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g2 0

2,5-FAFIN-2,5-T (tert-TFINRNFF ) AFHUIZDOWT, TOREFRSHN
ERETAD, AYBEE 1 RBEESS5ILOSDRT Y ML, 0 (&L THW:=A
) 7MOAEE), 40, 200 XK 1000 mgkg/day DFIR, T 28 HEIEO#KS L.
HN2E{eOnHE 2R~ 57-0, 0 BLKN 1000 mgkg/day Tid, B5&T# 14 A
FOEEHMMERT Y751 FBERIZRIT

BHEEBORES, 200 mg/kg BOHEPB LN 1000 mgkg BOREHICED Sz,
1000 mg/kg #T, HICHRSHBPOSEHMBED LURE 28 HOKEOEKBENED
Shiz. MEFRETIZ, 1000 mgkg # T, HMICHERBBINEEECTEL O
RTFRAF URROEE, BIIAT 7Y v MEOKEME, BRAMRES LR/ KK
OFEXRICTO MO EVREOEESRED SN/, mEEFRETIEZ, 1000
mglkg BT, MM 7 -GTP I OBM, #iC AIGRBITH U D LBEOEEM NI
FUZVESA RREOEME, MIZ ALT EHBITR IV A TFO0-VREORENR
Ho5Nnz, BEERTIE, 200 mgkg BT, BICHFROEHNSLIURMERORE,
1000mg/kg W TIX, RIS SURRROMH B LB ERORE, BICEREX
URIBOHRMEROBMENED Sk, FEARFRE T, FROFMREXS I UH
WIROMAE L MIER RS, 1000 mghkg ROMBEICRBD SN~ BT, BW
DOIEALREE LRI BRIt /MED BB A 200mg/kg LA EO#, & 512 1000 mg/kg #1Z
R TFRBICFRERRMEORNEBDO SN, 5y MFEDa-2u- /0T U F
ETHDIENe-2u-707) DRERBIZIDEREINZ, &5, 1000mgkg BD
#T, BIROBEELTI BB OBI S & TMIMER T R S, THoR
EHMPORRHSHIIR SN TRORE TRD SN=FLid, BEMMb ORE
H5VWIREEMEER TROBRAETIIEE S Z2WIIRBHEFICH S Z EERI N, £
=, BRNZBEUHZEBIBD Shah-o7=,

ULEDRERMNS, 2,5-DAFN-25-F (tert-TFNXNFF) AFH DT v bA
D 28 BEIREEOESIZTHBNT, HEld 1000 me/kg # THB, FIRIR, Mk, A%,
RENR: E IR T R8N, /1T 200 mg/kg # THERIC N T 2 BHGRD Sz,
mEEE (NOEL) BLUEHIER (NOAEL) 1, #T 200 mgkg/day, BT 40
mg/kg/day & &I =,
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H ®
2,5-C XAF)-2,5-T (tert-TFNNAF) AFH 25w bz 28 HEEDKRS
L, Z9BEORERSHTEICIOVWTHRIL &

MEIB LV HIE
1. #BRYHE

BBRWEEL TRAWE 25-VAFI-2,5-F (tert-TFNRNVAF ) AFH > (CAS
&5 78-63-7) 1L, KicE#IE, FRTEHSHEATHS. HRICI,

AFL T, R (2~67),
BHTTREL, AL, RELAEBRDHIIESK THRIC, XrLBREASHTIC
BOTHH (GCE) L, BKETHH>Z L2k L. ZHEOFHHIX, Appendix 1
IR,

BRMEIL, RAZ) 7 (BRESHGASH, oy MES BA26) £HANVWT, AIE
DEEHRICRI2BEICREL, BB EL - #BYERREOREL ZRNIZER,
7 BERE L TOREENDS FIED 80% LI L) Z &M/ (Appendix 2)
DT, HH5EI, B1ERNL T1HOERARIT/NTL, ERAkETHA 2~6C) -
BATTRELE. 261, BSEOBERRLLT, YRICEBRLEZENENO0S,
4.0 BELU 20 wvBBIBIZDOWTHML, MEQORE THMHREINTHLS I EEREL

(Appendix 3) .

2. BMBIUVRAETRE

B3, SD% [Crl: CDSD)Sw FERAWE, v M3, BEFy—I X UN—
BR&H [FABE S F— (WRNRERTTHR 795 25 4 ABDOLOERA (lE#
&36UL) L, #7T7 HM, #T8 HMABRRBEIZILZ Y, TOMITREEZITY, R
FENERET, —BRERRENRT & 30 L%, 58 THRIZA W,

Fv b, BE 22+3C, BE55+10%, AKEHR 10 =L B (-7 Ly
2aX7—AR), BA128B/H (Faf 7R R4T, 58 7RHELT) CTRELEZND T —
PATLAEHHE (BH5E) T, EEINAT L ANEM@r— (260WX380D X180
H(mm)] iZNEL, ZHhE2XTFLAR S5 BOSy 7 IZRBELTHELE. HE (&
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R SR MR XA by, BARE LEKX4, Oy FES 060659, 060873) HB&
UEREIK (LB 1um OA—hY w27 4 V5 —THARENEIEH U= BREKEK)
i, ThENKEBSIVBHHKERICLD, BRIIBIRE .

B OBGRINNL, 5 v 7 BLET —PANOESILOMMICHN S FRIZ LD T
27,

SER S, BROEEIS 22.2~22.8C, BEIL 54~62% ORI TH (Appendix
4) U, E-SEOERMAOMTRER (Appendix 5) 1, KERERETHEHES
B THER ICEREDERMERE (1979)) F£28EFICL TUMRMMNREL /-
EYEOHB@BAIZH D, REIKIIAERIZED S KEEEIHADT S (Appendix 6)
LR EIN, Ko T, HPWOHENMZEL T, AREMOGEELICRELRE
TEEONOIREEROERD, hozbolHian/,

FE BT, IMEREHENEABIVCRENZEED FICERT 5/0I085F
TREFHREEZED R, TMHAEA FEEVDHERZERAEFTOHYERERS
E] IR, FRROBMEBEBEOARE/ TIT> 7.

3. BRERORE, ABRBOBEBINRE Ak

RERBRERBELT, 1 BBEES 40D SD % [Crl: CDED) 5 v bic, KBRYE
20 (BEME, RAAY) 7M), 50, 100, 500 3L 1000 mg/kg/day T 14 BRI
A#RSL, —BRBOBRE, hEBICRERONE, RRE, hEFRE, Mm%l
ZRE, Y, BEEROMEE{To~. TOKER, 500 mgkg LA EOR THE IR
ER, BERLEES O R T IRAF VREBLT 7 -GTP OWTNHFEIE, BICHRE,
HImFF RGN 70 b o2 EREOEME, & 5I2 1000 mgkg B Tl HREN R
HENIEH, HERIZmTE ALT OF#E, BICEEEMNRARDShE, UEORSE
Mo, KRBRICBILIBRERIZDONTIE, BEIRERSHEUNERT S LTINS
1000 mg/kg/day ZEmAR, BEHEZENRBAL TV ETRAIZNS 40 mg/kg/day 25
KRAREL, ZNSOMBOMIZ 200 mg/kg/day D3t 3 AR ZHZREL =, BN2FEM
ELOWEHEZHAZBRTRSKTHE 14 BEOEERABRZTROZ0HIZ, HRE
1000 mg/kg/day OFIZII YT 51 FEEHITRIT =,

BB ORI, ORERGHE LUF, SR, OQHB#HORESR (Y751 bE),
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Q@ MYIE D 40 mg/kg/day B 5H (40mg/kg B), @DIF 200 mg/kg/day # 5% (200
mg/kg B), ®HE 1000 mg/kg/day 5.8 (1000 mg/kg #) HBLKO1000 mgkg BD
EE#E (BF51 M) O6H T, SRODVBIIMBESILEL -,

BMOBSTIR, BEMRBEMBICT o/, BE SN ESZBMIIONT, BEETH
ETNEHVOBEDEHEITANVOONSLERERYIL, BEICXOBHLL &,
B & RERJICHRICKEO T, SROKESGNY L&D X DI, B
ORI EGEERE)IZ, # 152(144~170)g, I 133(127~146)g TH o 7=,

BREHEL, BSBROBEELAEL kg0 5mL &L, F7OVHEV O TEE
FLEERREZRWT, 18168 (FdiP 9:00~11: 45), 28 HEICHREZ-T, BAN
RO LU= SEAORSHRR, THHOWMEAELEICHBL 7z S E#IZE,
BAELTRAWERAXYY THhEREKICREL

4. BREBIURE

BRI, RSMEBME» SERGHIMO 28 BRB LTS T I1 FETRENITK
<EEHEIO 14 HEE L, KOBRBRBIUBREZERBL 7=.

D—RIR BB

2FI2DO0WT, BH, BSHMICBWTIIRS6, B5E%, $5EER 30 5~1
MBLLN 4 RELIERD 4 B, BRERABICHBHTIIP2<ED 1E, POERE, MR,
THREIZOVWTREL .
DMERRBORE

(G0 pA 7 3 k=4

Y754 MELEH T, BEMBMBBLIEREORIIA LR, r— I 50HL B S,
F—IhoHTHORNSE, HERE GRE~3%E), 2N (&), B», 1€, B-
By, IRRBABURE, IRIRZEH, WK, W#E THIEKEBORICLZEN, HMAE
BOEick5EN, #5, ik X%, g, KK SROCH REBE), B (&5
HE), RETH (AR, ®o5mEHT2LE), ¥RITH GREOEE, REEFES
28), FRBIUVHERIZONWT, —28A RICMAT, 5r—IholiTRBIU,
—IROT7NIEA—T 74— F (370WX560DX40Hmm) TERL, #H5h
7= Z &3 (Appendix 7) Tl /z. BMICIIBERMLETERES 2MIT, &
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BEUNOENRBRCEYMBSEEXRLEr —POBRBILEBRRESOAERRL ZESR
FLIcE A, BRFUIBEZBEMECARET D ZEIZLD, BRERENFHARETRE
L7z,

QB HEBERE

B 5 R TEENBYIIRS 4 BBLY 751 MRCDOWTHRESR 2,812, BEE
BRIt (E2Ey b TES S —V 2 FITH TR, HEE (BHEICEZIE
DI Ha0BERE), MEL (BERicMn/B5oRE), HAkH (HaizMh
EHEOHEAORS), BREKEG (BEEEZE Yy FTHAZBSORE, RELE
ORI, BILRS CLic T2 ORE), FMBHRIE (BRORREZE 2y b
TRAZBEORBORE), RBRRH (RBICEMLCBEEORBRORE) BXUE
MRS (@ ETHHETLICLZBEOERERIZHLELIRK) RN, ZH 5N
it Z# R (Appendix 8) Tac#lL 7=,

GENBIVBREHE

B 5 R TRRHSMIIRE GABXUCY T 51 MRICOWTIIER 28I, BR
EHR (AREHRAEEE, SUPERMEX, SRS, BVLRET2EFN
RELY-DPRAL, AEEENOXERO 60 HMICBIT28HHRKEME) BN
A BIUREDRS (Fv b - O XABAWERE, MK-380R/FR, EHT
A&t e@ElLL.

I EB I UNEHEE

REL, 851 (BRERGEMN, 7, 14, 218K 280, B 7L 14 HEN
CERAICHEL, REHMPOAENMBERHL A, BHERI, S8 160, B3R
55, 12, 19 B&V 26 HEZEIHE 5 BLTN12 B, Hidks 4, 11, 18B LV 25 H
WNIZEE 4 BLC11 iz, BAZTO 24 BMOBHER GEHERE) 2B L /2.

HEB LIEREBRAEORMEIZE, TR (FY-3000, T— - 7> F - Fo A2
#) 2RV,
HERBRE

B 5 MR TRENSMIBS 4 BB LTI T 51 FMRICDWTIAEHE 28I ERL
2o ETERZHML THEHRZENL, GERBLIUEBEOER, MBEE (RIL71
AT 49T R, WAIIWVAT 4 HNVkRARH) k2 pH, #il, 52X, &, Fhk
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K, EUNESBXUTOOEY ) =S OEIREERT o, 251, R#Mr—2
K 3 HMINAE L TR OhERIIOVWTRILEOKRE % URI-CELL# (5> 71y
DHIANTos s b)) TRELTERL, 18 BENEL THEONEZEREMANT
RE (A ) BXUOHRE (Bivst, T XERA EReLl .
5) M FRE

£S5 MBI OEERBR TORBIZ, T—7)VRHEET THRB L T XSRS D #i
L. B3R BOTFR5BLOBREL, KOAEGS L ML kil 3 238IL,
ZO-—FBid EDTA-2K TGN, £HEBBH MR HEEE (XT-2000iV, R
Aw 7 AR XD, Rk (BRENRGE), nEEE (SUVUIIKES
FPUDTLANEZOER), AR Uy M GRERVASERE), FEHRI
IREME, YEAnRmERE EHRMRnEREE Ok FR@, &k (8
[, PfmERE, @RFOREB LT nRESE G\, 7Jo—H1 kX
FU—i&) ZRIELE. 2, MEO—Z38% 7 T8I VUL TEEFRR LA
BLThEE0, 8L, mEEEBSHNERRE (KC-10A, KETY AN V) ITX
D, 7obro2ECKE (Quick —BE) BIUTEELERS Fal R T 5 A F R
(L5 VREERLE) 28EL .
6) M £ L #FRE

BN L -MEO—8h S M2 07, £LEaH2HEE JCA-BM8RY )
> 518 —, BEEFHRARHL) X0, 8 RX7 (Ea—Ly bE), FNTI
(BCG ), A/G it (FtE(E), mPE(EEFKL (GluK? -G-6-PDH? -UVR) ], &L
AT O0—)V| (B#ik (CES® -CO¥ -POD® %)}, bU 7Vt 51 F[EE%iE (LPLY -GK”
-GPO® -POD® %) ], BEVNLEY (7ViK), REER (JL7—E-UVHE), ¥
L7F = (Jaffe %), AST, ALT, ALP (ELE, JSCC? %), 7v-GTP (SSCC & 19),
LDH (SFBCY i%), Z)L> D4 (OCPCH) BLTUEW) > [BRL (PNP? -XODW
-POD® %) 1%, E£/-EMEAHIITEE (NAKL-132, FBEHEITEKA) IcX
0, FhIUDA, AUTLABITHER (UL, (388K 28Elr.
REEOER : v: NaFF—H, 2 : INO—X-6.) S BBEARER, 9: L ZAF0
—WIZAFS5—H, 9: AVAFO-IFF¥—V, »: OFF Y, 0 yRToOFA
SUNR—E, D IRO—FF—E 8 La-/VEnUiEAF I Y—, 9 BEAEKIEYE
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&, 10 AATFETEKRMER, D 75 ABKEWMES, 9 NYIXTLATEERA
TANT—, W FHIFFFIY Y
NERBLVOBEER

A E O 58I B XU EIH AR TR H ORMIHEN THRIDERL, &, BOIEK
BEEIOCATERE2ARMICBEE L, £, B W DR R B8 8,
MRS SICHETIORE, HRLE, BTIIIE BHER) L, BRAOAERICEIL
TxhEE (HYER) 2EHLAE. 4B, #BERAEGZELT, TEABIUH
RBIIBEE R ICFPRL 2.
8y B RE

ZHITDONTFECREEZERRL, 10% P4 UEBEFHFILTU K KR, BRLEK

377 R THIEE) TEEL, RELE.
B KB, /i, B2, R, TEE BPRE (LEMEEGD), i (8,
Mg, EBED, OB, REBICH (BEREARRH), FE B8 KR, 5,
2%, BRIUB (+=EBHSHEB, N1 DK ESE), AME ERXIINE),
Bl4amis (78, B3I, RR LK, HE), Bk LEWE, ) NE (TR
)2 NE, BRREEE) jE), B (KEE)

RERAREREIL, MEBEBI 1000 megkg O (KB, B, B8, B
R, TEE, PRR (LE/MEESD), T8 (K, W, BH, OB &8 M,
B, BHE MER, MR, 2%, W, B (=B T8 58 =58 &8 @B,
RAINRZESE), £ME (RRXIR), BEMER (FE, BXIIaiz, SRE
%, B, BEbt, LEERE, Ul (FRY N, BRERY) 2NE), B (K5
B BLURBEMRERMICOVWTERML 2, 1000 mgkg #ORE THKBRYEORSE
ICERT 2L, tE#OFRE LCRERBENCHEOTR, SITBIUHBRIZED S
NDOT, 40 BETV 200 mgkg BWNTH T T-1 MBRIZOWTIIH#E OB X UH
RBEZHEOER, BEBIUMBOREEERL . BREIR, BRI >TNS T
4 O EHRL, HEREBEZML THEKRL /. £z, BO—HOERIZDOWTIAILE
MERET S0, e20-7/07Y U REREBIT .
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5. HEHARIT

NIANJwIF—4% (B - BREEGHR - EH - hHMNE - BER - K& - Rt
B MEFERET -5 - RECFRET -5 - BEER) TOWTIR, BILICEY
B LITREREEERD Iz, £, RBREN 3 HLL LOBEAEIL, Bartlett O HBRE £
T, TORERSBA B G —EBOAEANET o/, FBA—RTRNE
BBRL/ INFA M v I F—5 (BMBREHE - ROEHENBRE) 1L Kruskal-Wallis
DOHENRE 1T/, TNSORRAEZERDHS, Dunnett /21 L Dunnett
OREFICIVERERRET o /. RBERV2BOHEIE, NIAM) v ITF—FIC
DWT FREZFTL, TOKRIE—H/2H A3 Student O t BREZE, —HThHW
B A3 Aspin-Welch @ t REZETok. £, /JONRFAM)I I TF—FIT,
Mann-Whitney O UBRE 21707, AFTVANT—F (—RRBOBEK - 38725
PREIEE - BREREERE - §li - HEEREREICBT S REFAORBRE) ITIX Fisher
DEEERELERWE, AEKER, WIhoREED % &L,
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B OR
1. —fREB LUFE (Tables 1, 2, Appendices 9, 10)

£S5 M B LUEERMSICBNT, BTCRBHSNAMH7.

—REBOBILEL T, £5HMBICRED, 200 mgkg THED 1/5 PLH LT 1000
mg/kg B THED 9/10 0T, BED 7/10 PLiIZBE I N, 1000 mg'kg Bt ORERHE ORI FITII
HREENBD SN, REEBRGEE,SZOON, BICXVERALZOHAMEKER,
AL 558 30 HTIdRER Lz,

RIEHARIZH VTR, —RRBOBLERD Saho7e,

2, HM/sEKRER (Tables 3, 4, Appendices 11, 12)
BREMEBIVOEEMPORR T, FHAIZEELRELEZED SN,

3. BEHAERTE (Tables 5, 6, Appendices 13, 14)
5T B IUVREABYORE T, SEHAICERELRELEREY shah-Tz,

4, EHBIVEHREHRE (Tables 7, 8, Appendices 15, 16)
BREMMF B LURIEMMSORE T, BABLUVERETR L BICERERELIZE
Hohiahorz,

5. #5E (Figures1, 2, Tables9, 10, Appendices 17, 18)

BERMPIZBNT, 1000 mgkg B OB O EIIN B % TE> THSE T2 M5
BHoh, #5528 HOKEBIVHREMEAPOGEMMBICAREZRBD SN, 1
OBEIZELIIBD shisho k.

ESHIRIZE VLTI, 1000 mgkg B O QA BT BB & BRETRN L POEE
TEHEMTHSEL, BEOABRBIUAKRNNRIZ, FELERIZED SNh o/,

6. #BfHR (Tables 11, 12, Appendices 19, 20)

BEMMDBICEEHMTOSEMER AL S, #BYROKSICERT 2 £LI3E
Honahok, 85 2EOARIZHBNT, 1000 mgkg B Ol ORIEEICA izl
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RS SN, FHEHFHEEE 18 g 16 LT, 1000 mgkg # 20 g LMW ZET,
ORE B TRERERED SNT, Y& ek S Ox B# OBBEMDIN T Y FHUh
IMoREILES, BRATLEZS I SN,

7. RBRE (Tables 13, 14, Appendices 21, 22)
BSHMMP B LIOEERBPORET, SHEERRAELRELELRBO S A7,

8. MKk ZMHE (Tables 15, 16, Appendices 23, 24, ¥R —4 Appendices 31, 32)

£ 5 M TRERBMICH VT, 1000 mgkg B THIZ, MERRBLIEATHY
)y MADH BREME, SRAMRESICINMEROFEREERNIC oo Y
CERBLIVERLEHRS P OCRTIAF OREOBRREENRD SN/, 1000
mgkg HOMIZHENTH, MERBROFELEBES IERELEF Fal R T5AF >
RMOBERZEENBD SNk, £/, 1000 mghkeg HOEOTO O EoBMB L
T 40 mgrkg B OO A MRKICH B ERH 5 WIZEFENRD Shi,

AR TR B E I B\ T, 1000 mglkg B OMERE I fn 5 R E B X UNE SR
RiftARBEOHFLEE, 3 5IKBICRAMREBIUAT R ) v MEOFEZE
fan#EDd s,

9, Mik4{L¥#H#E (Tables 17, 18, Appendices 25, 28, |7 —4 Appendices 31,
32)

BREHERM TRERGMICH VT, 1000 mgkg # T, MH#IZr-GTP EEOFE,
MOBESHBIE (B THEBOK 1515, BTHR258), BICAGHRBITAYIA
BEOCHRLZBMEIRICE) )51 ROBREME, BIC ALT EEBI0RaL
ZATO—)BREOCHEBEREBEMED Sz, iz, 40 mgkg B THICE L A5 0—
WBEOEBMEEMNBD SNz,

EH AR TEBREPIZB LTI, 1000 meikg B TR 5 MM TREBR81#ICE
HONEEEDDE, BICEIL ATO0-NOFRERSHENRD SN, MHEREO
TEHRIE/NTEEMIZH 0, E-TOMORIZRD Shisho iz, [l SRR TE
BRI TRIHRSHMKR TRERSY TCRED SN AN >EEEU N ECBREOFER
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A, ALPIEREBLIUI L7 F U REOA BSEKENEICED Sk,

10.5I8 (Tables 19, 20, Appendices 27, 28)

#E W TRERBMICE N T, IFROKEMLAT 200 mg/kg B THED 2 T, 1000
mg/kg B THD 4 LB XTHED 5 ILIZERH 51, 1000 mg/kg HOBHEORERRIZER
EMEH LN, ,

B R TR ERESD T, B3RO osnshor,

11.33EHE (Tables 21, 22, Appendices 29, 30)

B 5 AR TRBREMICIHNT, 1000 mgkg B TRER ICATIRS LUK O B &
CHMERICLE L -ABRHEIRRD SN, MTE, 200 mgkg #iZH0THIROMEX
BLHMBEROFRELHENRD Sz, £, H T3 1000 mgkg BT, RIEHEED
AREMEMENTNIR, HE BFBIRROBMEROA FRHEHEED oz,

[E14 {AE TR R EMITE VT, 1000 mgkg BOMT, LW, BFRd I CHREO
B EROR B 2EE, HIZHERBROMEE B XM ERTNTHFROBMEROA R/ H
EASERD SI=08, BRI TEHCBWTRD S 0RO &R T, Wi
HAIRE & OBBIEINL, EIBIERED Shiz,

12 A IRAE R (Tables 23, 24, Appendices 27, 28)

BREAMEE TRERDDIZBWNT, ERVEORSITERTDEL, HEOES
LURERE, TSRBOBRE, SBSIURRBICRD SN, FRTIE, WSO
RLAB K74t 1000 mgrkg # THEH D 5 ILIZRH SN, BLOBEIZHRERMICHERT
LERIZH o7z, FRETIE, WL E#IEORBI B 1000 mgrkg B THEHS
5 ILIZRH 5N/, 1000 mglkg BIZ BT 2 RO MR K B LU PR OMAR LR
MRBE R DOFERBIZIY, S HARENRD SNz, INSOEMIIMA THTIA
S 517, BRIZ, B RME LR O R 1E /IMEHT 200 mg/kg B T 4 ILH L8 1000 mgrkg
BT4NIZED SN, MBORRLICERENTD oz, S5, EMREE RO
HFRB L EREEREE IIHREICBOTHRD SN0, 1000 me/kg B TIXE
{LORBRBEHED SN, FEENMEBITHTFRED a-20-7071) L RGERE
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BT, a-2u-707) > OUERTHD ZEMNERINZ. £, 1000 mgkg BHD
BT, BFOEENAIED SN, TORBRICIABENBD SN, IS5,
1000 mg/kg O T, RERIZIAEEIZD NN 27200, MEIZE @A 2 PT
BRINICHAE O FTE AR SNz,

HERIER TREREYICB VW TE, 5B TRERIM TEDSN/ZELDD
b, BIBOELIEIED Shkho /. FEEIXURRBOEI DOV T, FMEX
O 2 IL, BRIROMI -5 R RERLB I A D& 1 ILICBD SN2 DBH T, HS
MR EEERAER I N2, BRICBW T, AREE LR OBTHE KB EN
I R SRR EICEE L - FEEAEREEL, REURK TREREY T 5 ILIZ
B LNOEFRBEOEREA 4 LIZ8D Sl BB W T, BmidEd 51T,
RS E MO TLE HIEE T HEEIIH o Tz,

PAEOBEBRYEORGICERT 2ELDIENC, MBRIZOA, H5WIIMRHEEH
BRYEBRSBICHEL T, MOBLENMEIC, SIRELEILENIEC, OROOHE
- S HSHEIC, FROBU/NASEIENIEREIC, RRBENIEIC, BRMOEZE) >/ R
B IEEHME RIS, BIROMMA#EIC, PRBOBSEZAMEZ, WTHh
LEVWREETROONE, £, BEOMBOMNERS LVREERLENTNE
RETRDONLHL, 1000 mgkg BiZHBIT2RREOEF(COBEICHER & £13RD
SHzM o7z, 1000 mgkg BiZDA, BOTBEKMIREREH#D 2 KB IFIIRO D
> INERFAEE BH0 4% 1000 mg/kg B O 1 LiZBD 5z, 72, FFBOPIRET MRS
BEEA 40 BETR 200 mg/kg HOMOE 1 L, BROMLEBEEAT 40 mg/kg DED
£ 78 1000 mgkg HOMHEDE 1 ILITRD SNz. IHRSROTNHREFRMEL, 5
v MZERBENICEDSNDZEKVTHE I L5, #BYEORS &3ERRE
RFEERE TN,
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% =

2,5-FAFIN-25-T (tert-TFNR)NFF ) AFHOREH/GHEEZRATI
Biz, EMEES v M2 0, 40, 200 BLT 1000 mg/kglday DFET 28 BB
HL7,

AEBMBEICL D EREEE LTI, B OPRER, RS KT O HE O B,
R H L HERICN T 5 BN Sk,

BRI T 5 EBIIDONT, FRIBOMR S JUHEM EROS @ NN
BETHRROEIR LM OB AT 1000 mg/kg B O IZERD Shiz,

{LEPE DR 5IC K2 PRIBORE L MREKREL, —Rizimd HERERIVE R
BEOETICHE>TRETEIENEL, TOITEBRHAT AT T4 —FNv 7 HBEIC
EDTEREHDIOVBRETHEN L THREBEEICH L TRENICERETSEEXS
NTH3 Y, HIZF->E@RBY I OF RS0 7)) ORRMT 228, IS N
D EREA LT TofTa B3/2<, ToTs DEPMBE WD, MPLANE b EHXT
BHLRTNI,

EHBMEICISPRBICHTLIZEBL, RROBESBEMED EEX SNSRI
XMTOEEEHEL TMPRRRFNEREMETL, RELTHED0EEZSH
Do

FFRICX T 28OV T, FHROME LM EROSBF NN EMABFERE T
FFRERR DRR A% 1000 me/kg B DREREIZERY Sz,

7/ NVEZ—NDTy hADOBREIZED, FRICHIT5EROEMS J VIR
DBX, 7v-GTPEAOLER, mMPBPRBFNECBEOCEKT, PREEEOHMBK
Vi LR MR OBEERBEENRRT I EMAASNTEY, 72 /NIVEF—INIZX
3 A RRER L E VIBREOK TR, FRICBIT2ERFRICIDPRBEILES DR
BRABBBESNDEICEDBEBZZLENTVNDS Y,

ARBICBNTRD SNAFMROBRXS, FRICH T 2RERELRRT B L
Zzaoh, BEFHIZIOPRBEIN T OFBTOREABRBEZN, TOKERBPRER
TNEOMPBEMETL, PFRIBOBEHELEZDLSLEBOLHERINS.

723, 200 mgkg # TORFMICH T 2283, FREICYI2AERBETRTIE
L2 fE > Tz WAY, 1000 mg/kg 8 TRIFMROEXIZMA T, B v -GTP & D
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ERBEIVEHES PO AR T SAF URBORE, #io7o o2 EVREROEER
BLUAG LOBE, H#IZ ALT EEBXUE L A7 0 - )V REOHBENRD SN,
INLRTEEICHTIMASNDEBEZRRITIEILEEZ N INSOEDS
MWTH, BICRD S ALT EEORER, FEEEZRBILSIEEEIASN, £k
7-GTP IEEOE I THREOK 1564, M TH 25 FITET2EER DD TH .

M#ITX T 2 EEBITDONT, 1000 mgrkg H T, HEICMEERR, = S5ICHITATH
70y MEOWTNGHEMAEED S, #TIBARALREOSEEES T,

INSOEMMREEEL T, EiEMOLVBENTH>ZEICHNT, HENG
FRETHRICBOP IUOMNEMDITTERR, F/-nKELERETHY ILBRED
SENRD SN, BaEEMOTTEENEZ SN,

¥/, 1000 mg/kg B OHE TRD 5Nz M/MREOEEIX, Bmiodd 2 KEEOE
LELTOBMITEITES BILEHRINS,

BRI T HEEBIIDONT, HOBMOEMRAE LRI, a-2u-/07Y RER
FBRR TR /A O B A 200 mgrkg LA E OB, X 51T 1000 mgkg BiZid a-2u-~ 0
T O RERERENTFRBICHFROBRERICLVEEINZREEOHE S
BOBREEZSNDIFEERREENRZD SN, ##7 v MEED a-2u-7 07 &
EEZ N,

BRI T2EBIIONT, 1000 mgkg B THIZHBOHMEROTENED SN,
FREMBFRE TRRIROBEENRD S,

BBOREEIISHS Yy hTRERFELLTLELERDSNZELTHZ V. @
BELCERETIY U ELS1 FOKMERNRD SN, IBEARICHTIMSHhOZEN
Sinntbiniz,

1000 mg'kg B QMEICAEEICHT 2 RENRD SN0, BELEELELEEZ 5N
%, -, EBYWEIIT) -STPANDOA T I—ELTOERERL Y, ZDZ
EMAEOBERFERICEES L TW LS E I 51 5,

7238, 200 mgkg BOBH L1000 mgkg B O IZ38D SNT-REICDOW TS,
BEEHBICRRT 2 —BEORLT, #BYHORIZIL2EERELE A8, Bk
BRESBREICBWLTY, EHNEZ AR TIT(LRBD SN2l &hs, &%
EVERIHRTs, BGHITHT S Sl L S E T,
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F7m, 40 mgkg B TR SN/HOL L 25 0—)LBE DS L UM O mER
BOBEIZONWT, BLicHEHBEIIED ook, 2512, 1000 mgkg D
fTEHSNAETO MO ECRBOERIIONT, &EAAIERT 2SI E
EHOBWHNOZEI (Appendix 32 28) T, BT ELBLRD SNl 7, €5
T, INSREBRYEORS SITERRDEL A SN,

1000 mg'kg BOEIZED SNMB IS ROMMEROBEICDNTD, HEUBE
IR FNEIRD ST, KEOEMEICHD AT EoEEEEX Sz,

INSHSHMTOBRRH D VIR SR TRORE TED S B,
M O8RS 2 WIEEMIREE THORE TIREW 2 WIIEEEAMICH 5 2 L0 H%
wENsz,

2L, EmPrRICBL T, BIEMEE TROREICHBNTS, BICR0OERE, @
GBFE, AT r Uy MEBIU YR MR EEBEDEENED SN, HRUHOD
BEICL2EBNRGEL TEDONL, HTH, HhOREEERTSHENIZH- 2,
®-oT, H#BRYEICLLZHENRZ, HNTHS EHM SN,

728, BIERHEE TRERBHMICB VT, REHBK TIHROBRE TED ohho iz
BEUYNEVBEOREMNEEIZ, ALP EHBXIUI L7 Fo O REOEMENHICED
Sz, LaLAass, BEUNECRERERT —YICBIHEEEOHEEDEL

(Appendix 31 2R) T, UL ANEROMIUEBENIZH 72, /=, ALPEHES
LU V7 Fo BEORMER, SHERNEROLVWELEELASND, T, Th
SRERMEDOERBIEERRTHELTRRVWEHETEN =,

DLEDERENS, 2,5-DAFN-25-T (tert-TFNRNVAF ) AFHDTv A
O 28 HMRERE DR SIZHWT, HIiZ 1000 me/kg B THRE, FRIR, 0K 8%,
MERRS T 2 EEN, HMEIX 200 mg/kg B THRS LUPRBICH T 228N
By shiz, BEFER (NOEL) 3LUESHR (NOAEL) 13, H T 200 mg/kg/day,
1 T 40 mg/kg/day LR S /=,
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Body weight change of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

* : Significantly different from control at 5 % level of probability.
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Fig.2 Body weight change of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane

in the repeated dose 28-day oral toxicity study
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Table 1 General conditions and mortality of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity

Administration period Recovery period
o Dose (mg/kg/day) 0 40 200 1000 0 1000
General conditions
Fate KA KR Total KA KA KA KR Total KR KR
(Clinical signs) Grade No. of animals 5 5 10 5 5 5 5 10 5 5
Salivation - 5 5 10 5 4
+ 0 0 0 0 1 4 5 9™
Mortality ( % ) 0 0 0 0 0 0 0 0 0 0

KA : Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.

— : Negative.

+ : Slight.

** : Significantly different from control at 1% level of probability.
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Table 2 General conditions and mortality of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity

Administration period

Recovery period

L Dose (mg/kg/day) 0 40 200 1000 0 1000
General conditions
Fate KA KR Total KA KA KA KR Total KR KR
(Clinical signs) Grade No. of animals 5 5 10 5 5 5 5 10 5 5
Salivation — 5 5 10 5 5 3 0 3 5 5
+ 0 0 0 0 0 2 5 7™ 0
Mortality (%) 0 0 0 0 0 0 0 0 0 0

KA : Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.

— : Negative.

+ : Slight.

** . Significantly different from control at 1% level of probability.



Table 3-1

2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

{ Before the administration period )

Incidence of clinical signs in detailed observation of male rats treated with

Dose(mg/kg/day) 0 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 9 4 5 9
2 or more 1 1 0 1
Color: Pale yellow i 2/2 3/3 4/4
Defecation Not detected or 1 9 4 5 8
2 or more 1 1 0 2
Appearance:Normal 2/2 2/2 11 4/4
-5- Study No. 05-233



Table 3-2
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

( On week 1 of the administration period )

Incidence of chinical signs in detailed observation of male rats treated with

Dose(mg/kg/day) 0 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color: Pale yellow 5/5 2/2 - 11
Defecation Not detected or 1 10 4 5 10
2 or more 0 1 0 0
Appearance:Normal 3/3 2/2 1/1 1/1
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Table 3-3 Incidence of clinical signs in detailed observation of male rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane

in the repeated dose 28-day oral toxicity study

{ On week 2 of the administration period )

Dose(mg/kg/day) 0 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 4 5 10
Temporally in handling 0 1 0 0
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 7 5 4 10
2 or more 3 0 1 0
Color: Pale yellow 5/5 in 11 3/3
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Appearance:Normal 2/2 in 1/1
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Table 3-4 Incidence of clinical signs in detailed observation of male rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane

in the repeated dose 28-day oral toxicity study

{ On week 3 of the administration period )

Dose(mg/kg/day) 0 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 9 5 5 9
Temporally in handling 1 0 0 1
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 8 5 5 10
2 or more 2 0 0 0
Color:Pale yellow 2/2 1/1 212 1/1
Defecation Not detected or 1 10 5 5 10
2 or more 0 0 0 0

Appearance:Normal
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Table 3-5 Incidence of clinical signs in detailed observation of male rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane

in the repeated dose 28-day oral toxicity study

{ On week 4 of the administration period )

Dose(mg/kg/day) 0 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 9 5 4 10
Temporally in handling 1 0 1 0
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 8 5 5 10
2 or more 2 0 0 0
Color : Pale yellow 212 1/1 11
Defecation Not detected or 1 10 3 5 10
2 or more 0 2 0 0
Appearance:Normal 212 3/3 -
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Table 3-6

( On week 1 of the recovery period )

Incidence of clinical signs in detailed observation of male rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

Dose(mg/kg/day) 0 1000
Items Score No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 4
Temporally in handling 0 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 4 5
2 or more 1 0
Color: Pale yellow 11 111
Defecation Not detected or 1 5 5
2 or more 0 0
Appearance:Normal - 11

-10-
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Table 3-7

2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

{ On week 2 of the recovery period )

Incidence of clinical signs in detailed observation of male rats treated with

Dose(mg/kg/day) 0 1000
Items Score No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 4
Temporally in handling 0 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 3 4
2 or more 2 1
Color: Pale yellow 3/3 2/2
Defecation Not detected or 1 5 4
2 or more 0 1
Appearance:Normal . 1/1

-11-
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Table 4-1

( Before the administration period )

Incidence of clinical signs in detailed observation of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

Dose(mg/kg/day) 1) 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 9
2 or more 0 0 0 1
Color: Pale yellow 4/4 2/2 4/4
Defecation Not detected or 1 10 5 5 g
2 or more 0 0 0 1
Appearance:Normal 11 1/1

-12.
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Table 4-2

( On week 1 of the administration period )

Incidence of clinical signs in detailed observation of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

Dose(mg/kg/day) 0 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color:Pale yellow 2/2 - 1/1
Defecation Not detected or 1 10 5 10
2 or more 0 0 0 0
Appearance:Normal /1 -

-13-
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Table 4-3 Incidence of clinical signs in detailed observation of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

( On week 2 of the administration period )

Dose(mg/kg/day) 0 40 200 1000
Ttems Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage

Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected - 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthaimos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 9 5 5 10

2 or more 1 0 0 0

Color: Pale yellow 11 - 11
Defecation Not detected or 1 10 5 5 10

2 or more 0 0 0 0

Appearance:Normal .

-14-
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Table 4-4

( On week 3 of the administration period )

Incidence of clinical signs in detailed observation of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

Dose(mg/kg/day) 0 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage

Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 10
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10

2 or more 0 0 0 0

Color: Pale yellow - 111
Defecation Not detected or 1 10 5 5 10

2 or more 0 0 0 0

Appearance:Normal
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Table 4-5

( On week 4 of the administration period )

Incidence of clinical signs in detailed observation of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

Dose(mg/kg/day) 0 40 200 1000
Items Score No. of animals 10 5 5 10
Reactivity on removal Normal 10 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 10
Muscle tone Normal 10 5 5 10
Skin Normal 10 5 5 10
Fur Normal 10 5 5 10
Piloerection Not detected 10 5 5 10
Eye-nose discharge Not detected 10 5 5 10
Palpebral closure Not detected 10 5 5 10
Exophthalmos Not detected 10 5 5 10
Lacrimation Not detected 10 5 5 10
Salivation Not detected 10 5 5 10
Blotted fur in the lower Not detected 10 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 10
with feces
Vocalization Not detected 10 5 5 9
Temporally in handling 0 0 0 1
Breathing Normal 10 5 5 10
Body position Normal 10 5 5 10
Convulsion Not detected 10 5 5 10
Tremor Not detected 10 5 5 10
Exploration Normal 10 5 5 10
Walk Normal 10 5 5 10
Abnormal behavior Not detected 10 5 5 10
Stereotypy Not detected 10 5 5 10
Urination Not detected or 1 10 5 5 10
2 or more 0 0 0 0
Color: Pale yellow 171 . 1/1
Defecation Not detected or 1 10 5 10
2 or more 0 0 0 0

Appearance:Normal
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Table 4-6

2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
In the repeated dose 28-day oral toxicity study

{ On week 1 of the recovery period )

Incidence of clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day) 0 1000
Items Score No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 0
Color:Pale yellow - 11
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 4-7

2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

( On week 2 of the recovery period )

Incidence of clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day) 0 1000
Items Score No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin - Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Not detected 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5

2 or more 0 0

Color: Pale yellow 111
Defecation Not detected or 1 5 5

2 or more 0 0

Appearance:Normal
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Table 5-1 Incidence of responses in the sensory/reflex function test of male rats treated with

2,5-dimethyl-2,5-di(tert-butylperoxy)hexane in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

Dose(mg/kg/day) O 40 200 1000
Items Score No. of animals 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Hearing reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5




Table 5-2 Incidence of responses in the sensory/reflex function test of male rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane in the repeated dose 28-day oral toxicity study

_OZ_
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< On week 2 of the recovery period >

Dose(mg/kg/day) O 1000
Items Score No.of animals 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5




Table 6-1 Incidence of responses in the sensory/reflex function test of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane in the repeated dose 28-day oral toxicity study
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< On week 4 of the administration period >

Dose(mg/kg/day) O 40 200 1000
Items Score No. of animals 5 5 5 5
Eye sight reaction Normal 5 5 5 5
Hearing reaction Normal 5 5 5 5
Sense of touch reaction Normal 5 5 5 5
Pain reaction Normal 5 5 5 5
Pupil reflex Normal 5 5 5 5
Righting reflex Normal 5 5 5 5
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Table 6-2 Incidence of responses in the sensory/reflex function test of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane in the repeated dose 28-day oral toxicity study

< On week 2 of the recovery period >

Dose(mg/kg/day) O 1000
Items Score No. of animals 5 5
Eye sight reaction Normal 5 5
Hearing reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5




Table 7-1 Grip strength and motor activity of male rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.

0 5 699 281 12132
+ 78 + 32 + 2839
2o 40 5 790 332 15283
¥ + 138 + B4 £ 2087
200 5 773 291 15889
+ 72 + 176 + 2650
1000 5 650 309 14360
+ 145 + 25 + 2185

Each value is exprssed as mean+S.D.

£€%-G0 'ON Apnig



Table 7-2 Grip strength and motor activity of male rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

< On week 2 of the recovery period >

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 743 390 16490
+ 185 x 117 + 1065
'§ 1000 5 740 373 16748
' + 162 + 82 £ 995

Each value is exprssed as mean+S.D.
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Table 8-1 Grip strength and motor activity of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

< On week 4 of the administration period >

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 541 287 14172
+ 104 + 50 + 2737
40 5 608 276 13497
= 114 + 37 += 3037
200 5 490 258 13038
+ 87 + 13 = 3079
1000 5 676 342 14270
+ 174 += 57 + 2122

£€2-90 ON Apmig

Each value is exprssed as mean+S.D.
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Table 8-2 Grip strength and motor activity of female rats treated with
2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

< On week 2 of the recovery period >

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 635 273 16419
+ 110 + 56 + 1276
1000 5 648 253 17189
+ 160 + 24 + 1302

Each value is exprssed as meantS.D.



Table 9 Body weight of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

(&
Day of the administration period Day of the recovery period
Dose Gain Gain
(mg/kg/day) 1 7 14 21 28 1~28 0 7 14 0~14
0 156 207 266 322 363 207 362 402 433 70
* 8 + 15 + 25 + 35 + 41 + 35 + 50 + 54 + 57 + 8
(10) (10) (10) (10) (10) (10) (5) (5) (5) (5)
'53 40 159 216 278 336 374 215
‘ + 7 + 8 + 9 + 9 + 9 + 6
(5) (5) ) (5) (5) (5)
200 157 212 269 324 365 208
+ 8 + 15 + 21 + 30 + 32 + 25
(5) (5) 6 (5) (5) (5)
1000 157 199 252 295 318 * 161 * 322 364 397 76
+ 8 + 15 + 19 + 27 + 28 + 24 + 32 += 35 + 31 + 16
(10) (10 (10) (10) (10) (10) () () (5) (5)

Each value is expressed as meantS.D.
(n) : No. of animals.
* : Significantly different from control at 5 % level of probability.

£€2-G0 ON 4pmig
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Table 10 Body weight of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

®
Day of the administration period Day of the recovery period
Dose Gain Gain
(mg/kg/day) 1 7 14 21 28 1~28 0 7 14 0~14
0 137 160 181 196 211 74 213 229 239 26
+ 4 + 11 + 11 + 14 + 14 += 12 + 20 + 25 + 26 + 8
(10) (10) (10) (10) (10) (10) (5) (5) (5) (5)
40 138 163 185 202 216 78
+ 6 + 7 + 6 + 156 + 20 + 19
(5) (5) (5) (5) (5) (5)
200 136 155 183 201 214 78
+ 6 + 6 + 11 + 16 + 18 + 14
(5) (5) (5) (5) (5) (5)
1000 138 159 184 205 218 80 211 224 239 28
+ 6 + 9 = 11 + 19 + 20 + 17 = 24 += 28 + 30 = 7
(10) (10) (10) (10) (10) (10 (5) (5) 5 )

Each value is expressed as mean+S.D.
(n) : No. of animals.



Table 11 Food consumption of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

.GZ-

( g/rat/day )
Dose Week of the administration period Week of the recovery period
(mg/kg/day) 1 2 3 4 1 2
0 26 27 28 28 31 34
+ 8 + 3 + 3 + 3 + 3 + 2
(10) (10) (10) (10) 6)) (5
40 29 28 30 29
+ 2 + 2 + 3 + 2
6)) 6)) 6] %)
200 27 27 27 28
+ 3 + 2 + 3 + 3
6)) 6)) (5) 5)
1000 26 28 28 27 33 35
+ 3 + 2 + 2 + 4 + 3 + 3
(10) (10 (10) (10 (5) ()

£€2-90 "ON Apmg

Each value is expressed as mean=S.D.
(n) : No. of animals.



Table 12 Food consumption of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the repeated dose 28-day oral toxicity study

( g/rat/day )
Dose Week of the administration period Week of the recovery period

(mg/kg/day) 1 2 3 4 1 2

0 18 18 19 19 23 23

+ 2 + 1 + 1 + 2 + 1 + 4

(10) (10) (10) (10) (5) (5)
40 19 18 19 18
+ 2 + 2 £ 2 + 2
g ) (5) ) (5)
200 19 19 19 18
£ 2 + 1 + 1 + 2
(5) (5) 5) 5)

1000 21 20 * 21 21 26 23

+ 2 + 2 + 2 = 2 x 2 = 4

(10) (10) (10) (10) (5) (5)

Each value is expressed as mean+S.D.
(n) : No. of animals.
* . Significantly different from control at 5 % level of probability.

£€3-60 "ON Apnmig
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Table 13-1 Urinary findings of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
1n the 28-day repeated dose oral toxicity study

< On week 4 of the administration period >

Dose No. of ___Color Cloudy pH Protein Glucose
(mg/kg/day) animals PY — —+ 50 6.0 65 7.0 7.5 8.0 85 - + 1+ 2+ 3+ - 1+ 2+ 3+
0 5 5 5 - 2 2 1 4 1 5
40 b 5 5 1 3 1 3 2 5
200 5 5 5 5 3 2 5
1000 5 5 5 1 4 4 1 5
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals  — + 1+ 2+ 3+ — + 1+ 2+ 3+ 01 1 2 4 8 - 1+ 2+ 3+
0 5 3 2 5 5 5
40 5 4 1 5 5 5
200 5 2 3 5 5 5
1000 5 3 2 5 5 5

Color : PY(pale yellow).

Cloudy : —(negligible), + (cloudy).

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Ketone body : —(negligible), +(6mg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL).
Occult blood : —(negligible), #(trace), 1+(slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin ;: —(negligible), 1+(slight}), 2+(moderate), 3+(marked).
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Table 13-2 Urinary findings of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the 28-day repeated dose oral toxicity study

< On week 2 of the recovery period >

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals PY — + 50 6.0 65 70 7.5 80 85 - * 1+ 2+ 3+ - 1+ 2+ 3+
0 5 5 5 1 2 2 3 2 5
1000 5 5 5 1 2 2 5 5
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals — + 1+ 2+ 3+ - + 1+ 2+ 3+ 01 1 2 4 8 - 1+ 2+ 3+
0 b 3 2 5 5 5
1000 5 4 1 5 5 5

Color : PY(pale yellow).

Cloudy : —(negligible), + (cloudy).

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Ketone body : —(negligible), +(5mg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL).
Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+(slight), 2+(moderate), 3+(marked).
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Table 14-1

in the 28-day repeated dose oral toxicity study

< On week 4 of the administration period >

Urinary findings of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals PY — 50 60 65 70 75 80 85 — & 1+ 2+ 3+ - 1+ 2+ 3+
0 5 5 5 1 1 3 5
40 5 5 5 1 1 1 1 3 5
200 5 5 5 2 1 3 5
1000 5 5 5 1 1 3 5
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals — + 1+ 2+ 3+ - + 1+ 2+ 3+ 01 1 2 4 8 1+ 2+ 3+
0 5 4 1 5 5
40 5 4 1 5 5
200 5 3 2 5 5
1000 5 3 2 5 5

Color : PY(pale yellow).

Cloudy : —(negligible), +{cloudy).
Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).

Glucose : —(negligible), 1+(100mg/dL), 2+(260mg/dL), 3+(600mg/dL).

Ketone body : —(negligible), +(5mg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL).

Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate), 3+(marked).

Urobilinogen : Ehrlich unit/dL.
Bilirubin : —(negligible), 1+(slight}, 2+(moderate), 3+(marked).
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Table 14-2

Urinary findings of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane

in the 28-day repeated dose oral toxicity study

< On week 2 of the recovery period >

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg/day) animals PY — + 50 6.0 65 7.0 7.5 8.0 8.5 - + 14 2+ 3+ - 1+ 2+ 3+
0 5 5 5 1 4 3 2 5
1000 5 5 5 1 4 1 2 1 1 5
Dose  No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg/day) animals — + 1+ 2+ 3+ - + 1+ 2+ 3+ 01 1 2 4 8 - 1+ 2+ 3+
0 5 5 5 5 5
1000 5 5 5 5 5

Color : PY(pale yellow).
Cloudy : —(negligible), + (cloudy).

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+{(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Ketone body : —(negligible), +(5mg/dL), 1+(15mg/dL), 2+(40mg/dL), 3+(80mg/dL).
Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate}), 3+(marked).

Urobilinogen : Ehrlich unit/dL.

Bilirubin : —(negligible), 1+(slight), 2+-(moderate), 3+(marked).
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Table 15-1

< At end of the administration period >

Hematological findings of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the 28-day repeated dose oral toxicity study

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10 u L) (g/dL) (%) (fL) (pg) (%) (%) (sec)
0 5 791 15.7 47.6 60 19.9 33.0 28.7 12,6
+ 35 + 0.6 + 1.2 + 3 + 0.6 + 1.2 + 6.2 + 0.5
40 5 782 154 47.4 61 19.7 32.5 24.4 13.3
+ 28 + 04 + 1.3 + 1 + 04 + 03 + 4.4 + 04
200 5 768 15.2 46.6 61 19.8 32.7 28.2 13.3
+ 14 + 02 + 0.8 + 1 + 04 + 02 + 3.0 + 03
1000 5 762 14.5 ** 44.4 ** 58 19.1 32.7 46.8 ** 15.4 **
+ 30 + 06 + 20 + 2 + 08 + 0.2 + 84 + 10
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10% 1 L) (104 u L) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.2 142 92 0.0 0.9 12.9 83.4 2.9
+ 1.9 + 17 + 23 + 0.0 + 0.3 + 1.9 + 2.2 + 1.1
40 5 20.2 134 65 0.0 1.4 15.2 80.0 3.4
+ 12 + 21 + 16 + 0.0 + 1.0 + 39 + 3.3 + 0.4
200 5 21.4 134 67 0.0 0.8 15.6 80.4 3.2
+ 1.9 + 17 + 21 = 0.0 + 0.5 + 35 + 4.3 + 09
1000 5 27.4 ** 171 * 93 0.0 0.8 15.8 80.9 2.5
+ 3.6 + 13 + 18 + 00 + 04 + 32 + 3.7 + 1.0

Each value is expressed as mean+S.D.
* . Significantly different from control at 5% level of probability.
** - Significantly different from control at 1% level of probability.
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Table 15-2

in the 28-day repeated dose oral toxicity study

< At end of the recovery period >

Hematological findings of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10 u L) (g/dL) (%) (fL) (pg) (%) (%o) (sec)
0 5 835 15.8 46.7 56 18.9 33.8 25.7 13.1
+ 46 + 0.5 + 0.8 + 3 + 06 + 0.7 + 3.7 + 0.3
1000 5 792 149 * 45.6 58 18.9 32.8* 38.5 13.1
+ 53 + 0.6 + 1.9 + 3 + 0.8 + 0.6 + 13.7 + 0.2
Dose No. of APTT Plat. W]_?;E Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (104 L) (10 » L) Baso. Eosin. Neutro. Lymph. Mono.
0 5 21.9 134 80 0.0 1.0 12.7 84.0 2.3
+ 14 + 14 + 8 + 0.0 + 03 + 34 + 4.0 + 09
1000 5 22.3 141 62 0.0 1.1 16.0 80.1 2.9
+ 1.4 + 8 + 17 + 0.0 + 04 + 3.8 + 3.9 + 04

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability.
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Table 16-1

in the 28-day repeated dose oral toxicity study

< At end of the administration period >

Hematological findings of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10 L) (g/dL) (%) (fL) (pg) (%) (%o) (sec)
0 5 753 14.7 44.4 59 19.6 33.1 23.1 13.0
+ 46 + 0.5 + 1.7 + 3 0.7 + 0.8 + 3.5 + 04
40 5 764 15.1 45.2 59 19.8 33.5 20.1 13.1
+ 29 + 0.5 + 1.3 + 1 0.4 + 0.7 + 2.2 + 06
200 5 729 14.1 42.8 59 19.4 33.0 20.0 12.8
+ 42 + 0.5 + 20 + 2 0.7 + 0.5 + 2.0 + 0.7
1000 5 695 13.7 * 419 61 19.7 32.8 24.9 12.1 *
+ 35 + 0.6 + 1.7 + 2 0.5 + 0.3 + 2.6 + 04
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) 10%uL) (10“%ulL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 17.9 132 53 0.0 1.1 12.7 83.6 2.6
+ 14 + 18 + 11 + 00 0.3 + 39 + 4.1 + 0.5
40 5 19.5 127 34 * 0.0 1.8 14.9 80.4 2.9
+ 09 % 9 + 7 + 00 1.2 + 3.4 + 4.2 + 0.6
200 5 19.3 136 39 0.0 1.5 13.3 82.5 2.6
+ 1.9 + 16 + 11 + 00 0.4 + 3.6 + 3.4 + 06
1000 5 21.9 ** 152 66 0.0 1.2 10.4 85.9 2.5
* 1.3 + 12 + 14 + 0.0 0.3 + 15 + 2.0 + 0.9

Each value is expressed as mean+S.D.

* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 16-2 Hematological findings of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the 28-day repeated dose oral toxicity study

< At end of the recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10 L) (g/dL) (%) (fL) (pg) (%) {(%o) (sec)
0 5 800 15.0 43.5 54 18.8 34.5 22.6 13.5
+ 22 + 04 + 0.8 + 1 + 0.2 + 0.7 + 4.9 + 0.5
1000 5 752 * 13.9 ** 41.7 * 56 18.4 33.2 ** 28.6 13.2
+ 25 + 0.3 + 1.0 + 2 + 0.5 + 05 + 5.5 + 0.1
Dose No. of APTT Plat. WBC _ Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10 ¢ L) (10* ¢ L) Baso. Eosin. Neutro. Lymph. Mono.
0 5 19.0 129 42 0.0 14 14.5 81.6 2.5
+ 1.3 * 17 + 11 + 00 + 0.8 + 34 + 3.8 = 07
1000 5 18.6 132 41 0.0 1.3 14.7 81.6 2.4
+ 2.2 + 18 + 8 + 0.0 + 04 + 4.7 + 5.2 + 0.5

Each value is expressed as mean+S.D.
* . Significantly different from control at §% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 17-1

< At end of the administration period >

Blood biochemical findings of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the 28-day repeated dose oral toxicity study

Dose No. of LDH AST ALT ALP v -GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg/day) animals {IU/L) dU/L) AU/L) (IU/L) (U/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 5 293 64 34 1008 0.56 5.95 2.97 0.99 77 82
+ 84 + 5 + 6 + 203 0.26 + 0.31 + 0.19 + 0.03 + 16 + 6
40 5 415 69 32 793 0.61 5.81 2.92 1.01 57 * 79
+ 181 + 12 + 4 + 261 0.07 + 0.14 + 0.17 + 0.08 + 10 + 21
200 5 249 58 31 774 1.65 5.84 2.93 1.01 71 105
+ 142 + 4 + 3 + 258 1.15 + 0.20 + 0.23 + 0.10 + 11 + 49
1000 5 208 64 55 871 8.88 **  6.10 3.30 1.18 * 59 28 *
+ 31 + 7 + 15 + 184 4.14 + 0.28 + 0.32 + 0.14 + 9 + 10
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL) (mg/dL) (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mEg/L) (mEg/l) (mEg/L)
0 5 165 14.0 0.40 0.34 9.6 8.2 146 5.02 106
+ 16 + 2.3 + 0.05 + 0.03 0.3 + 0.1 + 2 + 0.55 + 2
40 5 149 11.7 0.37 0.41 9.4 8.8 148 4.97 105
+ 10 + 20 + 0.03 + 0.04 0.3 + 0.6 + 1 + 0.26 + 1
200 5 132 11.8 0.39 0.43 9.4 8.2 147 4.85 104
+ 17 + 1.4 + 0.02 + 0.05 0.2 + 0.4 + 1 + 0.18 + 2
1000 5 153 10.8 0.46 0.35 9.7 8.8 147 6.89 * 105
+ 35 + 1.5 + 0.07 + 0.08 0.3 + 0.8 + 2 + 0.79 + 2

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 17-2 Blood biochemical findings of male rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the 28-day repeated dose oral toxicity study

< At end of the recovery period >

Dose No. of LDH AST ALT ALP v -GTP T.P. Alb. AIG T-Cho. T.G.
(mg/kg/day) animals (IU/L) dU/L) (1U/L) (AU/L) AU/L) (g/dL) (g/dL) (mg/dL)  (mg/dL)
0 5 214 67 38 615 0.63 6.22 3.01 0.94 82 96

x 65 + 9 + 3 + 79 + 022 + 0.32 + 0.18 + 0.02 + 16 + 26

1000 5 221 107 68 559 1.39 5.90 2.87 0.95 77 87
+ 105 + 96 + 70 + 98 + 0.98 + 0.24 + 0.17 + 0.04 + 10 + 25

Dose  No. of Glu. BUN  Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mg/dL)  (mg/dL) (mEg/L) (mEg/L) (mEg/L)

0 5 169 154 0.47 0.30 10.0 7.3 146 4.88 107
+ 20 + 25 + 0.03 + 0.06 + 0.4 + 04 + 1 + 0.19 + 2

1000 5 153 16.0 0.43 0.38 * 9.9 8.0 147 5.79 105
+ 6 + 16 003 =+ 003 == 03 + 09 + 2 + 0.83 + 1

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability.
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Table 18-1 Blood biochemical findings of female rats treated with 2,5-dimethyl-2,5-di(tert-butylpercxy)hexane
in the 28-day repeated dose oral toxicity study

< At end of the administration period >

Dose No. of LDH AST ALT ALP vy -GTP T.P. Alb. AIG T-Cho. T.G.
(mg/kg/day) animals (IU/L) (IU/L) (IU/L) (IU/L) (IU/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 389 73 29 507 0.80 5.89 3.05 1.08 65 23
+ 114 + 11 + 4 + 92 + 0.45 + 0.19 + 0.25 + 0.13 + 10 + 13
40 5 355 73 25 429 1.65 6.09 3.32 1.22 73 29
+ 70 + 22 + 6 + 100 + 098 + 0.48 + 0.57 + 0.30 + 14 + 11
200 5 27 81 28 480 3.34 6.15 3.07 1.00 69 22
+ 84 + 17 + 3 + 102 + 0.80 + 0.11 + 0.15 + 0.08 + 11 + 12
1000 5 320 72 50 ** 425 19.69 **  6.33 3.21 1.03 117 ** 74
+ 54 + 10 + 10 + 127 + 6.27 + 0.29 + 0.31 + 0.12 + 19 + 69
Dose No. of Glu. “BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEqg/L) (mEg/L) (mEqL)
0 5 143 13.9 0.46 0.26 9.1 7.2 146 4.99 107
+ 9 + 85 + 0.05 + 0.03 + 04 + 0.7 + 2 + 0.62 + 2
40 5 130 12.9 0.41 0.26 9.2 7.0 147 4.76 108
+ 17 + 3.9 + 0.02 = 0.03 = 05 + 09 * 1 = 0.23 + 1
200 5 117 15.8 0.44 0.23 9.3 7.8 148 5.07 107
* 16 + 2.1 + 0.02 + 0.03 + 0.2 + 04 + 1 + 0.29 + 2

1000 5 132 12.7 0.45 0.27 9.7 8.1 147 5.81 106
+ 28 + 14 + 0.07 + 0.04 + 03 + 09 + 2 + 1.10 + 1

Each value is expressed as mean+S.D.
** . Significantly different from control at 1% level of probability.



Table 18-2 Blood biochemical findings of female rats treated with 2,5-dimethyl-2,5-di(tert-butylperoxy)hexane
in the 28-day repeated dose oral toxicity study

< At end of the recovery period >

Dose No. of LDH AST ALT ALP y-GTP ___ TP. Alb. AIG  T-Cho. T.G.
(mg/kg/day) animals auL) @uL) (UL (UL QUL (gdl)  (g/dL) (mg/dL)  (mg/dL)
0 5 375 76 28 384 1.11 6.21 3.06 0.97 66 18

+ 111 + 16 + 5 + 11 + 0.41 + 0.38 + 0.31 + 0.09 + 6 + 3

1000 5 422 66 29 264 ** 1.95 6.50 3.40 1.11 87 ** 24
+ 226 + 11 + 6 + 40 + 0.73 + 0.27 + 0.42 + 0.23 + 8 + 10

Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dL) (mg/dl) (mg/dl) (mg/dL) (mg/dL) (mg/dL) (mEg/L) (mEq/L) (mEq/L)

0 5 137 15.7 0.52 0.25 9.8 6.3 147 4.66 108
+ 23 + 20 + 0.03 + 0.02 + 02 + 08 + 2 + 0.53 + 2

.Zv.

1000 5 135 16.0 0.47 * 0.22 9.8 6.7 147 4.91 107
+ 13 + 1.1 + 0.03 + 0.03 + 04 + 0.6 + 2 + 0.27 + 2

Each value is expressed as mean+S.D.
* . Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 19 Incidence of necropsy findings of male rats treated with 2,5-dimethy-2,5-di(tert-buthylperoxy)hexane

in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period

Dose(mg/kg/day) 0 40 200 1000 0 1000

Fate KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5

Liver : Large - 5 5 5 1 ) 5

+ 0 0 0 4* 0 0

KA : Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.

Grade, - : Negative; + : Slight.

* . Significantly different from control at 5% level of probability.
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Table 20 Incidence of necropsy findings of female rats treated with 2,5-dimethy-2,5-di(tert-buthylperoxy)hexane

in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period

Dose(mg/kg/day) 0 40 200 1000 0 1000

Fate KA KA KA KA KR KR

No.of animals 5 5 5 5 5 5

Liver : Large - 5 5 3 0 5 5

+ 0 0 2 0 0 0

++ 0 0 0 5 ** 0 0

KA : Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.

Grade, - : Negative; + : Slight; ++ : Moderate.

** : Significantly different from control at 1% level of probability.
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Table 21-1

in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Absolute and relative organ weights of male rats treated with 2,5-dimethy-2,5-di(tert-buthylperoxy)hexane

Dose No.of Body Brain Thymus Heart Liver Kidney  Adrenal Spleen Testis Epididy- Pituitary Thyroid
Animals weight gland mis gland gland
(mg/kg/day) ® (® (8 & 4] (8 (mg) ® ® ® (mg) (mg)
0 5 327 1.87 0.48 1.08 10.72 2.57 58.2 0.63 3.04 0.83 11.2 24.4
Absolute +33 +0.04 +0.03 +0.10 +1.79 +0.32 +6.3 +0.15 +0.27 + 0.07 +14 +3.5
40 5 342 1.92 0.48 1.19 11.32 2.78 57.2 0.66 3.36 0.84 12.3 22.5
7 +0.04 +£004 0.10 +0.80 +0.10 +11.2 = 0.09 +0.29 = 0.07 = 0.4 +35
200 5 331 1.95 0.50 1.09 11.47 2.79 58.5 0.64 3.17 0.80 10.8 27.2
+29 +0.10 =008 £0.11 +1.46 +0.30 + 6.1 +0.09 +0.25 +0.07 +1.5 +25
1000 5 281 * 1.85 0.39 0.96 14.01 ** 2.73 62.8 0.64 3.23 0.78 10.1 306 *
+25 +0.10 +0.06 ==0.14 +0.80 + 0.56 +9.7 +0.07 +0.10 +0.05 +1.3 +2.5
0 5 327 0.58 0.15 0.33 3.27 0.78 17.8 0.19 0.94 0.26 3.4 7.4
Relative @ + 33 + 0.06 +0.01 +0.02 +0.34 + 0.04 +1.8 + 0.04 +0.15 * 0.04 +0.2 + 0.6
40 5 342 0.56 0.14 0.35 3.31 0.81 16.7 0.19 0.98 0.24 3.6 6.6
+7 +0.01 +0.01 +0.03 +0.18 + 0.04 +3.3 +0.03 + 0.09 +0.02 =0.1 +=1.0
200 5 331 0.59 0.15 0.33 3.45 0.84 17.6 0.19 0.96 0.24 3.2 8.2
+29 +0.05 +0.02 +£0.02 +0.25 + 0.06 +1.2 +0.01 + 0.02 +0.01 +0.3 +1.1
1000 5 281 * 0.66 * 0.14 0.34 5.00 ** 0.97 ** 22.4 * 0.23 1.16 * 0.28 3.6 10.9 **
+ 25 +0.03 +£001 £0.04 +0.33 +0.14 + 3.1 = 0.02 +0.12 +0.04 + 0.3 +0.9
Each value is expressed as mean = S.D.
@ : Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.
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Table 21-2 Absolute and relative organ weights of male rats treated with 2,5-dimethy-2,5-di(tert-buthylperoxy)hexane
in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal  Spleen Testis Epididy- Pituitary Thyroid

Animals weight gland mis gland gland

(mg/kg/day) ® (8 (® (® (8 ® (mg) ® ® (8 (mg) (mg)

0 5 394 1.97 0.44 1.25 12.01 2.67 64.8 0.74 3.42 1.07 12.7 26.4

Absolute + 50 +0.07 +0.08 +0.13 +2.92 +0.40 + 8.4 +0.11 +0.30 + 0.07 +1.8 +7.1

1000 5 359 1.90 0.42 1.24 11.09 2.69 59.8 0.72 3.44 1.03 124 31.2

+31 +0.12 +0.02 £0.11 +1.34 +0.39 +93 +0.14 +0.27 +0.04 +15 +5.2

0 5 394 0.51 0.11 0.32 3.01 0.68 16.4 0.19 0.88 0.27 3.2 6.6

Relative @ + 50 + .06 +001 +001 +0.36 +0.03 +0.9 + 0.03 +0.13 + 0.05 +0.3 + 1.0
1000 5 359 0.53 0.12 035 * 3.09 0.75 * 16.7 0.20 0.96 0.29 3.5 8.7 *

+ 31 +0.03 +0.01 +0.02 +0.18 + 0.06 +2.6 + 0.04 +0.11 +0.01 +04 +1.2

Each value is expressed as mean + S.D.
@ : Relative organ weight per 100g body weight.
* . Significantly different from control at 5% level of probability.
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Table 22-1 Absolute and relative organ weights of female rats treated with 2,5-dimethy-2,5-di(tert-buthylperoxy)hexane
in the repeated dose 28-day oral toxicity study

< At end of the administration period >

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Ovary Pituitary Thyroid
Animals  weight gland gland gland
(mg/kg/day) 4] ® ® ® ® ® (mg) ®) (mg) (mg) (mg)
0 5 195 1.80 0.39 0.74 5.87 1.53 68.7 0.42 79.5 12.9 17.9
Absolute +11 +0.07 + 0.06 +0.05 +0.30 +0.06 +1.6 + 0.06 +14.2 +2.5 +1.3
40 5 200 1.75 0.39 0.71 6.17 1.61 64.1 0.44 81.4 12.1 18.5
+17 + 0.06 +0.08 +0.06 +0.74 +0.10 +15.0 +0.05 +24.1 +0.5 +1.3
200 5 200 1.77 0.45 0.714 7.38 * 1.60 69.7 0.47 74.0 13.8 19.6
+19 + 0.05 +0.09 + 0.07 + (.89 + 0.09 +11.1 +0.08 + 6.6 +2.0 + 3.0
1000 5 204 1.75 0.44 0.68 11.98 ** 1.68 73.8 0.43 86.2 12.3 26.0 **
+ 20 + 0.03 +0.12 + 0.05 + 0.92 +0.13 + 8.8 +0.03 +11.8 +1.0 +3.3
0 5 195 0.93 0.20 0.38 3.02 0.79 35.4 0.21 40.9 6.6 9.2
Relative @ +11 + 0.08 + 0,02 + 0.02 +0.15 +0.03 +24 +0.02 +7.1 +1.0 +0.8
40 5 200 0.88 0.20 0.356 3.08 0.81 31.9 0.22 40.4 6.0 9.3
+ 17 +0.05 +0.02 +0.03 +0.17 + 0.04 + 6.2 +0.02 +10.1 +0.3 +1.0
200 5 200 0.89 0.22 0.37 3.69 ** 0.81 35.3 0.23 374 6.9 9.8
=19 = 0.056 +0.04 +=0.03 +0.24 + 0.05 +74 +0.02 + 5.2 + (0.7 + 1.0
1000 5 204 0.87 0.22 0.34 5.89 ** 0.83 36.3 0.21 42.5 6.1 12.8 **
+20 + 0.07 +0.04 +0.03 +0.31 +0.09 + 4.7 +0.01 + 6.5 +0.8 +14

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight.

* ; Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 22-2 Absolute and relative organ weights of female rats treated with 2,5-dimethy-2,5-di(tert-buthylperoxy)hexane
in the repeated dose 28-day oral toxicity study

< At end of the recovery period >

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen  Ovary Pituitary Thyroid

Animals weight gland gland gland

(mg/kg/day) (8) (8 @ (8 @ () (mg) (® (mg) (mg) (mg)

0 5 219 1.83 0.35 0.80 6.02 1.63 70.1 0.49 93.4 13.8 20.2

Absolute +21 +0.06 +0.06 +0.05 +0.73 +0.15 +6.5 +0.10 + 16.4 +19 +14

1000 5 218 1.76 0.38 0.81 7.14 1.65 63.2 0.63 83.8 13.3 25.1 *

+ 28 + 0.06 +0.10 +0.07 +0.16 +0.19 +7.6 +0.04 +95 +1.2 +3.8

0 5 219 0.84 0.16 0.37 2.75 0.75 32.5 0.22 42.5 6.3 9.3

Relative @ +21 +0.10 +0.02 +0.02 +0.16 + 0.05 +59 +0.03 +4.8 +0.4 +1.1
1000 5 218 0.82 0.17 0.37 3.26 ** 0.76 29.1 0.24 38.5 6.1 11.5 **

+ 28 +0.11 +0.03 +0.02 +0.23 +0.04 +2.8 + 0.02 +2.1 +0.5 + 0.7

Each value is expressed as mean = S.D.

@ ; Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 23-1 Incidence of histopathological findings of male rats treated with 2,5-dimethy-2,5-di(tert-buthylperoxy)hexane
in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/ke/day) (1] 40 200 1000 0 1000
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5
Lung ¢ Accumulation, foam cell 5 # # 3 # #
+ 0 # # 2 # #
Metaplasia, osseous 4 # # 5 # #
+ 1 # # 0 # #
Heart . Myocardial degeneration/fibrosis - 4 # # 5 # #
+ # # 0 # #
Liver : Hypertrophy, hepatocyte, diffuse 5 5 5 0 5 5
+ 0 0 0 0 0 0
++ 0 0 0 § ** 0 0
Necrosis, focal - 4 4 5 4 5 5
+ 1 1 0 1 0 0
Microgramuloma 4 4 3 4 4 4
+ 1 1 2 1 1 1
Kidney  Hyaline droplet, proximal tubular epithelium 2 1 0 0 1 1
+ 2 3 5 0 4 4
++ 1 1 0 0 0 0
+++ 0 (] 0 b ** 0 0
Basophilic tubule 2 3 3 0 3 1
+ 3 2 2 0 2 0
++ 0 0 0 5 ** 0 4
Cellular infiltration, lymphocyte, cortex - 4 4 4 5 5 4
+ 1 1 1 0 0 1
Eosinophilic body, proximal tubular epithelium 5 5 1 1 4 5
+ \) 0 3 2 1 0
++ i) 0 1 2 0 0

£€2-60 ON Apnig

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.

Grade, - : Negative: + : Slight; ++ : Moderate; +++ - Severe.

** : Significantly different from control at 1% level of probability.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, stomach, small intesttine, large intestine, urinary bladder, testis,
epididymis, seminal vesicle, spinal cord, sciatic nerve, bone marrow, lymph nodes and eye ball from animals of control and 1000 mg/kg group.



Table 23-2  Incidence of histopathological findings of male rats treated with 2,5-dimethy-2 5-di(tert-buthylperoxy)hexane
in the repeated dose 28-day oral toxicity study
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Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 40 200 1000 0 1000
Fate KA KA KA KA KR KR
No.of animals 5 5 5 5 5 5
Kidney : Fibrosis, cortex, focal 4 5 4 5 5 5
(Continued) + 1 0 1 0 0 0
Cyst, solitary 5 4 5 4 5 4
+ 0 1 0 1 0 1
Thymus . Hemorrhage - 3 # # # #
+ 2 # # # #
Spleen ¢ Congestion 5 5 5 3 5 5
+ 0 0 0 2 0 0
Hematopoiesis, extramedullary 0 0 0 0 0 0
+ 4 5 5 2 5 3
++ 1 0 0 3 0 2
Deposit, pigment, brown 0 0 0 0 0 0
+ 5 5 5 5 5 5
Adrenal gland : Lipidosis 5 5 5 1 5
+ 0 0 0 4* 0 0
Thyroid : Hyperplasia, follicular cell, diffuse 5 5 5 0 5 4
+ 0 0 0 4 ]** 0 1
++ 0 0 0 1 0 0
Ultimobranchial remnant - 4 5 5 4 5 5
+ 1 0 0 1 0 0
Prostate ! Cellular infiltration, lymphocyte, interstitium - 5 # # 4 # #
+ 0 # # 1 # #
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KA ‘ Killed by design at the end of administration period, KR : Killed by design at the end of xecovery period, #:Not examined.

Grade, - : Negative; + : Slight; ++ : Moderate.

* : Significantly different from control at 5% level of probability.

**  Significantly different from control at 1% level of probability.

No abnormalitics were detected in the brain, pituitary, thyroid, parathyroid, trachea, stomach, small intesttine, large intestine, urinary bladder, testis,
epididymis, seminal vesicle, spinal cord, sciatic nerve, bone marrow, lymph nodes and eye ball from animals of control and 1000 mg/kg group.



1S

££2-60 'ON £pnig

Table 24 Incidence of histopathological findings of female rats treated with 2,5-dimcthy-2,5-di(tert-buthylperoxy)hexane
in the repeated dose 28-day oral toxicity study

Organ : Findings Grade At the end of administration period At the end of
recovery period
Dose(mg/kg/day) 0 40 200 1000 0 1000
Fate KA KA KA KA KR KR
No.of animals H 5 5 5 5 1)
Lung ! Mincralization, artery 3 # # 5 # #
+ 2 # # 0 # #
Metaplasia, osseous - 4 # # 5 # #
+ 1 # # 0 # #
Liver . Hypertrophy, hepatocyte, diffuse - 5 5 5 0 5 3
+ 0 0 0 0 0 2
++ 0 0 0 5 ** 0 0
Necrosis, focal - 5 5 5 4 5 5
+ 0 V] 0 1 0 0
Microgramuloma - 4 4 5 5 4 4
+ 1 1 0 0 1 1
Degeneration, fatty, hepatocyte, periportal - 5 4 q 5 H 5
+ 0 1 1 0 0 0
Kidney : Basophilic tubule 4 # # 4 # #
+ 1 # # 1 # #
Cyst, solitary 5 # # 4 # #
+ 0 # # 1 # #
Spleen * Hematopoiesis, cxtramedullary 0 # # 0 # #
+ 5 # # 5 # #
Deposit, pigment, brown 0 # # 0 # #
+ 5 # # 5 # #
Thyroid ¢ Hyperplasia, follicular cell, diffuse 5 ) 5 0 5 4
+ 0 0 0 5 ** 0 1
Ultimobranchial remnant 4 5 5 5 4 5
+ 1 0 0 0 1 0

KA : Killed by design at the end of administration period, KR : Killed by design at the end of recovery period, #:Not examined.

Grade, - : Negative; + © slight; ++ : Moderate.

** : Significantly different from control at 1% level of probability.
No abnormalities were brain, parathyroid, thymus, trachea, heart, stomach, small intestine, large intestine, adrenal, urinary bladder, ovary, uterus, vagina, spinal cord,
sciatic nerve, bone marrow, lymph nodes and eye ball from animats of control and 1000 mg/kg group.
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