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O

tert—XUF AR O 0GHMEE, FUET M), 100, 300 38 LT 1000 mg/ke % 1 BERE
HEZ 6 PTd Cr1:CD(SD) T M2, 28 ARMREM ARG L TEHEREILOF B L O OMEL B
Flle, EHIC, 0 BLT 1000 mg/kg \2DUT | BERERES 6 ICAE R, BEKRTOZEONDL 14
H FIBLER & flkioe LRSI K D b lfEME 2 008 TRES L. LR ORI &2 1572,

1. PREHERETIE, 1000 mg/kg HEREOEZKEHM P OETIEIEMNES X OBEINEICAE B RIK
RO b, — i, BEHEHIMNICIIAREEINRICTE2&ERRD S, BEERZ LI
o

2. MEFAIRATIE, 1000 mg/kg HEHHEDMEICTRIELIRIY R T 2AF VIFHOFE
FEEDFBO BT s, BEMER R G,

3. MR L VIR Tix. 300 mg/kg HEHOHITHMEABLIOT AT I OFERBERED
Bz, 1000 mg/kg BHHE TR, HEITRERBIOT V7 IV OFEREEH D WITE
fEEm., 2y -GTP OABREMBERE IO o—VORERIKME, Mich L v A0RER
FENED LI, 2o OEABITIZRIEEN A BT,

4. FEHEETIL, 300 mg/kg HEHEOHEIZEIMOH I L UMM EREDOHE 2 EEH 2V LS
fEMER 23 A AL, 1000 mg/kg 258 TILAEMEDHIRICHxt B L O EREOFELREES
DT EEEIR 23 ER 0 DAL, HEDORIRIZAERT IS L UMM EEOA EREMPEO b, =
LD OEAITIZEIEMEA 2 ST,

5. AEUERREAURR A TIE, ATIEIC 1000 mg/kg $-G-FEOME TEEE 0/ N e DA RT AR A 2538
Do, £z, BIRIC 100 mg/kg PA DO GHOIECIATRME LR O T L O4rfE
MR (g7 2 7 U P QEREYE) B3RS G, ARKFNR 7 L— NOIRA R L7223, (1l
BN LN,

6.  —MXIKEE. PR —ARINRBERER. REREME. BATRE. RMIR L UFIMET R Tk, £%5H
O HERE & B ICHEBRE B G BE L BRI bk o T,

PLEDZ L, RREBMEETICBITS tert— 20 F L0 ¥ o OMEEEE B (NOEL) 134T 100
mg/kg/day, WET 300 mg/kg/day &F X LT,
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tert—XUF AT O 0GHMEE, FUET M), 100, 300 38 L T8 1000 mg/ke % 1 B
#E4- 6 TCO> Cr1:CD(SD) 7 » M2, 28 AMRER DKL L CEEREILOR BB L0 O E 2 1%
L7, &5, 0 BLUN1000 mg/kg lZDWC | BEREMES 6 LA R, &G/ TOEOAND 14
H FIBLER & ke L IRZEIC X 2 o0 8 M & B8 Tt L7,

MErs LUk

1. WEBRYME
WM IE, tert—SL F LR B[
1A 300 gZANT, AL, AR, FREeERLTH

AT (SRR 2~T7°C, AN DRSS HEOUTRE L,

BEBME T AE LT, M1 g 2L, RABRREROEEMREEICRTE Lo, BRERIFK
T, BROWERMEO—HEERN L THEDSHT 21TV, SRR T ORGSR EME A R L
(Appendix 1-2), MIBEH T A=, FESEREFEEY L L CREIR L 7Z,

PR E DOReAEAE A LU F IR

<

Wi 0 99. 5% (Appendix 1-1).

=~

VAN D tert— X F NP tert—pentylbenzene
4 ttert-7 I AN E L ; tert—amylbenzene
CAS No. 1 2049-95-8
{CFEE RN RERF S - (3)-22
AMERC (HEEFD

HyL=——C——CH=CH4

CHy

Ca R aE=Y :Cy 1 H,e"

S
._H
s

:148. 25 Uy - K D E()

_13_
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CAMEBL o EEEVEB ORI (Appendix 1-1)
A 192.4°CY
FeEE (BB RE) 5 0.875 g/mL(20°C) (Appendix 1-1)

cAAFRBIO~vAIEBER L.,
MEBEZELZWA LYWL EE L., RE S O LT,
EREICMAELRNEIICHER LT,

I ) R FNTHD o 72,

WSRO BERIL, PR a2y FES VBR8265, T T A T AU RS &

EAHL, F7=,

3. BERDFARE L UL

(1) HEROFAR
PR E 2 FEFTE L

BRI E 37 ) — o R F N TR,
BRIE R L OKRSE & Ok 2w 7=, ki, A% —7—
k., IRRAE (R
2. PEEFEEW & LTI LT,

BRI S D 728

KRBFOREGRE LTHEMA L,

Foril

FTEDIRE & 725 X 9 RZ D TR £ 721388 S,
RO I A7 PREEZEHL,
(ZTH—
W, SR OB BRI

22~24°C) L, &% 14 HPINICK 5

R LR BB E T = (E B G

FRELA (mg/mL) (g) (mL)
2006 £ 12 A 8 H 20 4. 0027 200
e e R E e 60 12. 0022 200
200 60. 00 300

2006 7 12 A 22 H 20 7. 0001 350
60 21. 0004 350

200 96. 00 480

200741 H 4 H 20 3. 6002 180
R EE 60 10. 8008 180
200 45. 0026 225

_14_
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(2) BHHEDOALESHT

FEBRLRATIC . B E ORANRE R L O &SIREICET 2R EEPICES T 5 M X
OZEMEE MR LTz,

20 33 L TN 200 mg/ml. OFERPVEF TR ZHDOWNT, R 5 IZERMAFE S AMB LU 14
HfE AR 0 0 & L CRER) DR T Z MRS L7oAlR, 20 3 L0200 mg/mL DR H T,
EfE - HE - TRICBTDEMREIL 1.5%B L N0.8%TH D, -, BAERIREMRFS
HIFIT99.0 BT 98. 0%, =iRORIT 14 HE T 107.0 B XV 106. 5% ThH o7, T DRAEN
b, HBRYEITREEK T TH—THY ., POEREFT 14 ARITEETHD &k L7
(Appendix 2-1 B XV 2-2),

FIEFS & OB AR R B 9~ T OEEGRIZ W T R E DR 2 43T L 7= 45 8, 20,
60 33 L T8 200 mg/mL FHEGE DS A RIT, FIE DB L CHIFERIMT 107.5, 107.7 8
LTN109. 0%, FA&EIFAEEF T 101.0, 1010 BLVN103. 0% ThH o1z, ThbOFGHEITN
THOHHEHAE L L7z 90~110%DOFAAIZH Y, 2 >ETHEES 0.2~1. 3% THED 5%
UTThokZ bind, R OREITEIE & W U7z (Appendix 2-3 B8 LT 2-4),

(3) W £ S T 5k

REWE & LT, #BmE 2 i,

FEALYAWE (9 25 pg/ml) : tert —~ 0 F NP D23 ul & 20 mL BOD A R T T A | TER
L, tert = FANBUOBERELERIZED L o7, T I PRI UTERLT
#1000 pg/mL K AZFABL L2, Z0O#K 0.5 L ZIEFEIC 20 mL BEDO A A7 T A2 THERL,
TR Ru 7T o CERLUTH 25 pg/ol I & Uiz, A8 1B, HPLC ~D¥EAIL 3 [H]
& LTz, BRUTHEGE BTV, IR Th oz,

BEMHBLOA— M7 88 . 78 b= 1YL 700 nL [ZZKEAK 300 mL 2%, +
SICIRG LTI b OEBEBL LG — N U 7 IR E Lis, SRRBITEE THRAEL, 11
AR L7-GRE A %2 0 B & LTER),

HEHRROFR SR E K OBRBUREL, REMRHRE L OREERRIZOWNT
IR E R OB S 3 L L BRI SV IR E R o &
TRAEN B4 3 RDF 9 sl E Lz, 7238, B—MRRERD e D BE % 22 0 A BR O i S ke
DI R & LTz,

PR TR EIR 2 BRI L . BB DI HIRE DS 25 pg/mL 50, RERRIESEEDEIG DS 1%
LT ERDEICT NI Fa 7T 0 #Nx=bOa M RHRR & Lc, SBHEIROFHIT 1
FAWZ D& 1B, HPLC ~OFEANTE 1R E Lz,
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HPLC 2 A7 LB X VAIESEIZLL TO@Y TH D,

HPLC 2 25 A

UV Detector L-4000 RER S B STEUERT

Tntelligent Pump 1.-6200 MRt B OLRUERT
Column Oven 655A-52 awee R VA LS (A
Autosampler AS-2000 Bt BB ERT
Degasser ERC-3315 Aot M —T—n—
5 — X2 AL E Empower 2 BAY —& — X et
HIE Stk

KT I : GL-Pack Nucleosil 100-7C18, 4.0 mm I.D. X250 mm,

U= A AR A ST

B E)HH 7R b= UA/EEAK (700 2 300)

F— YT TEER - T =R U L/AERK (700 @ 300)

Ve A Al N S N & e

I RE W S : 210 nm

BT LRE 1 35C

i : 1 mL/min

EAR : 10 L

A— M7 TRE 0 10C

SRR 21243

Empower 2 % AW CIEMERIRO B — 7 HFE L BIENOLER L7-RER LY . SR EHEIRO
WERE &R, LUToL ) ARG oW iEE,. TEfRi. 8RB L ORGFEL
BH LT,

R (ug/mL) X A REREL

BB IRIE (mg/ml.) = 1000
. FEE R A=
IN . (¢} L AL UL e
BRI (%) TR X 100
fivagly: o 2872 A 3
b s () = BRI P S % 100

PR E R B D FRIRE

AT D E IR IS T K
i BURF O PR B R L 2

AR (%) — X 100

_16_
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. RBRAE
(1) #RERHR
AR, ARF vy — R« U= St EAREE ¥ —4RED SPF Crl:CD(SD) 7 v
MW, Ty MIFEEARGE THFEHN O TWIEETH YD . HUtTErT COfE FARER
MEETHDLTENDIORKERT L,
HEMER 12 PU (SR HEMER 10 PT) & 2006 41 12 A 6 AIZ 1 EECHA L7z, ZARFOEY
OREFRFAIL, HET68~93 g, M T68~82 g TH o7z,
(2) WefE® L OEIE
A&, i 2 OO THETBIME 6 H (ZARZBIE 1 A& LTRE) T, M8k 7
HET, —foRiBBIgs 1 A 1R S5 AH ERER L OBHEMBR T B BT R Ik
BRELRFEW Lo, TORME. M1 HICIER T IR IFRO Hlolod, #Er TR
INBERSN LTz, MlZid. MR L OBIMEEIM P IC R E IR bhieho T,
(3) #EHT
RiEd L OBIEHIFE T#%, BEORD b vV A2 B & M-S 36 Tk LC, 5l
THRBICHE U7, BB L OB & B G 5-BLaRT~ B) OFEICESN T, BILEES
NIHEIC X0 BREOEREDRE 127D X 5 IR T 24T o7, RESTIT OB O R EHiDH
IZ, HET 125~142 g, WETT 109~129 ¢ ThH Y, VHRE (B 134.5 g, M 119.3 ) D £20%84
WToholo, BETRIERDH HIVT-HE 1 F3 L UKD ST B TR LIRS L TF
WIEL Lo, 0B, MREIN-EWCONTREGHBATEIZ -BCRBICEE N0 2 & &kl
L7,
(4) @ L O — 2 Ok
B, TS TENZINE Y =V bR TREICHIZ T, BT RITENCERE S 2 AR
L. fERaER1 247 > 72,
fE S — %, o TaiEEIcEs T L7 VVZRBRE B L OEwE 2 L.
B —VOETEITAER LT, BT HRIIS SIHBEFEZ R LT,

_17_
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(5) BYEE
1) BB

B TIREE 22+ 3°C (FEMEE 20~23°C) . 1AL 50+20% (FEHIFEFE 42~59%) . #ki=E]
25 10~15 [A] /B[, RRBARER] 12 FEf (8 : 00~20 : 00, A T.RER) OB 5 2 (307 5-5)
THIE LT,

2) FERM B L UERE HFIE

77y A& B AR — 2 (260W X 380D X 180H, mm) (2, &3 L OB I i
HEMERILZ 3 PLd D BEP T 0T L DB DU L7z, 77— V8 L O RE SR I RE /0 1T L L[|l
FOM%IT 2 WIZ 1B L, SN 2 BIYEHHREE 20 b O L LT, BEifEKE
B OKKE ITE | FI%EM L7, BEEENOFERBS L ONERERE. LA 1 FEERE L7,
HIRHEZICE LT SR RHEERB L0 a U R REEN A 1 EM AL TR BICHT Lz,

3) fakt

AV T B NVEERTERASHE, v BN ETAE CRF-1 2, B RGEIER 2 AV T
HHEIZEBRESET,

RRCBEEL RIITRENO D DHEMWE DL D2 VIIMEYOREZ, ALz v b
(061005) DEIEHZ DWToHAMT Lz, BUEMBOAIITIHEEN AARRESSHE 2 —I
BT, BAPREIIFESREEENENTNTo T, T — ¥ Z AR EEEE N DA
FL, BWEORNT & ZHER L7z (Appendix 3-1~3-2),

4) kA
FLIRTAGEK Z . HEMEAIEEZ MO TAMRICERS B, 2720, RIBRERIZIZHEAK
A L7,

ABRICEZBZ T TENOH 5HERWE DA EE, 2006 F 10 A 2 O, 2007 1 A 9
F 38 KT 2007 -4 H 2 AICHRREAH E & (6 RMBLE O H R (306 555) 2> OBt 2 PR L
THr Lz, oiTE B AREERASEDBITO, 27T —# 2 AT-L. REORNI L&k
7 L7 (Appendix 4-1~4-3),

_18_
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(6) BRALDOHERL
HEREEOER L EHOBWMHE S L2 UTITRT,

wh & R Y (& E )
AR (mg/kg) (mg/mL) Pl ki3
<M EREREE >
T HEAE 0 0 6 (101~106) 6 (151~156)
RHERE 100 20 6 (201~206) 6 (251~256)
&R 300 60 6 (301~306) 6 (351~356)
& 1000 200 6 (401~406) 6 (451~456)
<[al1E MR ER R >
pgiistica 0 0 6 (107~112) 6 (157~162)
& H &3 1000 200 6 (407~412) 6 (457~462)

RTRRBEICIL, OB & [AEROFIE TR DA EZRE LT,
(7) #ERHE O
1) #H5BEOHZE
I BRHZ D HEMER- 3P SDRT » R[Cr1:CD(SD) JiZ, b &1 = U MIZIERR S 72 tert-
AR F R E D 30, 100, 300 3B L1000 mg/keg & 14 O RISCERR NS L7z Tk
B(SRO5346P)20DFHE, 300 mg/kg LA EDOBEFEOHER X T8 1000 mg/kg & 5-EED
i 1 IR EIBEFIDOETELNRD S, Fio, 1000 mg/kg Fe G TIT, MEMEIZ I
F L ORTRB DAt T8 & AR T8 O E 22 S BRI 235580 Hivle, 20 Z L7 h,1000 mg/kg
EREAEICHEL, UITFAKK 3 TERL, 300 B X0V 100 ng/kg 2 AER L CIERE
BT LIz, 7235, xHREEER L0V 1000 mg/kg @D 2 AEICHOWTIE 28 OfE#EE5% 14 AR
REEIT K 2 M A RT3 5 B ESRBREE 2 50 L 72,

WEBYES e MIROMICERE I D ATHEMEEZ BB L, OECD HERIET A KF 1 > (407)
e T, 1 H 11A128 A, 9:00~11: 30, RRERFIL 11 : 30~12 : 00 DICEH V7
BLOTF 4 AR—YF T2 U OERHWTHRHEIICHRNICRARE L,

B ERFEILE nl/kg & L, BEEOFEGEREIIES AR HIEWHE R OFREFEIZE-SN
THH L,
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(8) #lgz, WEk LUMRAIEH

DRI 7Nk

BHNTOWTHE &~ OB OES, AL ITEVEIZOWT, BREBBHERE 1B, &5
28 AOFAZFPE 1AL LTRAEL, &5 1 ANOHKRA (&5 28 AHHVIEFIE 14 A
OB O) £ TRATEGAN BLOFHO 1 O 2 FE, S 0IRFRTFIC 1 E8lg Lk,
2) FEMR—RRIREEBIER

BHENZONT, TEGBBTIR LI EG 7, 14, 21 BI W28 H, ME 7B LT 14 HIZ,
M —OR BB A T o7, BEEB X, S YA RE RS PR, R -
g HIRITTEY/ IS - BERL, BREITE/ BEICOWT, F—UnbEY RS L
G E, Bnsh s, IR B, HEORE, E. IRBREH, B, [HRIR, IR,
FHE, WIRIZOWT, A= 7 )V RN TR, &7, RERRE, R, .
ITEY/BRE - AR E | WHEITHEY/ R I798E « 75 BRICOWT, ZRENH LN LDE
DA a7 ) o TEERWTRAa T &5k L,
3) MEReind

BN HONWT, Kh 4 BB LOEE 2812, HRERES LU FOEE o7, BT
AL THR (BEEOR) . R B . R GRCxd 2 KI5) . mR (BRI 2 Hde) |
B S 28 OG5 GREEZ D b OB . BHERMFICOWTHLNLDED AT U v
THEERNTHEEL, #0ORa7 2Lz, £=, BHOBIOHBEHELRIE LT,
AL CPU 7D (T A a—x =T Y TSI 2 AV CTRIEB L OB O 1%
HI3EHEL, | g B TRk L7z, BREDRIIAREDENEEE (X ——RX v 7 X
¥ LU CompACT AMS, EERTHEME RS 2 WTHIEL, 7 — X OWERMEZ 105 & L
T L RERRE L7,
1) KEHE

EHENZONT, BE 1, 7, 14, 21 BEL V28 A GHT, FE 7B8L 14 BAR5VNZ
Fk BIZE T2 MR AE (LA4200, HL R U w7 AR # AWCHEIE L., | ¢ AL T
gL,

T ORIZ L0 RESINER L ORTEIENR LR L,

K 5 307
RERE () = 528 HRE () — 5 1 HIKE (o)
L REHNE )
RS0 = e g O
I
WEHENE (o) = [1E 14 A{KE (g) —¥5 28 A{KE(g)
HERNE ) = — R 10

#5528 HIRTE ()

_20_
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5) EAFENE
EHENZOWT, BTG 1, 7, 14, 21 BL 28 A GHT, FE 7 B L 14 HOBEHT
2. B LMK (LA4200, v R U U 2ABKAR)  HOWTH T — Vo5 R EEREY
HEL, 1 g B TiEgk Lz, LTFORIZ X YR (g/rat/day) ZHH L7,

WHEE (g/rat) — 4% & (g/rat)
M Ao A %k (day)

AN & (g/rat/day) =
6) PRI A
BHNCOVTHRE 4 BB L VEE 2 Bilc. HHRTTT v MHRE S — 2 (\-646, B-1
Al BEHBYERD 2 MW TRIR L, BREER LK 3 FFHOEFIRTO~O%, £7-K 21 KF
RIOFER TOB L VW2 L7z, BRIRUIZIRITRER THREEE LT,
MEEE B L CHRESIE

(DpH WRIBRRLE (V7 (A7 19 )R, N ATl J7 1h0)
@#&EH (Protein) REBRARIE (VFAAT LI A, N AT A7 100)
Q¥  (Glucose) PRERAKIE (IVTAATAVIAL N AT A7 400)
@7 k4K (Ketone body) BB (RVTAAT 49T A, N AT AT 1AN)
®rwuvl s —5 (Urobilinogen)  SUBRMGE (RVFAATA49IA, N ATV J57 4h0)
®r U (Bilirubin) SRERUREE (VT (AT (90 AL N ATV AT 400)
O s (Occult blood) ABRHCTE (FVTARTA9IA, N AT }774H0)
® £ (Color) PR 22

@JR & (Urine Volume) wReERE

T (Specific gravity) JEHTEHE (R BRI av-S, 7427)
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7) MR AR A

EENZ DOV THIRIFIC 16~22 FFOHER N TT v b —7 LEREEL | BEEIREINRE Y
B L7z, O~OIZ2W Tk EDTA-2K(_ )/ Y= 7 P T EZERME, 7/ EHRREH) TR
PR iR 1 mL 2, @, @20 TIE3.8% 7 = b U o A CRUEE LTz Mk iy
1~2 mL % 3500 [8]fx/43C 10 43 s O A L T b 7o itz vz, o/ £
DM AR T RS LT,

BREEHBE B L UORESIE
@7 . Bk % (RBC) BRIRPUE (B Bhifn BREHECE & F-820, YAAy)A)
@~ h7 VU v MHEHL) BARRPE (B B M ERFHECEE F-820, YARy)A)
@~F/ 1t & (Hb) VT A SNET O

(B By BREHBELE F-820, YAky)A)
@ 4R I BR %A (MCV) RBC, HtfE & v &M

(A B mEKFEEEE F-820, YA yTA)
G FREINER~F 7 o £ & (MCH) RBC, HbfE L » EH
(B #ymERFHCERE F-820, VAATA)

ORI FRILER~E 7 o 22 E (MCHC) Ht, HbEL W B
(HBh ERFHHCEE F-820, YAAv)2)

DHAFR MERE (Reticulocyte) Brecher ¥ (85f&)

@i/ g (Platelet) BRIRIE (B B BKF S E F-820, VAAy)R)
© A o k& (WBC) BRHHUE (A BIIMERFTHECERE F-820, Y4y)2)
WISk =Es )z May-Grinwald-Giemsa 4ua ($ER)
(Differential count of WBC)

@71 b e RF (PT) I N S BV S

(MR L B BhAE LS E KCAT V. =74 -~ A4797)
QISR D b RT T AF UM =T U UREE
(APTT) (ML #E R E B Bl E LR KCA7 VE, M7 4~ A4797)
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8) Ik A

EHNC OV THIRIFIK 16~22 BFRIHA X BT » b2 —T VRREE L, IEEKER X
DEMm L7, BMAHH O I HOBXTEIZOWTHME 1 nl. H72 0 ~_Y 7 U 7 A (A~
RY 2 R Y T AENBROSE ] 1000 BAT/mL, BROSERASHL) £ 20 BAAL CHLER% . 3500
[El#x/ 53T 10 23 Oi DAy EE TR O 7= Mt &2 AV TR Lz, foIEH IZ- DV Tilsr B
AIA D RERE (B2 V= MRSt [T iR 2 2R B L. 3500 [EI4:/ 43T 10 43
Dz O HE TR DAL IS 2 W TRE Ue 5 b 72 i L UM g i3 i 7% .-20C
AT CHAEMAE L, REmEERLE, EHFET D,

REEB B LOWMETE
DAST JSCC ¥ (B B4 HTEEE 7080 T, H i 77/ny —27)
@ALT JSCC 1 (B B M B 7080 2. H SEAMF)/ny —=17)
@TNH NIRRT 7 Z—F JSCC ¥ (H B MrERE 7080 2. H i 77 /v =27)
(ALP)
@ v -GTP L-y -7 NVEIN-3-INARFy—4-=rn7=) FEE
E(HB O HTEE R 7080 F2. H N7 7 /ey =27)
® 7 v =t—Z (Glucose) A Y S — BB (BESHTLERE 7080 2, O 377 /0y
)
®# 2 1 25 z—/ (T-Cho) EEFR1E (A OHTEEE 7080 &, B A7)/ 0v =27)
DLV ZUERY F(T6) Wl U B u— Rk
(B ATiEiE 7080 2, B NEA(T))ey =17)
@ E YL EL (T-Bil) 7Y UL ik (HEHTEEE 7080 5, B INF) uy
)
ORFEZEFE LY) % L7 —+¥GLDH {%
(B @ hrEkiE 7080 2, B Nin(7)/)uy =27)
@27 L7 F = (Crea) Jaffeé i (B BV HTEEE 7080 B, A7)/ 0y =27)
@F F Y 72 (Na) A 7 HIR B (ISE) ¥4
(HEhrhrEkiE 7080 2, B Nin(7)/)uy " =27)
@AV v LK) A F R B (1SE) %
(H B HTEEE 7080 2. HAZ/M77/uy " —27)
@7 z—n1(Cl) A BRI EM (ISE) &
(EEATEEE 7080 Z, HSTMTI)ny =17)
@A I (Ca) OCPC % (B BhAy AT 3@ 7080 F&, H i 7)/ey -27)
EHEY > (IP) Fiske-Subba Row %
(EENATEEE 7080 2, HSTMTI 0y =17)
®#E A (TP) vy Ly MERBEATER 7080 2, H X770y -17)
&AM E Tu—RT 57— FEER KL
(Protein fraction) (B BiEERUKENEEE AES320, =541 /3 x)
®A/G H(A/G ratio) EESHE LY EH
@727 2 (Albumin) WEALCEABILVEH
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9) kg
2HNZONT, &5 28 HOBHBLUEE 14 BOERICEIR L, B FeBligl .
T—F VR TR, BT £ RIS, 2 ORE kT AIRMIZES LT,
F7. LT OSE M 10% PHEE R L~ U VIRICEE-RE L, 728, ek Lo
N—F—RRIETE Y Y URTHEE-RFE L, BB X ORR EIKE T 7 R TEE. 70%
TH )= IRTE LT, I OWTCIREERAEABRBEEESL Lz, £EADHDHEIC
SONTiE, RAIE LTEAE BEE - RIEFELL,
FE MERRA MO, /MINdS K OMERE) . IR, R, MR, FURIR. ERCMAC @I
B, b, OB T, ROE. B ONTRL BRI 3. =, BB (ST
TIOVREELe) | B, G, EE, BREEY o 8, BT Y o E RE
Afi. DR, BEME. REHL, REEL B RUSIIR. RE EERET) . INR, 7
B, B, IR, ~—F R KBRE (BRET. A, LEFHRB LUAIR
H BT EE R & OBEFRET) & L TOMED A S 4172 No. 206 DB

16

3
R,

10) sEHEEHE
BHNZONT, TR E U ILRAE (BR-180A, BRAStE m— - 77U R 54) &2 H
WTLUTORBIZOWTHELZRE L, B, FEOHILIFEIZOVWTIE, FAELYE

THIE LT,
B4 M. FEER, FRIR. BB, M. DM, TR, B, AR, . KR R
AINAAR, B GGRERET) ., R, 758

UTONC KO EEZRT L,

A LB ()

MxtifE (%) = TR AR () X 100

11) JHEAM AR A

BRI B R E L7220 O28RE  MERIC W T T 7 ¢ i) L, ~v b &
VU oA VYRR ER L, KREES X OVE A EREO RN OWTER Lz, il
W FIRIFIC A BN - RIRARE L E LT, #E 1 #(No. 206) DFREREEICOWT B85
E T o7,

BEROFER, HBRYMERGOFELEZ OGN LI 6T FEE L OBz oW T
X, EOMDEEHOEBIZONTHREIHEMR Lz, £, FHORRFITHOWT, HE
Yefr | Z LB o, 7 117U L (R&D Systems, Inc.;HUK, &2« Dp U fkiSH LSAB2 ¥
> b /HRP) DHER ZAT > Te,

7235, ME 11 5l (No. 152~156, 159, 162, 255, 354~356) D FFIHIZ->VNT 0il red 0O 4
EAEARGER L, HHAEN O B2 638 LTz,
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. HETEM A &

BB RILEEREOBIS E & TEH L,

7/, BREHE, FE, FEENES JOWNR, BiiE, RE, MWKFORE. MK
(LR AL, 2R E O BB L O E R ORI OV TESEE SO ERE B H L,
Bartlett ORREEIC K EHBMEEAMRT LTz, F0H(0>0. 05) OH A I —mBlE 5 T
TR L. REOB(p=0.05) OEFLIE Kruskal Wallis OREE THMT L1z, —ohlESY
BT OREE, AEENHZSNIZHE (0=0.10) /% Dunnett DMEEZE AW THBREL Ol
B %17 o72, Kruskal-Wallis IEOMHTORER, AELEND LNTZIGE (p=0.10) X
Mann—Whitney 0> U-#E{L % v et BiAE & oLl 217 - 72,

M — AR BB L OV RE MR E OBILTHR | SRIRE O EMERITR H 5 L YR HE O FAg
({2 DWW T Kruskal-Wallis O ERE THAT L A EZD A LSS (0=0. 10) X Mann-¥hitney
D U-REEE HWCRHRRE & O AT 5 7,

xtHREE & OHEMEIZ DWW TIE, ABEAKMELE 5% & LT, 2B, HElPMAFIECET 2%
s~ J7¥% INDIVIDUAL DATA @ §HEIZRT,
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1. —ikae
— AR BE D JEIE A Table 1 3 XN 2, INDTVIDUAL DATA 1-1-1~1-2-4 2R,
[ 5-H]
XIRRRETIE, HEME L B ICRTFIIRD e o T,
100 mg/kg ¥ 5EETIL, #E 1 6] (No. 206) TG 24 BLRRICSHEIMER B O bivle, MEIZIX
BEIIRO e noT,
300 mg/kg $& GHETHL, MEHE L HICEFITRD SR o7,
1000 mg/kg B G- Tix, KE 1 #]No. 410) 35 L OME 3 5] (No. 454, 455, 460) (ZJidE, &E 1 4]
(No. 402) ¥ Z UM 2 5l (No. 454, 458) (ZAMRIE M AFH O EISNDSHUL S L7z,
(=075 1 ]
K REESS KUV 1000 mg/kg REGHEDTEME & HIZRFITRO bR o7,

2. FMGT—RCKERERE

FEA A — IR BEB 22 DR AE & Table 3~8. TNDTVIDUAL DATA 2-1-1~4-14-2 |29,

[4x 5 4]

RGO L HIZ, WTNOBRERFIC O ABETEEICTREE R L THERZITRD
b, Fo, EE BHEL D WIIMTHREEFOMBITIFHNRAET LR DI -T,

[ =115 HA R |

1000 mg/kg W LGREDHEME L HIZ, WTHOBRARHZ G ABLEH B IR L LB L THER
ZIIERO LT, i, WELLIWHTEREFESOMRITEFTHNRET RO 1T,

3. HEERE

FBERER A D ARE & Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 {Z:"3,

[$2 5 4 3]

HRGREOMEM & G ICAEOBRERA ., ik & B OE 3 L OE EBI IR R & i
LTHEREMIBD LR oT,

(el 2 58]

1000 mg/kg ¥ GREDHEME & H IS FEOMRERT, Ak & B OERIE L OE RIEE &1 E
BELE L THEREIERD bhRnoT,
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4 HKEHD

(REHM % Figure 1 3L N2, Table 13 3L T8 14, INDIVIDUAL DATA 7-1-1~7-2-4 (27",
(#2530 M ]

BIEGREOREME & b 12RO IRAE & Tl L TR ERZEILE O Hivieino 7245, 1000
mg/kg ¥ GBEDOHEOBEERINER L OHINEICA BRENED b,

[=]48 ] ]

1000 mg/kg B GREDHEME & & I FHREICIIRRE & IR L CHEREITHREO b oz
M. HEOETEMBICH R RHENED b,

5. B8
JEREE % Figure 3 351K 04, Table 1535 XUt 16, INDIVIDUAL DATA 8-1-1~8-2-4 |77,
($% 5 H#if]
BB GREOREME & HIZKIREE L I L TARRETRBO ORI h o T2,
(=115 2]
1000 mg/kg & 5-BEDREME & HITKIHEE L LB L CHEZRZITR O b o7,

6. RRE

R DO AE % Table 17~20, INDIVIDUAL DATA 9-1-1~9-1-2 |27,

[#5 4 ]

100 mg/kg ¥ E-HETik. HEME & HICKTREE S LB L THEERERITR D b oo,

300 mg/kg B GEETIL, HEMES 1 6] (No. 304, 356) |7 RN B/ EHE TR\ AMOF N
FBILTZDS, BT o T, Filo, HORKEIZEERREENRD b,

1000 mg/kg $e5-EECiE, #E 10 ) (No. 401~107, 109~411) 5 X O 2 5] (No. 451, 152) {2
REDIRFA/ BB TORRBROFIN A DL, SRR OT BN RD b,
L5148 2 i@ ]

1000 mg/kg & FREOMED PR ECEEIC K HARE & LR U THERSEDNRD bl BICITRER
EAITRO b b o Tz,
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1. MARZFHRE
MARFAIRE OREAE A Table 21~24, INDIVIDUAL DATA 10-1-1~10-4-4 {Z/R§

[#25- R T B ]
100 mg/kg FLGAETIL, HEOMRMEREUIT A IRAE & ot U TR B2 K (ER K OVEHE(L b e R

T AT URERINCEBERENEN A L, AILER Y S CoEgF R EROBEREEB LU
SREROBFEREENED b, METIE, SPERMEkA~T 7 2 v URER LM/ MO OFE

PRARAE, M ERE DA E e SRS b,

300 mg/kg e GHETIX, MM L BITHEREMITRD LR 2T,

1000 mg/kg & G-BETIX MEDTEMALIS 2y P v R 75 A F RIS R B AR IR 2V 3R
HEICITEBERSILITRD b h o7,

[ B R4 T e
1000 mg/kg ¥ 5-BEDOBED YR ML ER~F 7 11 © B ER L OMED [ I ER T4yt o BER |- % AR

WD BT,

AL L TABEREESRD b,

8. MRILFHIRE
(AL SRR AL DA &2 Table 25~28,
[$¢ 5 HIRT #e T R
100 mg/kg FGHETIZ, MED v GTP IZATRERE L IR L CTHEREME, 1) U AICH ERIKE
WD b, HEICITAEREMITE D S oTz,
300 mg/kg HEEETIE, HOREABLIOT AT I VICHAERBENSRD b, MICIXg

TNDTVIDUAL DATA 11-1-1~11-4-4 {29,

EERAT L AN 0 2 XY A WAL Y
1000 mg/kg B GHETIL, HEMOKREAB LMD 7T LT I iz
TNAT Il BEERARD bil-, s, Ty GTP DA REZREEB IO a—1OFE

IMEAE. METHA LT ADOTE A AR

BAEENRD v, HEO

WD BT,

[[=]95 HARTHE B
1000 mg/kg % GREDHED 7L a2 — A5 BEE & LB U CH BB R bivi, MiZiEa

%’t:fcﬁ/}J 'ﬂi ntuy)%ﬂfﬁﬁ)’) f:m
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. B
KT A% Table 29 38 X TR 30, INDIVIDUAL DATA 12-1-1~12-4-2 |27~

[ 5 T RE]

STHRRE T, Mt S & ICREFT AT L hoTz,

100 mg/kg BETETIE, HE 1 41 (No. 206) DSEFREFIAMED TR B LIz, MEIZEE TR
WO IR T,

300 B LT 1000 mg/keg ¥ GFETIE, ML BIZREFTRITRD SR o7,

(=115 ARG 1]
SHREECiL, MEICNRE KSR BAKE No. 161) 35 X OHUROBEMIEIEE & 62 (No.  158) 3%

LB TR Bz, BEITREITRIIERD bhZenoT-,
1000 mg/kg $HHETIL, HE 15 (No. 458) IZ KM IR ILIEN RO H V=, B IXRE AL

EERD BN o Tz,

10. REBEE=
M HBORME A Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 T3,

[ -5- I T IR

100 mg/kg FxEIETIL, HEME & BRI & i U CTHEREITEED bk o T,

300 mg/kg GHF TiX, HEOBERADAHEDOA BRHIER L UM HE O B EME N 2558
b, MEICIIABREMITBD SR> T,

1000 mg/kg Fe5-HE T, MO EEOFBELREEL AL LN, HEEEEIZOVTH
HEZ ST, HEICR BREE RO bivlz, 7o, HEOEIRICH S B XU EEOR &2
EEASERD bz, Mz, DI HE DA B RREDED b,

[1=l1E BRI T R ]
1000 mg/kg & 5-FE D HE TR LR DRE H BT IREE & bl L TH BRI R O b,

IIAEREBILEERD LN ho Tz,
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. REEEENRE

AR T % Table 35 3 10036, INDIVIDUAL DATA 14-1-1~14-4-2 |Z/"7,

[#2 5 HRD e T B

KT : 1000 mg/kg $% G- REDOHE 15 (No. 455) [ZRELE 72/ NEE O MEAT A IE N 2358 8D & AL 72 23,
HEZ X FER O LRITRD Hivie o T2,
AT I BB G REDORERE & & (T FREE & Holk U TR 7 L — R o5 2 =721k
FRH N T,

Xk 0 100 mg/kg FEE-HETIL, HES I (No. 202~206) (ZHRE 72T RAIE bR O 1R &
CIF Bt/ MEDSTR D BT,
300 mg/kg BWEEETIE, HES M (No. 301~305) [ZEREE . 145 (No. 306) |2 HI45 s 70500
RAE B O, 20NTEE T AL RAME B O IMERFRD ST,
1000 mg/kg ¥E5-TE T, M2 ] (No. 404, 405) (ZHREE. 4 5] (No. 401~403, 406) 1
R RIS LR ORE T8, RENIHRE 72 RN 1R DR EEME/ MR AR
bV, 8B, THHORITIE, a7 7 OBMKISHIER LT,
AT IR G- FEDOMEME & & I FEE & BB U TRIBIEINSS 7 L — ROl 4 R4 &1k
RO LD T,

Z DMOZETY « AL - KBS TEOREME L & 120 I & Bl U ORI 7 L — R MR %
AT EITRED bR s o7z,

([E0 2 1 e T 1]

FFfige © 1000 mg/kg P& 5-BE O REME & & 1T BOEE & bhir U CTHIEUEMSC 7 L — RO % 948
LI O L d o iz,

ik : 1000 mg/kg ¥ G-FEDREIZ B IR O E 72 RINE ER DA A6 451 > 541 (No. 408~412)
ZH O, ABREEL D L RBUEEARE o 7o, MEC IR BREE & Rl U C RIS <
L — FOHREZ R TEMITEED b o Tz,

L OMOAFE - Rk : 1000 mg/ke ¥ E5-REDHEME & & I IEEE & HB L THIEIEMS 7 L — B
DL R T EMITRD SR o,
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IFIZ, AL D &I A LN R Z =T,

BT WL D . O U = B 8%
tert—2  F L (mg/kg)
FE - % EERERAE [E4E PR B RE
AR A it 2.4 — K 0% 100 300 1000 0% 1000
<HE>
fiti EIROILE A + 1/6 P D - 1/6 -
FEEER [RISIEIREMIDZERE  + - P pg - 1/6 -
i /NPT + 3/6 3/6 4/6 1/6 1/6  2/6
Dok Sy DR AL + - P P - - 2/6
& i WALJRARE B DRy + - 5/6  5/6 2/6 1/6 -
i ++ - - 1/6  4/6 - -
VLR ERE ot + - 5/6 6/6 6/6 1/6 -
(RN
PRAME B OFA + 3/6 - - /6 1/6  5/6
++ - - - 1/6 - -
il 7 M4 + - 1/6 - - - -
FEha + 1/6 - - - - -
FIRYA): PAE MR B IR + 1/6 % pd /6  1/6  2/6
ST R 185 +++ PS 1/1 X X P X
<HE>
fii EAROIE IR E + - P 3% 1/6 - -
E3=] 1515 + - x P - 1/6 -
JHF A INEEVRLOE T AR AR AR + - - - 1/6 - -
PN
/NESELDEE AL + 5/6 1/6  3/6 - 2/6 -
/INA R IR + 4/6  2/6 5/6 1/6 5/6  5/6
i RANE LR omE + - - - 1/6 - -
7 A + 1/6 - - - - -
Fha + - 1/6 - - - -
e ik MBS + - P P - 1/6 -
K Fibd =5 0 + - P P - - 1/6
TR HRIEOERBIZK  + 1/6 ¥ pd - - -
0% : xfHREE. ¥ o ERfET. - EAkL
+ o BERT o ROERAE. e EEFE.
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#

2

tert—XUF AR O 0GHMEE, FUET M), 100, 300 38 LT 1000 mg/ke % 1 BERE
HEZ 6 PTd Cr1:CD(SD) T M2, 28 ARMREM ARG L TEHEREILOF B L O OMEL B
Flle, EHIC, 0 BLT 1000 mg/kg \2DUT | BERERES 6 ICAE R, BEKRTOZEONDL 14
H RBLER & ke LIRIRIC X 2 Bk 1 & R TR LT,

—BRIRBETIX, 1000 mg/kg P 5-REDORE | FilF L O 3 B e S AR IS FMEA B S T as,
FORBBEEIXE NSO TR B 5ICHE U7 BR R R N 3 5 ATREMEN B 2 Hav, #
BRE & OFER e BEEMEIT RV E R I, £, 1000 mg/kg B HEEOHE 1 3 I OWME 2 B
2 BT AR O R B O RSN K TR 100 mg/keg $GEEORE 1 FIC A B STERIMEIZ DU
THARRICHESE & o BN 2B EM T e SR Sz, EEHIMICIE, 1000 mg/kg B 50
DL HITRFITZD ONR o7,

M ARIREEBIZR IS L OV REMR A Tid, S &R GREDBE/E & & 1T 5B X ORIESHI v

O R E R 5T B L BRI bl o T,

REHERS CIIE B T REOREME & H IR EIC IR L ik L TABREITRD L s o
7278, 1000 mg/kg B¢ S TEDOHEC BTN ER L OUEINIRTH B3RO b, HREks
(2B U 7 AgE P A R FE IS & & 2 iz, [RIEHIRICRR YD S 407z 1000 mg/kg BGH#EDRE
DEEEINEOAR F e Em L, ZOFREBNMHOREEELRT b0 LEEZ b,

BHE T, SEEGOREY S LIRS MR X OEEHRO WU b R E % 5 B
L= o bhmdrolz,

PRIFAETIX, &5 4812 300 mg/kg HHTEOHEMAS 1 #13 L O 1000 mg/kg FGTEDHE 10 #i3s

L OME 2 Bl IRBOBHEE/HE OB G OBIATED HTA BHE 2 #8IZITREO 5T,
IREAREARAE T ZOAMILICEE T RE RN AN 2N Lb, ZORBOEIZS
WTHE, BIROBEFEEZ RS 5 6O TER S, HBRMBEOMERART THLZLIZLDD

DEEZ BT,

Fio. &5 4812 300 mg/kg FEREOHMEICRIEBEDOGERSMEMFED Ln, ZOEMITE
MEBEAFERH LR L0 0  BHEFHRERITIRVE B Z b, FERIC, B 2 812 1000
mg/kg TG HEDMETED SNTRLEDOH BREMICONTH, KGR TERIZITEED 5T
W NG, BHEANRERITRVWEEZ L DN,

MR A TR, B 5B TRRZ 1000 mg/kg &5 HEOMEIEMALT S b o o W7 25
VI OB BRI R DSTRD b AR E R & OBENEAE 2 HivT,

72¥5, 100 mg/kg HGHETA NI HEO R MLERECMED (MBI & OBFERRMES 2V ik
IOV T, AR RA LW e EEN ARSI RV EEZ BN,
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[ 7 A [ T IRFLZ A S 4172 1000 mg/kg & G-BEORED SERFRIMER~TE 7 1 & R X OMED
MLER E 4y e D BERDAT BRI 2V T, REHIRME TIRICIEAZ 5 THRWELTH 2 =
L. BETZHEBICERA LN THNRNI LD, BmEERRESRIT RN EEZZ LN,

MR 2R A T, B G-I T IRRIZ 300 mg/kg #G-BEOHER J TN 1000 mg/kg & 5-REDHE
MCREBEAB LT NV T I v OFBEREED 5V S EE N 25320 S, EBRmERS L oM
PER R E T, £72. 1000 mg/kg B GREDOMEIZ v CTP DA EZEELRO LN TND Z &H
5 IO BETOHE DS TR S 72, 1000 mg/kg B S-REDMEI 1T A NV 2 T D ORGSR IS,
REBOREICLE Y Bl EHESNER, REOEBEITIIRO LNRWNWI &b, ZOEH
BT OWTIBH L TR 5T,

1000 mg/kg BGRFEDHET 7 0 — L OH BRAKMEN 2 Hiv, BHEE L OBEM I RR S,

72¥5. 100 mg/kg $ GHEOMEZ v -GTP OFBEZMER X OH Y U LAOFERIKEN A LIV T
L. ZOBIITHERELEDR S BEERRESRIT LW EEZ BN,

BRI PRI, REWEE rRCA DN T2 BITW T bl L BIZERO 6N T, [FIE
PRI ST, JF. 1000 mg/kg B HGREDHEIZ 7V a— ZADOEFEBREENRBO S0, BEH
TR DN TWaeWELTH D Z Enn, B FEHNERITIRVWEE L bR,

FIRRAT AL TiE, R GHIMM TIRFIZ 100 mg/kg RGREOHE 1 FIZSREOME, Fio. FIEH
[RI#E T IR 1000 mg/kg G- TEDME | HIIC KO FILIRA A HL22, WL bIEFEMH 500
TAREENRZLOTHY | WRYERGICHET L =2 TiHRnEE2 bhi,

SHEETIE, REHIMK TRIZ 1000 meg/ke &5 OMEMED AT /3T 36 L O E &0
BRBED D DIIBMEMEM, £/, 300 5 L1000 mg/kg #5-BE ORI B RO M5 L OFE XS
HEORBREMES D5 WIEE AR S T b R B R 5 & OB RIS Sz,
—77. EEHAME TR IIATIRS L OBRIC A B R 2680 b oIz,

B G TIRFIZ 1000 mg/kg # GREDHEIZ I D= INE O B RO A E K #E X Ol
IR T HFIC 1000 mg/kg B EREDREIZ 7 5 VT2 K B _EAR O Ha sk H B O B AARMEIZ >V T,
WL EEICAERENBO LNV LD, RESENKMETHD Z LIZEE L
Wt EOFERE LRI, FEEREINC O EEBED SN TWARNW D L b EEFHRE L
7R & L7

JEARR FRURA T, 5 IR T RS AFIBIC 1000 mg/kg $GHEOME 1 4] TR 2/ NED
O EIFRIRBER SR bivlz, ZOZ L, 28T EEIZBW CHEME TR B &I INA A 51T

Zb, E, MIREARAEIZS VT 300 mg/kg G REORERS KT 1000 mg/kg & G-EEO#E
MEZCHREAB L OT VT I OFEREMED D VI E B 23 & FUFBERE O TTHE A 7RE S L7z
D, HRYERSICEE LA EEZZ b,

iz, BIETE, HGHIRE TR 100 mg/kg PLEOR GREOLE TU AL RME L O 7
S OGFEHNMERRD b, ZOZKIITHERGFRNR 7 L— FOEBRLLNDL Z 8, £,
300 mg/kg ML EOEB GREOMETEBOMBIERIZABERABENHZLILTND Z LD, BRMH

)
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Bh L OFEMENRRB I N, ZTHHDFITIE, e, 2727V OBMERISSTHER I L, FIEH
e THREICITEIEM LR O b,

k. [EME IR T 1000 mg/keg ¥ 5-REDHE BNRODEE 72 SRS L 52 00 FEAE 3 % FRUBE &
D LRBEEEICEE D DAL, BOGETRICERD SN T RN &b, BEEFENARERT RV
EHWE L 7,

A iE, B GREOEME & & [T HERE R G B L2 B IR S rino Tz,

PLEo X o, #eismpE s G- B L2 b E LT, 100 mg/kg LA EO# G- CHECERE IR
AEPRAAE b2 DR T3 X OUFERME IME (-7 0 7 ) et BHE) 3380 LT, a2 17 Y
I BET v MIFFETE MOAMESNAZWZ XML TND ¥,

300 mg/kg U EOBERETIL, HICKREA, 77 IVBIUEBEEOSMANRBD LN,

1000 mg/kg ¥ 5-#ECIX, HETIXEEMMER LUOWMERL W7 u— LV OEE, v -GTP
B SN HFIEOEREMABO S, £, TR, REABLIOT VT VICEHME, &
PEALES b e R T AF R OF BRER. DN T AO@EER L ONTROBE R/ NEP L
PRI AE N K ORFIB O EEHEAN AR O b vz,

B, REDEMIZOWTIL, KB E ORI & OBREMERE X v, BOREMZ 5
Mg 2 b D TILAR U & W L7,

L7723 T, KRR FI2BIT 5 tert—-UF AR P o OEZEER (NOEL) (17T 100
mg/kg/day, MET 300 mg/kg/day & &z Hiiz,

D tert-XUFARCR U WA GEHEREMESRT — &, MNATEIEN BRI B R
T

2) tert—XUFNANR B DTy MBI 14 BRRERAEGEE PR
BR(SRO5346P) EksiiE Bt (O -srmrser. (2006)

3) Swenberg JA, Short B, Borghoff S, Strasser J and Charbonneau M. The Comparative

Pathology of @, —Globulin Nephropathy. Toxicol. Appl. Pharmacol. (97) 35-46. (1989)
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Table I  General appearance of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Administration period (day) Autopsy  Recovery period (day) Autopsy
Group Findings 1-8 9 10-16 17,18 19 20 21,22 23 24 25-28 day 1-14 day
Control Number of animals examined 12 12 12 12 12 12 12 12 12 12 6 6 6
No abnormal findings 12 12 12 12 12 12 12 12 12 12 6 6 6
tert-Pentylbenzene Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 0 0
100 mg/kg No abnormal findings 6 6 6 6 6 6 6 6 5 5 5 - -
Trauma at cervical region 0 0 0 0 0 0 0 0 1 1 - -
tert-Pentylbenzene Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 0 0
300 mg/kg No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 -
tert-Pentylbenzene Number of animals examined 12 12 12 12 12 12 12 12 12 12 6 6 6
1000 mg/kg No abnormal findings 12 11 12 11 12 11 12 10 11 12 6 6 6
Salivation 0 1 0 1 0 1 0 1 1 0 0 0 0
Soil of perigenital fur 0 0 0 0 0 0 0 1 0 0 0 0 0

Values are number of animals with findings.
- : Blank value.
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Table 2  General appearance of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Administration period (day) Autopsy  Recovery period (day)  Autopsy

Group Findings 1 2 310 11 12 13 14 15 16 17 18-27 28 day 1-14 day
Control Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6

No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
tert-Pentylbenzene Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 6 0 0
100 mg/kg No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 6 6 - -
tert-Pentylbenzene Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 6 0 0
300 mg/kg No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 6 -
tert-Pentylbenzene Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6
1000 mg/kg No abnormal findings 12 11 12 11 11 12 11 11 11 10 12 11 6 6 6

Salivation 0 0 0 1 0 0 0 1 0 1 0 0 0 0 0

Soil of perigenital fur 0 1 0 0 1 0 1 0 1 1 0 1 0 0 0

Values are number of animals with findings.
- : Blank value.



Table 3  Detailed clinical observation, in the cage, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

_Zv_

Stereotype Bizarre behavior
Number Respiratory Tremor/
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period Group animals Category 1 1 1 1 0 0 1
Pre Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
Day21  Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 Control

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Catcgory : The catcgory numbcr obscrved in cach item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of rccovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.



Table 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

_gv_

Number Pupil ~ Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period Group animals Category 1 1 2 1 1 1 1 1 1 1 1 1
Pre Control 12 12 12 12 12 12 12 12 12 12 12 12 12
tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12 12 12 12 12 12
tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
tert-Pentylbenzene 300 mg/kg
tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
tert-Pentylbenzene 100 mg/kg
tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
tert-Pentylbenzene 100 mg/kg
tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12 12 12 12 12 12
tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 Control
tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6 6 6 6 6 6
tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The catcgory number obscrved in cach item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of rccovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.



Table 5 Detailed clinical observation, in the open-field, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

_vv_

Stereotype Bizarre behavior
Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination  Defecation Grooming Sniffing backward  tion pattern

Period Group animals Category 1 1 1 0 1 0 1 0 1 1 1 1 1
Pre Control 12 12 12 12 6 6 4 12 0 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 4 2 0 0 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 2 4 0 0 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 9 3 10 2 12 0 12 12 12 12
Day 7 Control 12 12 12 12 10 2 10 2 12 0 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 4 2 2 0 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 4 2 1 0

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 11 1 4 12 0 12 12 12 12
Day 14  Control 12 12 12 12 5 11 1 12 0 12 12 12 12

tert-Pentylbenzene 100 mg/kg 0 1 0

tert-Pentylbenzene 300 mg/kg 6 6 6 6 3 1 0 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 10 2 4 12 0 12 12 12 12
Day21  Control 12 12 12 12 4 10 2 12 0 12 12 12 12

tert-Pentylbenzene 100 mg/kg 0 1 0

tert-Pentylbenzene 300 mg/kg 6 6 6 6 1 1 0 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 10 2 3 12 0 12 12 12 12
Day 28  Control 12 12 12 12 4 11 1 11 1 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 0 5 1 0 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 0 4 2 0 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 0 10 2 12 0 12 12 12 12
R-Day 7 Control 3 5 1 0

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 3 3 4 2 0 6 6
R-Day 14 Control 6 6 6 6 5 1 6 0 0 6 6

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 5 1 6 0 0 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Catcgory : The catcgory number obscrved in cach item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of rccovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.



Table 6 Detailed clinical observation, in the cage, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)
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Stereotype Bizarre behavior
Number Respiratory Tremor/
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period Group animals Category 1 1 1 1 0 0 1
Pre Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
Day21  Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 Control

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 6 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Catcgory : The catcgory numbcr obscrved in cach item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of rccovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.
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Table 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Number Pupil  Mucous Body
of Handling Treating  Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature

Period Group animals Category 1 1 2 1 1 2 1 1 1 1 1 1 1
Pre Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 0

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 0

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 0 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 0 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 0 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 0 12 12 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 11 1 12 12 12 12 12 12 12
R-Day 7 Control 0

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 0 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 6 0 6 6 6 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The catcgory number obscrved in cach item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of rccovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.



Table 8 Detailed clinical observation, in the open-field, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)
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Stereotype Bizarre behavior
Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination  Defecation  Grooming Sniffing backward  tion pattern

Period Group animals Category 1 1 1 0 1 0 1 0 1 1 1 1
Pre Control 12 12 12 12 5 7 11 1 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 3 3 0 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 6 0 0 6 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 7 5 11 1 12 12 12 12 12
Day 7 Control 12 12 12 12 10 2 12 0 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 5 1 0 6 6 6 6 6

tert-Pentylbenzene 300 mg/kg 4 2 0

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 7 5 12 0 12 12 12 12 12
Day 14  Control 12 12 12 12 11 1 12 0 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 0 0

tert-Pentylbenzene 300 mg/kg 6 6 6 6 0 0 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
Day21  Control 12 12 12 12 12 0 12 0 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 0 0

tert-Pentylbenzene 300 mg/kg 6 6 6 6 0 0 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 11 1 12 0 12 12 12 12 12
Day 28  Control 12 12 12 12 12 0 12 0 12 12 12 12 12

tert-Pentylbenzene 100 mg/kg 6 6 6 6 0 0 6 6 6 6

tert-Pentylbenzene 300 mg/kg 6 6 6 6 0 0 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 12 12 12 12 3 12 0 12 12 12 12 12
R-Day 7 Control 0 0

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 1 0 6 6 6 6
R-Day 14 Control 6 1 0 6 6 6 6

tert-Pentylbenzene 1000 mg/kg 6 6 6 6 6 0 0 6 6 6 6
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Catcgory : The catcgory number obscrved in cach item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of rccovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.
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Table 9 Functional observation of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals 4 2 1 2 1 1
Week4  Control 12 12 12 12 12 12 12
tert-Pentylbenzene 100 mg/kg 6
tert-Pentylbenzene 300 mg/kg 6
tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12
R-Week 2 Control 6 6 6
tert-Pentylbenzene 1000 mg/kg 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response.

Touch reactivity: touch response.

Auditory reactivity: response to Galton's whistle.

Pain reactivity: tail pinch response.

Proprioceptive reactivity: returning from enforced posture.

Righting reflex: landing performance from 30 cm above.
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Table 10  Functional observation of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals 4 2 1 2 1 1
Week4  Control 12 12 12 12 12 12 12
tert-Pentylbenzene 100 mg/kg 6
tert-Pentylbenzene 300 mg/kg 6
tert-Pentylbenzene 1000 mg/kg 12 12 12 12 12 12 12
R-Week 2 Control 6 6 6
tert-Pentylbenzene 1000 mg/kg 6 6 6

Values are expressed as the number of animals.

Category : The category number observed in each item.

Week 4 : Week 4 of administration.
R-Week 2 : Week 2 of recovery.

Visual reactivity: approach response.

Touch reactivity: touch response.

Auditory reactivity: response to Galton's whistle.

Pain reactivity: tail pinch response.

Proprioceptive reactivity: returning from enforced posture.

Righting reflex: landing performance from 30 cm above.
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Table 11  Grip strength and motor activity measurements of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0-10' 10-20' 20"-30' 30'-40' 40'-50' 50'-60' Total
Week 4 Control 12 Mean 1197.87 420.08 476.8 393.9 287.7 186.8 189.0 91.0 1625.1
SD. 184.56 73.01 188.4 1559 152.3 109.6 103.5 90.1 596.0

tert-Pentylbenzene 100 mg/kg 6 Mean 1183.83 402.83 620.2 414.7 3723 2342 195.7 184.2 2021.2

SD. 11940 65.56 117.8 119.2 172.4 1352 154.7 218.3 688.5

tert-Pentylbenzene 300 mg/kg 6 Mean 1112.68 408.93 547.2 344.2 265.3 203.0 1723 69.0 1601.0

SD. 12638 65.84 204.9 183.8 137.6 112.9 1413 76.7 527.1

tert-Pentylbenzene 1000 mg/kg 12 Mcan 115098 412.00 569.8 4353 340.8 2283 156.1 102.6 1833.0

S.D. 87.13 84.66 169.6 161.7 196.2 136.1 1353 109.0 720.5

R-week 2 Control 6 Mean 1378.38 429.77 530.3 3923 273.0 182.7 61.0 46.0 1485.3
SD. 168.18 92.75 78.9 133.2 100.2 1115 70.3 112.7 470.2

tert-Pentylbenzene 1000 mg/kg 6 Mean 1299.78 490.65 617.7 428.5 2472 235.5 1243 28.2 1681.3

SD. 169.01 68.06 85.8 156.9 96.7 150.9 149.7 32.6 556.7

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.



Table 12 Grip strength and motor activity measurements of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)
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Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)

Period Group animals (g) (g) 0-10' 10-20' 20"-30' 30'-40' 40'-50' 50'-60' Total
Week 4  Control 12 Mean  986.23 352.70 723.7 640.7 5232 370.1 383.0 300.3 2940.9
SD. 141.84 67.48 205.2 196.0 154.0 141.2 2415 164.0 895.8

tert-Pentylbenzene 100 mg/kg 6 Mean  898.83 366.13 736.8 649.7 454.8 3932 230.5 1873 26523

SD. 16215 45.79 207.2 2393 168.3 191.8 81.9 1253 837.2

tert-Pentylbenzene 300 mg/kg 6 Mean  885.48 326.00 826.8 718.3 574.7 474.3 373.8 271.3 32393

SD. 10122 52.55 268.4 161.6 146.2 106.9 150.1 2023 812.5

tert-Pentylbenzene 1000 mg/kg 12 Mcan 1019.34 341.93 782.8 641.0 529.0 405.3 320.0 217.0 2895.2

SD. 15932 74.22 197.1 216.5 276.0 238.8 2133 191.6 1058.4

R-week 2 Control 6 Mean 1059.45 365.12 958.8 723.8 599.2 441.5 296.0 225.0 32443
SD. 29345 57.07 145.3 2973 277.2 175.2 106.5 1913 756.9

tert-Pentylbenzene 1000 mg/kg 6 Mean 1105.12 343.68 904.2 709.0 466.7 4422 269.2 230.7 3021.8

SD. 19735 26.08 371.9 286.5 307.4 247.7 136.9 198.5 1334.1

Week 4 : Week 4 of administration.
R-week 2 : Week 2 of recovery.
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Table 13

Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 7 14 21 28 g % 7 14 g %
(6) (6) (6) (6)
Control 12 Mean  153.6 211.3 276.4 336.7 381.6 228.0  148.288 415.0 449.7 67.0 17.533
S.D. 54 8.1 13.3 18.9 23.6 19.0 8.799 29.5 29.5 10.4 2.640
tert-Pentylbenzene 6 Mean 156.2 2155 278.8 3337 379.2 223.0 142.882 - - - -
100 mg/kg S.D. 5.8 10.8 14.9 17.3 24.1 224 14.598 - - - -
tert-Pentylbenzene 6 Mean 1533 212.7 275.8 331.5 373.7 220.3  143.387 - - - -
300 mg/kg S.D. 8.3 13.5 19.1 25.5 32.6 25.0 10.067 - - - -
(6) (6) (6) (6)
tert-Pentylbenzene 12 Mean  154.9 209.3 270.8 320.1 361.2 206.3*% 133.267** 390.7 429.0 72.0 20.203*
1000 mg/kg S.D. 4.6 6.8 11.3 14.8 16.4 16.2 11.164 22.8 222 3.7 1.166

Values in parentheses are number of animals.
* : Significantly different from the control group at p =0.05 (Dunnett's procedure).
** . Significantly different from the control group at p =0.01 (Dunnett's procedure).

- : Blank value.
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Table 14

Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 7 14 21 28 g % 7 14 g %
(6) (6) (6) (6)
Control 12 Mean  130.7 158.6 183.3 203.5 219.8 89.2 68.057 236.2 246.7 28.7 12.827
S.D. 5.8 12.2 13.6 18.7 21.4 17.7 12.244 341 384 11.5 3.817
tert-Pentylbenzene 6  Mean 129.8 161.3 185.7 212.7 235.8 106.0 81.288 - - - -
100 mg/kg S.D. 8.0 14.0 22.7 34.5 40.5 36.7 26.745 - - - -
tert-Pentylbenzene 6 Mean 1302 158.0 176.3 198.7 2142 84.0 64.515 - - - -
300 mg/kg S.D. 6.2 7.5 7.4 13.4 13.8 9.7 6.543 - - - -
(6) (6) (6) (6)
tert-Pentylbenzene 12 Mean 1304 158.3 177.7 197.4 2119 81.5 62.664 2183 229.8 22.0 10.550
1000 mg/kg S.D. 6.7 9.3 12.4 12.0 10.8 8.9 7.526 12.2 13.2 8.7 4.141

Values in parentheses are number of animals.

- : Blank value.
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Table 15  Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
Q) (6)
Control 12 Mean  19.67 21.51 23.46 24.89 24.33 26.47 28.03
S.D. 1.37 0.84 1.33 1.43 2.00 1.89 1.74
tert-Pentylbenzene 6 Mean  20.00 22.60 23.90 24.47 25.07 - -
100 mg/kg S.D. 1.41 1.97 2.27 1.93 2.32 - -
tert-Pentylbenzene 6  Mean 19.67 22.33 24.15 24.57 24.45 - -
300 mg/kg S.D. 1.37 1.68 1.96 2.71 2.92 - -
Q) (6)
tert-Pentylbenzene 12 Mean 19.75 21.18 23.90 25.29 25.58 27.98 29.57
1000 mg/kg S.D. 1.22 1.47 1.98 2.17 1.96 2.32 243

Values in parentheses are number of animals.
- : Blank value.
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Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
Q) (6)
Control 12 Mean 1592 16.13 15.46 16.31 16.21 18.17 19.53
S.D. 1.68 1.47 1.21 1.91 1.64 3.05 3.25
tert-Pentylbenzene 6  Mean 15.50 17.12 16.88 18.32 18.63 - -
100 mg/kg S.D. 2.35 1.98 2.22 4.18 4.10 - -
tert-Pentylbenzene 6  Mean 16.33 16.27 15.78 16.67 16.33 - -
300 mg/kg S.D. 1.21 0.39 0.97 1.06 1.96 - -
Q) (6)
tert-Pentylbenzene 12 Mean 15.42 16.49 15.88 16.56 16.58 17.98 18.82
1000 mg/kg S.D. 2.07 1.35 0.74 0.77 1.39 1.08 0.86

Values in parentheses are number of animals.
- : Blank value.
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Table 17  Urinary findings of male rats in 28-day repeated dose oral toxicity test of tert-Pentylbenzene (SR05346)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 7.0 7.5 80 85 -+ 4+ e — — 0.1 EU/dL - - =
Control 12 0 0 3 9 0 1 10 1 12 12 12 12 10 2
tert-Pentylbenzene 100 mg/kg 6 1 1 0 4 0 1 4 1 6 6 6 6 4 1
tert-Pentylbenzene 300 mg/kg 6 0 1 2 3 0 0 4 2 6 6 6 6 4 2
tert-Pentylbenzene 1000 mg/kg 12 1 1 2 8 0 2 8 2 12 12 12 12 9 3
Urine
Number Specific gravity volume
of Color 1.021-1.031-1.041- 1.051 = (mL/21hr,
Group animals A A% 1.030 1.040 1.050 mean+S.D.)
Control 12 12 0 0 2 3 7 9.88 +3.41
tert-Pentylbenzene 100 mg/kg 6 6 0 1 | 1 3 11.50 £ 5.00
tert-Pentylbenzene 300 mg/kg 6 5 1 0 1 3 2 11.67 £3.37
tert-Pentylbenzene 1000mgkg 12 [ 2 10 ]+ 0 0 3 9 11.29+2.48

Values are number of animals with findings.
—, Normal, ; Slight, +; Moderate, ++; Severe.

Color : A; Pale yellow or yellow, A*; Pale yellow or yellow/slightly brownish.
[ J*++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).
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Table 18  Urinary findings of female rats in 28-day repeated dose oral toxicity test of tert-Pentylbenzene (SR05346)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 6.0 65 7.0 7.5 80 &S5 + + 4+ — - 0.1 EU/dL - -
Control 12 3 0 1 0 1 7 4 4 2 2 12 12 12 12 12
tert-Pentylbenzene 100 mg/kg 6 2 0 0 2 0 2 0 1 4 1 6 6 6 6 6
tert-Pentylbenzene 300 mg/kg 6 1 2 2 0 1 0 0 1 3 2 6 6 6 6 6
tert-Pentylbenzene 1000 mg/kg 12 2 3 2 0 3 2 5 0 7 0 12 12 12 12 12
Urine
Number Specific gravity volume
of Color 1.011-1.021-1.031-1.041- 1.051 = (mL/21hr,
Group animals A A* 1.020 1.030 1.040 1.050 mean+S.D.)
Control 12 12 0 3 1 4 0 4 13.38 £ 11.41
tert-Pentylbenzene 100 mg/kg 6 6 0 0 0 2 0 4 792+ 2.75
tert-Pentylbenzene 300 mg/kg 6 5 1 |: 0 0 0 0 6 :|+ 567+ 121
tert-Pentylbenzene 1000 mg/kg 12 10 2 1 1 4 2 4 13.58+ 7.91

Values are number of animals with findings.

—, Normal, ; Slight, +; Moderate, ++; Severe.

Color : A; Pale yellow or yellow, A*; Pale yellow or yellow/slightly brownish.

[ 1* : Significantly different from the control group at p =0.05 (Mann-Whitney's U-test).
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Table 19  Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of tert-Pentylbenzene (SR05346)

Number Bili- Occult
of pH Protein Glucose rubin blood
Group animals 8.0 - £ 4+ - - -
Control 6 0 0 0 5 1 6 6 6
tert-Pentylbenzene 1000 mg/kg 6 3 0 0 4 2 6 6 6
Urine
Number Specific gravity volume
of Color 1.021-1.031-1.041-1.051 = (mL/21hr,
Group animals A 1.030 1.040 1.050 mean+S.D.)
Control 6 6 1 0 2 3 13.92+ 8.15
tert-Pentylbenzene 1000 mg/kg 6 6 1 0 3 2 15.75£10.94

Values are number of animals with findings.
—,; Normal, +; Slight, +; Moderate, ++; Severe.
Color : A; Pale yellow or yellow.
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Table 20 Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of tert-Pentylbenzene (SR05346)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 7.5 80 8.5 - + + o+ — - 0.1 EU/dL - - +
Control 6 1 2 3 3 0 3 0 6 6 6 6 6 0
tert-Pentylbenzene 1000 mg/kg 6 0 3 3 0 0 4 2 6 6 6 6 4 2
Urine
Number Specific gravity volume
of Color 1.021-1.031-1.041- 1.051 = (mL/21hr,
Group animals A 1.030 1.040 1.050 mean+S.D.)
Control 6 6 1 3 2 0 12.58 +6.12
tert-Pentylbenzene 1000 mg/kg 6 6 [ o 0o 2 4 ]+ 7.25+2.21

Values are number of animals with findings.

—,; Normal, +; Slight, +; Moderate, ++; Severe.

Color : A; Pale yellow or yellow.

[ 1+ : Significantly different from the control group at p =0.05 (Mann-Whitney's U-test).
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity test of tert-Pentylbenzene (SR05346)

RBC Ht Hb MCV MCH MCHC WBC Platelet
Group 10%uL % g/dL fL g g/dL 10%/uL 10*%uL
Control Mean 796.7 45.55 16.60 57.20 20.83 36.45 134.7 126.85
S.D. 439 2.07 0.79 1.21 0.54 0.35 31.6 11.85
tert-Pentylbenzene Mean 741.7* 43.77 15.95 59.03 21.52 36.47 131.5 125.02
100 mg/kg S.D. 394 2.30 0.76 0.74 0.31 0.37 52.5 21.04
tert-Pentylbenzene Mean 775.8 45.68 16.42 58.90 21.15 35.95 127.0 115.85
300 mg/kg S.D. 26.0 1.70 0.49 1.25 0.29 0.53 33.7 9.94
tert-Pentylbenzene Mean 805.5 47.10 16.95 58.52 21.07 35.98 1103 113.13
1000 mg/kg S.D. 272 0.93 0.26 1.75 0.76 0.44 26.3 8.44
Reticulo- Differential count of WBC %
cyte PT APTT Neutrophil Lympho-
Group %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control Mean 30.0 19.90 28.90 0.80 10.87 0.80 0.00 2.13 85.40 0.00
S.D. 5.0 3.09 3.07 0.62 5.76 0.72 0.00 1.35 5.64 0.00
tert-Pentylbenzene Mean 335 17.30 24.00* 1.80 23.20%* 0.33 0.00 3.00 71.67%* 0.00
100 mg/kg S.D. 8.9 1.37 2.54 0.75 6.11 0.47 0.00 1.12 5.86 0.00
tert-Pentylbenzene Mean 323 18.28 26.27 0.93 12.80 0.53 0.00 2.07 83.67 0.00
300 mg/kg S.D. 6.3 1.74 2.49 0.65 5.22 0.55 0.00 1.06 5.96 0.00
tert-Pentylbenzene Mean 30.2 22.88 29.95 1.07 12.73 0.67 0.00 233 83.20 0.00
1000 mg/kg S.D. 6.8 237 2.63 0.79 3.63 0.60 0.00 1.03 4.85 0.00

* . Significantly different from the control group at p =0.05 (Dunnett's procedure).

** - Significantly different from the control group at p=0.01 (Dunnett's procedure).
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity test of tert-Pentylbenzene (SR05346)

RBC Ht Hb MCV MCH MCHC WBC Platelet

Group 10%uL % g/dL fL g g/dL 10%/uL 10*%uL
Control Mean 785.7 44.07 16.17 56.10 20.58 36.70 76.7 131.47

S.D. 322 1.89 0.54 1.17 0.32 0.52 11.1 14.05
tert-Pentylbenzene Mean 765.2 44.57 16.10 58.27 21.03 36.12* 106.0* 112.60*
100 mg/kg S.D. 30.8 1.63 0.59 0.93 0.36 0.29 28.8 15.27
tert-Pentylbenzene Mean 770.2 43.83 16.00 57.07 20.83 36.50 68.8 117.17
300 mg/kg S.D. 54.4 1.68 0.61 241 0.88 0.33 15.9 5.95
tert-Pentylbenzene Mean 762.8 43.75 16.00 57.40 20.98 36.58 87.2 122.40
1000 mg/kg S.D. 279 0.84 0.28 1.49 0.48 0.26 17.6 8.09

Reticulo- Differential count of WBC %
cyte PT APTT Neutrophil Lympho-

Group %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control Mean 27.0 15.47 19.55 1.20 13.53 1.00 0.13 227 81.87 0.00

S.D. 44 0.97 1.41 0.57 4.56 0.42 0.21 1.47 5.44 0.00
tert-Pentylbenzene Mean 292 15.67 18.83 1.20 13.20 1.33 0.00 1.67 82.60 0.00
100 mg/kg S.D. 39 0.75 1.43 0.36 4.48 0.97 0.00 1.09 5.38 0.00
tert-Pentylbenzene Mean 26.7 14.72 20.37 1.13 11.80 0.80 0.07 1.80 84.40 0.00
300 mg/kg S.D. 5.2 0.38 2.09 0.69 6.93 1.04 0.16 0.87 8.78 0.00
tert-Pentylbenzene Mean 279 14.85 23.58%* 0.73 7.60 0.73 0.07 1.87 89.00 0.00
1000 mg/kg S.D. 31 0.34 1.28 0.47 439 0.59 0.16 1.03 5.35 0.00

* . Significantly different from the control group at p =0.05 (Dunnett's procedure).
** - Significantly different from the control group at p=0.01 (Dunnett's procedure).
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Table 23  Hematological findings of male rats in 14-day recovery test following 28-day repeated oral dose of tert-Pentylbenzene (SR05346)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fL pg g/dL 10%/uL 10%uL
Control 6 Mean 901.2 48.17 17.43 53.48 19.35 36.20 121.0 115.10
S.D. 34.6 1.03 0.45 1.96 0.73 0.38 15.4 14.25
tert-Pentylbenzene 6 Mean 868.0 47.60 16.98 54.85 19.55 35.68%* 153.0 111.77
1000 mg/kg S.D. 21.1 0.53 0.23 1.21 0.36 0.28 41.7 13.60
Number Reticulo- Difterential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %o sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 22.2 24.93 30.82 0.73 10.00 0.73 0.00 2.40 86.13 0.00
S.D. 34 4.66 2.41 0.53 2.44 0.16 0.00 0.88 3.15 0.00
tert-Pentylbenzene 6 Mean 22.5 20.90 28.45 0.87 11.87 0.80 0.00 1.67 84.80 0.00
1000 mg/kg S.D. 34 5.92 3.36 0.47 6.90 0.44 0.00 1.25 6.82 0.00

* ; Significantly different from the control group at p=0.05 (Dunnett's procedure).
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Table 24  Hematological findings of female rats in 14-day recovery test following 28-day repeated oral dose of tert-Pentylbenzene (SR05346)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10%uL % g/dL fL pg g/dL 10%/uL 10%uL
Control 6 Mean 818.5 45.20 16.52 55.25 20.18 36.55 102.0 126.25
S.D. 233 1.71 0.37 1.88 0.47 0.73 26.4 11.53
tert-Pentylbenzene 6 Mean 837.2 45.00 16.58 53.78 19.83 36.85 104.2 130.23
1000 mg/kg S.D. 394 1.86 0.56 1.59 0.66 0.48 304 12.99
Number Reticulo- Difterential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %o sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 6 Mean 253 17.50 19.52 1.33 10.33 0.87 0.00 2.53 84.93 0.00
S.D. 6.9 0.45 1.91 0.90 1.42 0.69 0.00 1.03 2.56 0.00
tert-Pentylbenzene 6 Mean 24.5 17.05 19.70 1.00 7.47 1.00 0.00 1.27* 89.27 0.00
1000 mg/kg S.D. 3.8 0.67 0.79 1.07 4.15 0.75 0.00 0.78 4.94 0.00

* ; Significantly different from the control group at p=0.05 (Dunnett's procedure).
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of tert-Pentylbenzene (SR05346)

Number Protein fraction %
of TP Albumin A/IG Globulin AST ALT ALP v -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o oy B Y IU/L TU/L IU/L IU/L mg/dL
Control Mean 5.45 2.928 1.170 53.80 20.18 7.73 15.53 2.75 61.0 23.7 774.7 0.55 0.047
S.D. 0.19 0.103 0.047 0.99 1.15 0.33 0.71 0.20 2.4 34 190.3 0.26 0.010
tert-Pentylbenzene Mcan 5.55 2.932 1.127 52.87 18.87 7.72 16.97 3.58 60.8 22,5 718.2 0.42 0.055
100 mg/kg S.D. 0.16 0.139 0.142 3.23 1.24 0.25 1.86 0.70 3.6 33 79.7 0.10 0.005
tert-Pentylbenzene Mean 5.70%* 3.077* 1.177 54.03 19.32 7.75 15.65 3.25 65.0 22.8 780.3 0.43 0.050
300 mg/kg S.D. 0.18 0.080 0.053 1.11 1.91 0.46 1.02 0.95 2.5 4.0 117.4 0.15 0.013
tert-Pentylbenzene Mean 5.75% 3.068 1.148 53.38 21.07 7.38 15.20 2.97 60.5 21.7 640.3 1.18** 0.053
1000 mg/kg S.D. 0.08 0.053 0.049 1.01 1.84 0.66 0.41 0.23 55 2.3 157.4 0.23 0.008
Glucose T-Cho TG UN Crea Na K Cl Ca P
Group mg/dL mg/dL mg/dL mg/dL mg/dL mEqg/L mEq/L mEq/L mg/dL mg/dL
Control Mean 171.8 59.2 40.8 10.90 0.510 143.8 4.908 105.0 9.83 9.10
S.D. 22.1 7.5 15.7 1.72 0.049 0.8 0.260 0.6 0.32 0.90
tert-Pentylbenzene Mean 162.0 61.0 36.2 11.02 0.525 143.5 4.877 103.8 9.80 8.87
100 mg/kg S.D. 23.8 7.1 16.8 0.75 0.012 0.8 0.330 1.2 0.35 0.55
tert-Pentylbenzene Mean 144.7 68.8 63.0 11.68 0.528 144.7 4.963 104.7 10.07 9.23
300 mg/kg S.D. 20.6 13.8 22.6 1.45 0.019 0.5 0.193 0.5 0.48 0.50
tert-Pentylbenzenc Mecan 141.5 70.2 46.2 12.65 0.517 144.0 4.905 103.5% 9.90 8.75
1000 mg/kg S.D. 16.0 114 8.8 1.98 0.051 1.4 0.336 1.0 0.25 0.55

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).
** ; Significantly different from the control group at p =0.01 (Dunnctt's procedurc).
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of tert-Pentylbenzene (SR05346)

Protein fraction %

TP Albumin A/IG Globulin AST ALT ALP v -GTP T-Bil
Group g/dL g/dL ratio Albumin o oy B Y IU/L TU/L IU/L IU/L mg/dL
Control Mean 5.50 3.122 1.310 56.70 18.50 6.43 14.87 3.50 69.5 23.7 391.5 0.52 0.053
S.D. 0.32 0.233 0.069 1.27 1.87 0.92 1.26 0.54 15.0 33 44.5 0.23 0.005
tert-Pentylbenzene Mcan 5.70 3.188 1.272 55.92 17.95 6.55 15.45 4.13 74.2 23.7 424.7 0.95* 0.053
100 mg/kg S.D. 0.23 0.182 0.076 1.53 1.83 0.74 0.68 0.65 34.7 2.3 99.2 0.37 0014
tert-Pentylbenzene Mean 5.72 3.223 1.298 56.40 17.97 6.87 14.48 4.28 79.8 21.2 324.8 0.65 0.053
300 mg/kg S.D. 0.30 0.145 0.037 0.71 1.18 0.82 0.78 0.59 30.8 4.6 63.0 0.26 0.010
tert-Pentylbenzene Mean 6.22%*  3.480% 1.275 56.00 19.85 6.75 13.97 343 64.2 20.8 361.2 0.80 0.055
1000 mg/kg S.D. 0.23 0.189 0.080 1.54 0.97 0.60 0.59 0.65 23.0 2.3 99.3 0.25 0.014
Glucose T-Cho TG UN Crea Na K Cl Ca P
Group mg/dL mg/dL mg/dL mg/dL mg/dL mEqg/L mEq/L mEq/L mg/dL mg/dL
Control Mean 131.0 55.0 6.0 13.12 0.522 143.0 5.052 105.5 9.38 8.12
S.D. 18.8 154 3.0 2.46 0.044 1.3 0.103 1.9 0.24 0.45
tert-Pentylbenzene Mean 148.2 70.3 14.5 13.72 0.535 143.5 4.505* 105.7 9.70 7.85
100 mg/kg S.D. 12.8 18.2 16.5 0.67 0.036 1.0 0.335 1.4 0.32 1.01
tert-Pentylbenzene Mean 127.0 63.8 10.8 14.10 0.520 141.3 4.823 103.7 9.63 8.05
300 mg/kg S.D. 15.5 6.0 6.2 1.21 0.044 5.1 0.446 38 0.35 0.49
tert-Pentylbenzene Mecan 112.5 72.3 13.7 14.77 0.520 143.8 4.753 103.2 9.97%* 7.87
1000 mg/kg S.D. 8.9 14.6 54 1.72 0.040 1.2 0.342 1.3 0.18 0.77

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).
** ; Significantly different from the control group at p =0.01 (Dunnctt's procedurc).
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Table 27  Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of tert-Pentylbenzene (SR05346)

Number Protein fraction %
of TP Albumin A/IG Globulin AST ALT ALP v -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o oy B Y IU/L TU/L IU/L IU/L mg/dL
Control 6 Mean 5.65 2.843 1.018 50.43 22.52 7.00 16.32 3.73 66.3 24.3 529.7 0.55 0.052
S.D. 0.19 0.063 0.051 1.31 2.56 0.62 0.78 1.21 11.8 4.1 53.2 0.49 0.012
tert-Pentylbenzene 6 Mean 5.63 2.883 1.053 51.22 22.12 7.35 15.67 3.65 64.2 253 478.5 0.42 0.057
1000 mg/kg S.D. 0.14 0.102 0.084 1.86 2.85 0.70 1.05 0.73 3.7 2.3 81.1 0.23 0.005
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEqg/L mEg/L mEq/L mg/dL mg/dL
Control 6 Mean 163.0 62.3 58.7 12.90 0.475 143.5 4.967 105.2 10.00 8.33
S.D. 11.8 13.4 26.8 0.89 0.029 0.8 0.341 1.0 0.17 0.19
tert-Pentylbenzene 6 Mecan 177.2% 68.7 59.5 12.30 0.480 143.7 4.730 104.7 9.88 8.18
1000 mg/kg S.D. 8.7 7.5 29.7 0.77 0.048 1.0 0.271 0.5 0.18 0.44

* : Significantly different from the control group at p =0.05 (Dunnett's procedure).
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Table 28

Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of tert-Pentylbenzene (SR05346)

Number Protein fraction %
of TP Albumin A/IG Globulin AST ALT ALP v -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o oy B Y IU/L TU/L IU/L IU/L mg/dL
Control 6 Mean 5.85 3.150 1.172 53.85 19.98 6.13 14.93 5.10 59.3 22.5 261.2 0.75 0.078
S.D. 0.26 0.146 0.101 2.27 1.73 0.31 0.59 2.09 6.3 7.7 309 0.23 0.016
tert-Pentylbenzene 6 Mean 6.00 3.172 1.123 52.83 20.72 6.33 14.78 5.33 60.5 23.7 283.7 0.93 0.085
1000 mg/kg S.D. 0.17 0.084 0.048 1.03 1.32 0.65 0.87 1.08 4.0 2.5 82.7 0.23 0.015
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEqg/L mEg/L mEq/L mg/dL mg/dL
Control 6 Mean 147.2 76.5 9.0 14.63 0.542 143.0 4.812 106.5 9.63 7.85
S.D. 21.5 14.6 4.0 1.76 0.034 1.1 0.298 1.4 0.08 0.31
tert-Pentylbenzenc 6 Mecan 142.2 86.5 11.5 15.67 0.560 143.0 4732 105.7 9.57 7.70
1000 mg/kg S.D. 13.0 23.8 6.3 2.60 0.034 1.1 0.262 2.1 0.45 0.26
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Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

End of administration End of recovery
tert-Pentylbenzene (mg/kg) tert-Pentylbenzene (mg/kg)
Control 100 300 1000 Control 1000
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 5 6 6 6 6
Skin : Trauma, cervical region 0 1 0 0 0 0

Values are expressed as the number of animals.



Table 30 Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

End of administration End of recovery
tert-Pentylbenzene (mg/kg) tert-Pentylbenzene (mg/kg)
Control 100 300 1000 Control 1000
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 6 4 5
Spleen : Adhesion, parietal peritoneum 0 0 0 0 1 0
Glandular stomach : Black patch, mucosa 0 0 0 0 1 0
Cerebrum : Dilatation, ventricle 0 0 0 0 0 1
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Values are expressed as the number of animals.
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Table 31

Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of tert-Pentylbenzene (SR05346)

Number Body
weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
Control 6  Mean 349.0 11.333 3.245 2.735 0.787 0.643 0.183 1.225 0.352 2.060 0.593 11.47 3.295
S.D. 24.9 1.067 0.127 0.153 0.028 0.147 0.033 0.062 0.017 0.100 0.044 0.68 0.242
tert-Pentylbenzene 6  Mean 3495 11.365 3.247 2.993 0.855 0.647 0.183 1.235 0.355 2.155 0.618 11.85 3.387
100 mg/kg S.D. 19.9 0.963 0.150 0.280 0.041 0.112 0.023 0.096 0.021 0.102 0.034 1.15 0.208
tert-Pentylbenzene 6  Mean 3433 11.473 3.335 3.075 0.892**  0.665 0.192 1.220 0.355 2.062 0.603 11.62 3.380
300 mg/kg S.D. 294 1.449 0.192 0.386 0.048 0.130 0.032 0.125 0.030 0.070 0.068 1.75 0.397
tert-Pentylbenzene 6  Mean 3285 12.592 3.837**%  3.313%*  [.010** 0.573 0.177 1.115 0.338 2.103 0.640 12.18 3.700
1000 mg/kg S.D. 10.2 0.603 0.202 0.240 0.064 0.038 0.012 0.074 0.018 0.061 0.030 1.62 0416
Number
Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 10°% mg 10%% mg 107%% g % g % mg 107% g %
Control 6 Mean 573.0 164.600 16.38 4.663 54.8 15.783 3.105 0.893 0.742 0.215 465.3 133.878 1.202 0.343
S.D. 74.0 21.372 3.45 0.701 52 1.858 0.242 0.105 0.047 0.027 87.8 26.492 0.243 0.059
tert-Pentylbenzenc 6 Mean 6263 178.535 21.68 6.240 59.0 16.917 2.948 0.845 0.723 0.208 445.5 128.105 1.263 0.362
100 mg/kg S.D. 145.1 36.695 5.95 1.825 10.1 2.932 0.183 0.044 0.047 0.018 96.6 29.745 0.069 0.025
tert-Pentylbenzene 6 Mean 5535 161.657 18.07 5252 49.3 14.365 3.082 0.905 0.745 0.218 3723 109.073 1.100 0.322
300 mg/kg S.D. 99.1 26.912 2.94 0.661 5.7 1.082 0.165 0.108 0.062 0.025 38.1 13.865 0.072 0.024
tert-Pentylbenzene 6 Mean 5993  182.952 16.67 5.072 55.7 16.952 3.170 0.965 0.745 0.227 389.8 118.308 1.157 0.352
1000 mg/kg S.D. 175.5 54.699 4.45 1.339 35 1.046 0.150 0.064 0.034 0.008 90.5 25.903 0.136 0.042

** : Significantly different from the control group at p=0.01 (Dunnett's prosedure).
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Table 32 Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of tert-Pentylbenzene (SR05346)
Number Body
weight Liver Kidney Spleen Heart Brain Pituitary gland

Group animals g g % g % g % g % g % mg 107,
Control 6 Mean 207.3 6.680 3.223 1.767 0.852 0.440 0.212 0.823 0.398 1.923 0.928 12.22 5.907

S.D. 9.2 0.296 0.131 0.217 0.078 0.048 0.028 0.040 0.012 0.060 0.023 0.59 0.436
tert-Pentylbenzene 6 Mean 219.0 7.200 3.287 1.723 0.792 0.452 0.210 0.803 0.370 1.903 0.887 12.60 5.847
100 mg/kg S.D. 37.1 1.288 0.181 0.214 0.042 0.042 0.024 0.085 0.041 0.087 0.126 2.15 1.097
tert-Pentylbenzene 6 Mean 199.3 6.853 3.438 1.705 0.858 0.415 0.207 0.833 0.415 1.895 0.953 13.02 6.603
300 mg/kg S.D. 14.3 0.621 0.155 0.080 0.037 0.037 0.010 0.094 0.029 0.058 0.048 2.66 1.700
tert-Pentylbenzene 6 Mean 199.5 8.100++  4.052%*%  1.795 0.897 0.432 0.217 0.773 0.387 1.948 0.978 13.17 6.605
1000 mg/kg S.D. 13.3 0.896 0.204 0.258 0.072 0.069 0.036 0.077 0.023 0.090 0.050 0.77 0.278

Number
Thymus Thyroid Adrenal Ovary Uterus

Group animals mg 107% mg 107% mg 107% mg 107% g %
Control 6 Mean 491.5  235.898 14.58 7.045 69.5 33.607 91.5 44213 0.483 0.232

S.D. 102.2 40.251 1.79 0.878 3.6 2.756 9.7 5.227 0.204 0.088
tert-Pentylbenzene 6 Mean 547.8  247.670 13.58 6.167 67.2 30.873 80.5 37.568 0.460 0.220
100 mg/kg S.D. 147.1 46.896 3.54 0.977 9.1 2.446 7.7 6.814 0.075 0.078
tert-Pentylbenzene 6 Mean 481.7 240.770 13.05 6.558 65.0 32.593 83.0 41.663 0.490 0.250
300 mg/kg S.D. 104.5 43.132 3.20 1.496 10.1 4.553 114 5.388 0.124 0.077
tert-Pentylbenzene 6 Mean 489.8  246.218 12.72 6.372 65.8 33.067 73.8%  36.882 0.520 0.263
1000 mg/kg S.D. 68.6 36.951 1.69 0.733 8.9 4354 11.2 3.865 0.283 0.147

* : Significantly different from the control group at p=0.05 (Dunnett's prosedure).
** : Significantly different from the control group at p=0.01 (Dunnett's prosedure).

++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 33  Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral dose of tert-Pentylbenzene (SR05346)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
Control 6  Mean 4135 12.778 3.090 3.167 0.770 0.653 0.157 1.342 0.323 2.153 0.522 11.85 2.867
S.D. 28.8 1.157 0.166 0.160 0.043 0.103 0.022 0.088 0.014 0.077 0.025 1.97 0.437
tert-Pentylbenzene 6  Mean 389.5 12.548 3.220 3.168 0.813 0.680 0.175 1.327 0.342 2.110 0.542 11.60 2.975
1000 mg/kg S.D. 22.3 1.306 0.270 0.270 0.059 0.055 0.016 0.073 0.020 0.124 0.053 1.32 0.206
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 107% mg 10°% mg 107% g % g % mg 10°% g %
Control 6  Mean 509.5 123.083 19.00 4.580 58.3 14.157 3.323 0.807 1.095 0.267 600.2 146.688 1.482 0.360
S.D. 72.4 13.735 5.69 1.265 7.7 1.986 0.295 0.095 0.099 0.039 100.3 33.168 0.258 0.058
tert-Pentylbenzenc 6  Mcan 5552  141.692 17.03 4.362 55.5 14.260 3.225 0.828 0.995* 0.255 546.3 140.713 1.558 0.398
1000 mg/kg S.D. 128.0 26.140 2.58 0.474 7.1 1.715 0.100 0.056 0.045 0.010 76.3 21.726 0.214 0.052

* : Significantly different from the control group at p=0.05 (Dunnett's prosedure).
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Table 34

Absolute and relative organ weights of female rats in 14-day recovery test following 28-day repeated oral dose of tert-Pentylbenzene (SR05346)

Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6 Mean 227.5 6.732 2.948 1.717 0.758 0.518 0.237 0.783 0.338 1.923 0.858 14.02 6.177
S.D. 343 1.272 0.171 0.238 0.049 0.135 0.087 0.198 0.050 0.110 0.101 3.78 1.389
tert-Pentylbenzene 6 Mean 2120 6.310 2.977 1.677 0.792 0.450 0.213 0.782 0.370 1.988 0.938 12.97 6.152
1000 mg/kg SD. 10.2 0417 0.164 0.128 0.046 0.009 0.008 0.041 0.020 0.200 0.094 2.63 1.449
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg  10°% mg 107%% mg 107% mg 10°% g %
Control 6 Mean 461.3  202.027 15.58 6.848 64.0 28.247 925 41.098 0.568 0.252
S.D. 116.2 38.246 2.66 0.526 9.9 2.660 11.1 5.311 0.219 0.097
tert-Pentylbenzene 6 Mcan 382.8  181.182 14.12 6.673 62.3 29.472 88.8 42.035 0.410 0.195
1000 mg/kg S.D. 61.5 30.816 354 1.716 4.6 2.689 9.3 5.260 0.060 0.026
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Table 35 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

End of administration End of recovery
tert-Pentylbenzene (mg/kg) tert-Pentylbenzene (mg/kg)
Control 100 300 1000 Control 1000

Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade

Lung: Mineralization, artery + 1 - - 0 1 0

Pancreas: Atrophy, acinar cell, focal + 0 - - 0 1 0

Liver: Microgranuloma + 3 3 4 1 1 2

Hecart: Myocardial degencration, focal + 0 - - 0 0 2

Kidney: Hyaline droplet, proximal tubular epithelium + 0 5 5 2 1 0

++ 0 0 1 4 0 0

Eosinophilic body, proximal tubular epithelium + 0 5 6 6 1 0

Regeneration, tubular epithelium + 3 0 0 1 1 5

++ 0 0 0 1 0 0

Cast, hyaline + 0 1 0 0 0 0

Cyst + 1 0 0 0 0 0

Prostate: Cellular infiltration, inflammatory cell + 1 - - 1 1 2

Skin of cervical region: Ulcer +++ - 1(1) - - - -

Values are number of animals with findings.
Values in parentheses are number of animals examined.
-2 Blank value.

Grade; +: slight change, ++: moderate change, +++: severe change.



Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of tert-Pentylbenzene (SR05346)

End of administration End of recovery
tert-Pentylbenzene (mg/kg) tert-Pentylbenzene (mg/kg)
Control 100 300 1000 Control 1000

Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade

Lung: Mineralization, artery + 0 - - 1 0 0

Glandular stomach: Ulcer + 0 - - 0 1 0

Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 0 1 0 0

Fatty change, periportal + 5 1 3 0 2 0

Microgranuloma + 4 2 5 1 5 5

Kidney: Regeneration, tubular epithelium + 0 0 0 1 0 0

Cast, hyaline + 1 0 0 0 0 0

Cyst + 0 1 0 0 0 0

Cerebrum: Dilatation, ventricle + 0 - - 0 0 1

Spleen: Capsulitis + 0 - - 0 1 0

Pituitary gland: Tubular hyperplasia, pars intermedia + 1 - 0 0 0

_(j‘L_

Values are number of animals with findings.
-: Blank value.

Grade; +: slight change.
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