
D Protein cholesterol glyceride Phos.
ose
(ng/kg) (g/dL) (gsaL) (mg/4dL) (mg/4aL) (mg/dL) (mg/dL) (mg/dL) (mg/4AL) (mg/dL)
(8) (5) (5) (5 (5) (5) (5) (5) (5) (5)
(V] 5.2 3.5 2,02 116 54 25 13 0.6 6.4 8.5
*0.2 0.1 +0.12 3 8 *4 *3 20.1 0.4 t0.2
(5) (5) (5) (5) (5) (5) (5) {5) (5> (5)
100 5.0 3.1> 1.60** 112 57 25 11 0.6 6.1 8.4
£0.2 *0.3 *0.23 x4 *7 4 1 20.1 0.3 *0.4
(3) (5) (5) (5) (5) (5) (5) (5 (5) (5)
300 5.4 3.2 l.46%* 113 69* 28 12 0.6 5.7 8.5
*0.2 0.2 +0.13 *+g *6 t6 i *0.0 0.4 0.3
(5) (5) (5) () (5) (S) (5) (5 (5] (5)
1000 5.7** 3.3 1,39** 112 T4** 20 13 0.6 5.9 8.4
*0.3 *0.2 £0.14 8 +8 *2 1 $0.0 0.6 +0.2
Na K cl ALP GPT GOT *-GTP
Dose
(mg/kg) (mEa,sL) (mEa/L) (mEg/L) (B/L) (UsL) (U/L) (usL)
(5) (5) (5 (5} (5) (5) (5)
0 144.9 3.41 110.2 204 18 49 0
0.8 0,12 1.0 62 23 3 0
(5) (5} 5) (5) (5) (5) (5)
100 145.7 3.40 110.4 197 20 53 )
0.5 *0.18 1.7 +21 +3 x4 x1
(5) (S) (5] (5) {5) (5) (5)
300 145.6 3.36 109.0 215 21 48 1
+1.0 *D.24 0.9 *48 *3 +5 +Q
5) (5) (%) (5) (5) (5) (5)
1000 145.8 3.45 108.6 228 26%* 50 3*%
£1.7 *0.24 1.9 £22 x4 *3 1
Parameter. mean+S.D. *, significantly different from contrel. p<0.05
). number of animals **, significantly different from control. p<0.01
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Table 7-2-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Biochemical findings in males at the end of recovery period

Total Albumin A/G Glucose Total - Tri- BUN Creatinine Inorg. Ca
D protein cholesterol glyceride Phos.
ose
(g kG {(gs4l) (g/dL) (mg/dL) (mg/4L) (mg/dL) (mg/dL)} (mg/4L) {(mg/4L) {(mg/4L)
m
5) (5) (5) (5) {(5) {5 {5} {5} (S5) (5)
o} 5.5 3.0 1.24 143 44 61 17 0.6 7.2 8.7
*0.4 +0.2 20.07 *19 *8 222 2 *0.0 0.6 *0.3
4) (4) (4) {4) (4) (4) (4) 4> (¢-3) (4>
1000 5.7 2.9 1.02** 142 59 48 18 Q.6 7.2 9.0
0.4 0.3 $0.09 £10 *15 :8 2 £0.1 £0.4 0.3
Na 4 Cci ALP GPT GOT T~-GTP
Dose
(mEg/L) (MEq/L) (mEasL) U/t (UsL) (usL) (u/L)
(mg/%g)
(5) (S) (5) (5) (5) (5) (5)
o 144.5 3.78 106.6 318 28 61 0
1.0 £0.16 1.1 267 4 6 0
(4) 43 {4) {(4) (4) (4) (4)
1000 143.8 3.88 105.8 259 60 93 1
Q.6 $0.16 1.4 +20 +73 +75 +1
Parameter. mean+S.D.
). number of animals *x, significantly different from control., p<0.01
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Table 7-2-2

Twenty-eight-day repeat dose oral toxicity study with subsegquent 14-~day recovery test of BPTC in rats

Biochemical f£indings in females at the end

of recovery period

Total Albumin A/G Glucose Total’ Tri- BUN Creatinine Inorg. Ca
b Protein cholesterol glyYceride phos.
ose .
¢ /Kk9) (g/dL) (g/dL) (marsaL) {mg/dL) {(mg/4L) (mg/4dL) {(mg/dL) (my/dL) (mg/dL)}
mg/kg
(5) (5) (5) (5) (5) (5} (5] (5) (5) (5
Q 5.7 3.4 1.45 156 T1 38 18 0.6 5.7 8.9
+0.3 £0.2 *0.11 £12 +9 7 2 0.0 0.4 0.2
[§=3] (5 (B) (5) (5) (5) (5} (5) (5) (5
1000 6.0 3.3 1.26 145 72 35 21 0.6 6.3% 8.9
0.3 +0.3 *0.18 10 +10 g 4 0.1 0.4 +0.2
Na K C1 ALP GPT GOT 7-GTP
Dose
(mEq/L) (mEq/L) (mEg/L) (8194 9] (U/L) (/L) (ursL)
(m9/kg)
(5) (5 {5) (5 (5 (5) (5)
0 144.0 3.70 108.8 206 22 53 0
0.5 +0.38 +0.8 +32 +3 6 *0
(5) (5) (5) {5) (5) (5) (5}
1000 144.3 3.44 108.0 149 22 55 1
0.8 £0.21 0.9 257 *6 7 *1
Parameter. mean+S.D. #*, significantly different from control. p<0.05
)}, number of animals
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Table 8-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPIC in rats

Absolute organ weights in males at the end of dosing period

Adrenal
Do Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
se
{mg/kg) (q) (mg) (mg) (mg) (mg) (mg) (mg) {mg) {mg} (mg)
5 (8) 5 (5) (5) (5 {5) {5 (S) (5)
a 375.8 1886.7 656.7 1211.3 122)0.8 2724.1 823.8 52.5 3117.6 740.6
+25.3 *79.9 +126.9 *132.4 +*1086.5 £275.4 +71.9 *6.5 £213.2 ¥48.1
5) (5) (5) (5 (5) (5) {5) (5 (5) (5)
100 380.9 1938.9 730.7 1182.1 13089.8 2800.1 839.4 50.7 3215.9 769.3
243, *48.4 +179.9 $129.9 +2126.3 *227.2 +x142.1 £6.0 t271.5 $23.9
{5) (5} (5) (4] (5) 4-3] 5 (3) (5) (3
3Q0 362.1 1947.4 699.4 1232.0 14086.4 2960.1 T713.3 54.0Q 32%95.% 751.3
+27.3 +60.2 +204.1 +147.0 *1269.4 *235.5 *21.9 +3.3 £236.0 *63.1
5) (5) (S) (5) (5 (3 (€3] (5 (5 (5)
1000 362.7 1943.8 617.3 1122.9 17279.6%* 3104.7 664.9 47.8 3222.4 738.7
+10.3 +79.8 +208.3 *83.0 +1331.4 +304.4 +87. £3.5 x243.7 £49.3

Parameter. meantS.D.

) . number of animals **, gignificantly different from control. p<0.01
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Table 8-1-2
Twenty-eight-day rePeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Absolute organ weights in females at the end of dosing period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
cse
(mg kgl (qg) (mg) (mg) (rng) (mg) (mg) {mg) (mg) (mg)
(5) (5) (5 (5) (5) {5} 5 {5} (S
[+] 229.5 . 1B09.0 460.6 792.8 6795.4 1639.4 483.2 55.3 84.7
*17.8 *86.4 +77.8 £53.5 *624.9 *103.8 *42.7 *5.1 *13.8
(5 (5) () (5) (5) (5) (8) (5) (5)
100 227.5 1794.3 449. 774.5 7973.9 1751.6 563.8 67.9%* 87.9
9.0 *106.4 t96.4 t62.4 +292.9 +92.4 +27.2 2.2 *10.8
5) (5) (5) 5) {5) (5) (5) (5)
300 240.0 1827.3 621.8 788.9 10724.9* 1904.2%* 587.9 67.6%% 8.3
+14.8 +65.4 $159.6 £69.7 *412.6 +60.4 £120.0 8.8 +14.9
(5 [§-3] 5 (5) (5) 3) 5) {5) 5)
1000 227.5 1811.1 479.3 770.9 13379.8** 1946.0** 472.6 T3.3%* 94.1
219.5 %2101.7 *84.7 +79.0 £1316.2 x164.1 *37.4 4.1 *8.6
Parameter. mean+S.D. *, gignificantly different from control. p<¢.05

{ )., number of animals *%, significantly different from control. p<0.01
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Table 8-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Absolute organ weights in males at the end of recovery period

Adrenal
b Body weight Brain Thymus Heart Liver Kidneys Splieen glands Testes Epididymides
ose
(mg/kg} () (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)

(5) [4-3) (5) (5) (5) (5} (5) [4-1 (5) (5)
a 447.3 1987.58 522.5 1327.2 13337.4 2914.7 842.0 54.4 3444.6 1060.6
+*39.6 +68.9 *51.0 $96.6 +1723.3 2147.8 +183.5 $18.0 £171.1 :61.7
4 4 (4) (4) (4) (&%) 4} (4 {4} (4>
1000 420.3 1936.6 446.7 1294.2 14888.1 3413.0 1082.0 61.5 3252.1 1017.6
x41.6 252.1 £63.7 +127.8 £2627.8 +495.4 +271.5 £1.5 2242.5 *57.4

Parameter. mean:S.D.
)} . number of animals
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Table 8-2-2

Twenty-eight-day repreat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats
Absolute organ weights in females at the end of recovery period
Adrenal
o Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose
(mg/Rg) (g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) ) 5y - {5) {5} {5} [§=3]
0 265.2 1826.3 525.2 838.4 7162.0 1850.4 577.8 67.3 84.0
+25.1 +86.7 %141.9 £61.0 +824.4 £120.3 *96.4 *6.9 +7.4
(5) {(8) (5) (5 5> (5) (5 {5} (52
1000 240.2 1864.1 378.3 804.6 8269.3 1876.2 522.9 63.3 122.0%*
t13.4 +79.8 *81.4 x78.1 +690.5 +182.7 *81.4 5.6 *¥29.1
Parameter., meanitS.D. *, significantly different from control. p<0.05

). number of animals



Table 9-1-1

Twenty—-eight—-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Relative organ weights in males at the end of dosing period

Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Srleen glands Testes Epididymides
4 ose
4 (mg/kg) q) (mg/9g) (mg/9) (mg/9) (mg/g) (mg/9q) (mg/9) (mg/qg) (mg/g9) (mg/9)
s (5) 5) (5) (5) (5) {5} (5) {8} (5) (5)
0 375.8 5.037 1.750 3.221 32.478 7.239 2.197 0.140 8.316 1.974
+25.3 $0.363 *0.341 +0.237 %1.488 *0.379 :0.198 *0.016 20.657 *0.122
I S 18=3] (5) [8:-3) (5) (5) (5 (5) (5) (5)
100 380.9 5.149 1.917 3.106 34.232 7.382 2.207 0.135 8.579 2.045
RN *43.7 *0.657 +0.398 *3.080 *1.965 *0.459 +0.346 *0.026 £1.612 +0.280
o (5) (5) (5 (5 53 (5} (5) (5) (5) (5)
300 362.1 5.400 1.929 3.395 38.929%* 8.195* 1.981 0.150 9.143 2.088
! +27.3 *0.403 £0.520 +0.205 $2.394 +0.662 *0.194 +0.018 *0.942 *0.274
(S (5) {5} (s) (5) (5) (5) {5) (5) (5}
1000 362.7 5.364 1.697 3.099 47 .605%* B.551** 1.832 0.1i32 8.879 2.039
+10.3 +0.289 *0.546 +0.253 +2.800 *0.670 +0.221 *0.010 £0.521 +0.162
1 Parameter. mean#S.D. *, gignificantly different from control. p<0.05

). number of animals **, gignificantly different from control. p<0.01
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Table 9-1-2

Twenty—eight—day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Relative organ weights in females at the end of dosing period

D Body weight Brain Thymus Heart Liver Kidneys Spleen Ovaries
ose
(mg/kg) () (tmg/g) (mg/9g) (mg-9) (mg/9) (mg/9) (mg /9> (mg,sqg}
(5 (5) (52 (5) (5) (5) 52 (5)
Q 229.5 7.915 2.010 3.468 29.593 7.178 2.112 0.369
x17.8 +0.646 +0.338 +0.313 20.909 +*0.715 *0.206 +0.049
(5) () (5) 8) [§-3) (5) ts) {5}
100 227.5 7.885 1.968 3.403 35.064*=* 7.699 2.479 0.386
+9.Q +0.314 +*0.376 $0.220 *1.196 *0.318 +0.099 +0.,049
5) (5} (5) 5) (5} (5) (5) (5)
300 240.0 7.637 2.577 3.284 44 .780** 7.960 2.435 0.372
+14.8 +0.536 20.564 £0.108 +2.333 *0.573 +3.375 *0.053
{5) (5) {5} -(5) (5) (5) (5) (5)
1000 227.5 8.000 2.097 3.3%54 58.861** B.565*%* 2.091 0-417
*19.5 20.712 *0.223 +0.283 *3.595 20.442 +0.279 *0.064

Parameter. meanzS.D.
{ }. number of animals

significantly different from control.
significantly different from control.

P<0.05
P<0.01
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Table 9-2-1

Twenty—eight~day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Relative organ weights in males at the end

of recovery period

Adrenal
D Body weight Brain Thymus " Heart Liver Kidneys Spleen glands Testes Epididymides
ose

(mg/kg) {g) {mg/9) (mg/9) (mg/9) (mg/q) (mg/9) (mg/g) (mg/9) (mg/9) (mg/g)

(5) (5) (5) (5) (5) (5) (8) (53 (S) (5)
o 447.3 4.468 1.178 2.975 29.735 6.548 1.878 0.121 7.767 2.383
+39.6 +*0.391 +0.183 +0.176 *1.861 +0.550 +0.358 20.033 +1.017 *0.214

41 4) 4) 4) (4} ) 4) 4) (4) €:%)
1000 420.3 4.636 1.069 3.083 35.263* 8.146* 2.559%*% 0.147 T.773 2.429
%41.6 :0.388 %0.160 *0.165 *3.317 £1.052 +0.455 x0.016 £0.657 +0.108

Parameter. meantS.D.
). number of animals

*

. significantly different from control. P<0.05
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Table 9-2-2

TwentY-eight-day repeat dose oral toxicity study with subsequent 1i4-day recovery

test of BPTC in rats
Relative organ weights in females at the end of recovery bperiod
Adrenal
D Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
ose
(myg/kg) (g} {(mg/9g) (mg/g)} (mg/9) (mg/9) {mg/g} (mg/9g) {ma/g} (mg/9)
(5) (5} 5) {5) {(3) (5) 5) (5} 15
] 265.2 6.927 1.964 3.170 26.973 6.996 2.180 0.254 0.318
*25.1 *0.648 *0.424 +0.171 +1.008 +0.322 +0.328 +0.014 *0.033
5) (35) (5) (5) {5) 5) (5) (5 (5)
1000 240.2 T7.774%* 1.573 3.345 34.398*% 7.811* 2.171 0.263 Q.506*
*13.4 *0.415 *0.308 *0.198 +].466 +0.6231 *0.269 +x0.021 +0.107

Parameter. meantS.D.
), number of animals

*
x %

.

significantly different from control, p<0.05
significantly different from control. p<0.01



Table 10-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Macroscopical findings in males at the end of dosing period

Dose 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - - - - +
(Liver) [ 5] [ 5] 51 [5]

Dark 5 5 3 1 4

Enlargement 5 5 5 2
(Kidney) L 5] { 5] [ 5] [ 5]

Dilatation, pelvis 5 5 4 5 0
(Stomach) [ 5] [ 5] [ 5] [ 5]

Thickened wall, forestomach 5 5 ' 5 4 1

Area, red, on serosa, forestomach 5 5 5 3
(Rectum) (51 [ 5] (5] [ 5]

Soft, stool 5 5 5 4 1
(Luong) {51 [ 51 { 5] [ 5]

Spot, dark 5 5 5 4

-, negative; +, positive.

[ ), number of animals examined.
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Table 10-1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Macroscopical findings in females at the end of dosing period

Dose 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - + - + - +
(Liver) (5] [ 5] [ 5] (5]
Dark 5 0 5 0 5 0 2 3
Enlargement 5 0 5 0 5 0 4 1
Accentuation, lobular pattern 5 0 5 0 5 0 4 1

-, negative; +, positive.
[ 1, number of animals examined.
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Table 10-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Macroscopical findings in males at the end of recovery period

Dose 0 mg/kg 1000 mg/kg
Grade : - + - +
(Liver) [ 5] [ 4] .

Spot, pale ' 5 0 3 1
(Kidney) (5] [ 4]

Enlargement 5 0 3 1

-, negative; +, positive.
[ ], number of animals examined.
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Table 11-1-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Histological findings in males at the end of dosiﬁg period

Dose
Grade

0 mg/kg

100 mg/kg

300 mg/kg

1000 mg/kg

+

+ ++ +++ Pos.

+

+ +++++ Pos.

i

+ ++ +++ Pos.

<+

+

Pos.

(Liver)
Fatty change, periportal _
Hypertrophy, hepatocyte, centrilobular
(Kidney)
Inclusion body, intracytoplasmic,
eosinophilic, proximal tubule
Eosinophilic body, proximal tubule
Basophilic tubule
Cast, proteinous
Cellular infiltration, lymphocyte
(Spleen)
Deposit, pigment, brown
Hematopoiesis, extramedullary
Congestion
(Adrenal gland)
No abnormalities
{Stomach)
Hemorrhage, submucosa, forestomach
(Heart)
No abnormalities
(Testis)
No abnormalitics
(Epididymis)
No abnormalities
(Rectum)
No abnormalities
(Lung)

No abnormalities

(5]

(51

[51

(51
£s51]
[5]
[5]
[5]
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-, negative; *, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

{ 1, number of animals examined.

**, significantly different from control, p<0.01 (Two-tailed Mann-Whitney U test).

##, significantly different from control, p<0.01 {One-tailed Fisher exact test).
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Table 11-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Histological findings in females at the end of dosing period

Dose 0 mg/kg 100 mg/kg 300 mg/kg 1000 mgrkg
Grade - £ + ++ ++ Pos. - * + +++++ Pos. * + +++++ Pos. - * + +++++ Pos.
(Liver) [5] [51] [5] [5]
Fatty change, periportal 2 3 0 0 o0 3 1 2 2 0* 5 0 2 3 0*> 5 0 0 4 1 0* 5
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 O 0 1 3 1 0 O 4 # 0 2 3 0* S5# 0 0 0 5 O0*= 5#
(Adrenal gland) [5] [5] (5] (5]
Hypertrophy, cytoplasm, zona fasciculata 5 0 0 0 O 0 1 3 1 0 0 4 # 2 2 0 0O 4 # 1 1 3 ¢ ¢ 4 #
(Kidney) [51 (5]
Basophilic tubule 2 3 0 0 0 3 2 3 0 0 0 3
Cast, proteinous 4 1 0 0 0 1 4 1 0 0 ¢ 1
Cellular infiltration, lymphocyte 2 2 1 0 0 3 4 1 0 0 0O 1
Mineralization, cortico-medullary junction 4 1 0 0 O 1 3 2 0 0 0 2
(Spleen) {51 ' [5]
Deposit, pigment, brown 0 2 3 0 0 5 0 0 5 0 0 3
Hematopoiesis, extramedullary ¢ 5 0 0 0 3 0 5 0 0 90 5
Congestion 5 0 0 0 ¢ 0 4 0 1 0 0 1
(Stomach) [5] : (5]
No abnormalities
(Hearr) {51} £5]
No abnormalities
(Ovary) (5] (5]
No abnormalities

-, negative; *, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.
{ ], number of animals examined.
**, significantly different from coateol, p<0.01 (Two-tailed Mann-Whitney U test).
*, significantly different from control, p<0.05 (Two-tailed Mann-Whitney U test).
##, significantly different from control, p<0.01 (One-tailed Fisher exact test).
#, significantly different from control, p<0.05 (One-tailed Fisher exact test).



Table 11-2-1

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC iarats

Histological findings in males at the end of recovery period

Dose 0 mg/kg 1000 mg/kg
Grade ; -+ 4+ 4+ ++ Pos. - + + +++++ Pos.
(Liver) [5] (41
Fatty change, periportal 0 2 2 1 0 5 2 2 0 o0 o 2
Granuloma 5 0 0 0 0O 0 2 1 0 1 o 2
(Kidney) {51 [4] '
Inclusion body, intracytoplasmic,
eosinophilic, proximal tubule 4 1 0 0 0 1 4 0 O 0 O 0
Eosinophilic body, proximal tubule 3 2 0 0 O 2 3 1 0 0 O 1
Basophilic tubule 4 1 0 0 O ! 0 2 0 2 o0 4 #
Cast, proteinous 5 0 0 0 O 0 3 0 1 0 0 1

-, negative; +, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ 1, number of animals examined.

*  significantly different from control, p<0.05 (Two-tailed Mann-Whitney U test).

#, significantly different from control, p<0.03 (One-tailed Fisher exact test).



Table 11-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of BPTC in rats

Histological findings in females at the end of recovery period

1000 mg/kg

Dose 0 mg/kg
Grade - % + ++ ++ Pos. - +* + +++++ Pos.
(Liver) [51 (51
Fatty change, periporial 2 3 0 0 0 3 2 1 2 0 0 3
Hypertrophy, hepatocyte, centrilobuiar 5 0 0 0 © 0 3 2 0 0 O 2
Granuloma 3 2 0 0 0 2 i1 3 0 1 0 4
(Adrenal gland) [51 [5]
Hypertrophy, cytoplasm, zona fasciculata 5 ¢ 0 0 O 0 4 1 0 0 O !

-, negative; +, very slight; +, slight; ++, moderate; +++, severe; Pos., total of positive grade.

[ 1, number of animals examined.
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