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O

E)AV TR TELO G, FEw ), 10, 50, 250 35 LT 1000 mg/kg &

1 BEHEHES 5 TTD Cr1:CD(SD) 7 » b, 28 AMIRER NG L TEMERILOF L LU OB
EMEF LI, SDIT, 035 LT8 1000 me/ke 1200 T L BERERES 5 VLR BT BGHTORANS
14 B BER ik LACHIC X 2 T RIE M 2 B8 TR L. BT O 2137,

10.

11.

—IRAETIL, 250 mg/kg #G-HE THR G IR I HEMEZERGE, HECiRIES L OWMRE A JE

DIEBIHEIVO R S HL, 1000 mg/kg #e5-RETIE, HMEMEICWMES X OBE, #EC T, T

S RAE O JE OB EFE NS EBR S v,

PEERR A I, &5 4 1T 50 mg/kg LA L& G-#E CHELZ [T 588 E) B O F B 72 ANE 23 ki iy
\ZEBH BTz,

IREHERS TIL, 1000 mg/kg HEEEOM TR E 21 BL O 28 AICHRREMEN A LI, B

BRI P o R EEIN &R JOWEINRIC LT ERKMARD i,

BAIECIX, 1000 mg/kg HEBEORETRE 7 BICABERIEENRL L, &5 21 BIO 28
A BREESHED b,

PRIFACTIX, &5 4 WIC 1000 mg/kg BHGHDOHEITIR pH OB BRIKTRRD b,

MIRFEIRAE TiL, 50 mg/kg B EHEDOMEIC T 7 ba v B U ERIOEZ LR, 250 mg/kg B

EOEBEHEOREICIEMALE S N AR T T AT URROF BREENRD b,

MR FOMRA Tik, 1000 mg/kg HEGHOHMIZRE ) L E VBRI L AT 2 —LD

BEABENA LI, BT ALT BXWa, 717V U HELOFEREE, Moz 7

UtY P BREABICIAN Y LOFEREHER SN v — VOB RIKENED b

7o

FIRRET R Cid. 1000 mg/kg B GHOMEIZE RO WAL D b7z,

FHEETIL, 1000 mg/kg HEREOHE CAFIROM B LUK ERICAEREME, £z,

HEZ RIS IR Okt 3 & OFEXT BB O ERERMEA D b,

FRPEAHAR E MR A CIE, 50 mg/kg B LD GFEOME T/ EEEDMERR L O BB T d 50

TXTHR, 1000 mg/kg $&-G-FEDME TR 72/ NE RO AFRIIRIE X A338 8D B 7z,

SRR 72 —ROIRRBBLEL Tl ARG TR OTEME & b ISR B I 5 IR L - B IEER D b

MmoT,

L7 o T, ARG FIZBIAT/ A Y 7Fu A+ 7 ¥ L OEEEE (NOEL) (XHET 10

mg/kg/day, MET 50 mg/kg/day L&z i,
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SROH5352

T)ATREALTTH OO0, FUEw k) 10, 50, 250 B LTV 1000 mg/kg &
1 FELERESS 5 RO Cr1:CD(SD) 7 » BT, 28 AMIRERM &L L TEEREIOA ML L O O
ARET L, &5, 0B L1000 mg/kg 12OV T | BEREMESS 5 IEA &%), WEGERTORO15
14 A MBLEE % fikfr LIRIEIZ K 2 Bt o I M 4 ff TR L 72,

MBS L O IE
1. HEBEME
Ly N A (A e B Ve e P | #E : 96. 3% (Appendix 1-1) |

]% 500 mLZ AT, R L, TARIT, ez ElRL
TR (M 2~7°C, ZANSRKEES B £ 0 ILRE Lk,

WRmE T AL LT, 1 g ZEIRL, BRI O BEMAFEICIRAE Lo, SRBERIERK
T#., BRROWRD BRI RA L, MEOLSHTEREE AF LT, BB T ORFELE
P % 7R L7z (Appendix 1-2),

WERE DORMEB R A LTI R T,

By cE AV INF 7 Z L Isopropylnaphthalene
A4 ARV (I~ e F TR LY

(1-methylethy1) NaphthaleneV

CAS No. : 29253-36-9
LBIEEHRARERES © (1)-961
A (R D)
x\ﬂ }J;:H:1I
CH
s CHs
57T =\ i CyH, Y
R : 170.25 )
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AL EE BN (Appendix 1-1)

% (APHA) ; 20 (Appendix 1-1)
Erd 5 0.987(15/4. Appendix 1-1)
Bef  : 0.000 (KOH mg/g. Appendix 1-1)

R DOLFRE L OF DEE - K4y ; 73(ppm, Appendix 1-1)

B EoRrE

2. ik

F DAY (B RSy 1% A, Appendix 1-1)

PHLAFRBIOCAZESEHL, 7V =0 R_UFHTROE- T,

Ky 2 A L7 WX D 1EE L. HE & offk 8T 7=,
ERBIAEE LN HICHER LT,

HERE ORBBAIE, Pyl (o v hES VBR8265, T 74 7 A 7 #EASH) &
AL, ¥7-. JBBEOFRERE LTHEH L,

3. REBDRARE L TILENT

(1) ¥HEOHR

WEBRMBE A RBH L, FTEORE L 2D L IBEICRA Y —F =2 B TRfL, H—Th
DL TERE, RS Lz,

WRIENT 7 U — o X FRTERE, AROBICIE~ A7 FREZAEH L BAL K,
g F KOS & Ol AWl T 7=, RRIZ, R¥ — T —ICTH—IZIRf L TA T
(CoriEsg, ERMRAT (ERIFER 21~24C) L, R 14 BUNICER GV, BROKE
W, BRI 5721, EEBEEY E L TRIRL 7,

FH B PR B EAE Pe Gk R &
AR N (mg/mL) (g) (mL)
200741 H 9 A 1 0. 3001 300
TR RER I 5 1.5010 300
25 7.5007 300
100 16. 0007 460
2007 1 H 19 H 1 0. 5801 580
5 2. 9003 580
25 14. 5004 580
100 100. 0009 1000
2007 %1 H 29 A 1 0. 3004 300
T FE e AR S fte 5 1. 5000 300
25 7.5003 300
100 50. 0016 500

_15_



SROH5352

(2) BHHEDOALESHT

BEBRMGRETIC. HBRMEOY B L OLEE LR LT,

R EFREFRIZDOWT, 1, 3B K TV100 mg/mL O —PEZR HTNT 1 mg/mL DEWRRTE 6
Al LN 15 H AR H 4 0 B & LTER) B LT 100 mg/nl O=RMAAF 9 HRB LT 15
N OLTEEHER LT, TOMFE, 1. 3BLT 100 mg/ml. OFRIEH T, L@ - - T
BB T 2EMAKIL 1.0, L1BXV0.8%THY, /o, ZAFIL 1 ng/nl OFIRLRAF 6
H [T 102. 0%, 100 mg/mL OEIRIRAF 9 HIAIT 98. 1%, H|IRMAAF 15 HBEITIXENFh 102.0
BRU9L 0% TH o7, TOMBENPL, KBRHEITART TH—TH Y, H»OFRRMET
15 HRIIEZECTH 5 &1l L7 (Appendix 2-1~2-3),

HIELB & QR B O+ T ORLGIRICOW T, HRWEORE 245 LT-fER, 1,
5. 25 B LU 100 mg/ml FIRGEDEARRIT, FTEDREIT L THIRFHRIF T 99. 2, 100. 6,
100. 4 3B L0102, 0%, FeEEFRRIF T 104. 0, 104.8, 105.6 B LN 105. 0% ThH-o72, =
5 DG II NI G BLERDH & L7 90~110% DEIHIC H 0 s> EEREE S 0. 6~1. 7%
THED 5%UT ThoZ &b, FIEKOREITEIE & HBT L7 (Appendix 2-4 B LT
2-5),

(3) Lo S5 ik

BYEmE & LT, WBRmE % VT,

AR (R 26 pg/ml) « B/ A Y Fa AT TR LD 2.5l 2 20l EDA AT T X
SCEIRL, E/ AV LN T7E LV COEBY EMHEICEY Lo, TR NuT Iy
TRES LTHI 1000 1 g/ml IR 2 SR U 7= (RYERUR) . AFHERKO 1 ml Z TR 20 ol A D
ARTZAARRL. T T8 R 77 o CER L TR0 ug/mLigHE & U GEAHERRWE 1),
EHERR 1 O 20l 2 M 10l FOAR T F A ZHRL, 7 78 K77 TERL
THI 10 p g/ml ¥R & U7 (BEHEESHR 2) . B LT OVHPLC ~DIEANIZA 1Rl E L, e
Y N AFCAE A L,

AREHEIR OF R - BB E R OBEUSEUL, IREMETRRB R L O EMREBRIZ O\ T
IR E TR DO HRIEAE D 3 8L L B —HERBRIC DWW CII R BRI D £
Nt 54 3 ADF 988 Lz, 22, HB)—MBRO 18 DR E 4 2 E VAR O R
DIFTRERE Lz,

HOEBRYE R B AR L BB O IR B2 10~50 g/l STRIAIEDOEIA S 5%
PTFERBEICT FIe N 7T 2MA-b02 AR E Lz, SEHRK ORI 1
JSUZD& 18], HPLC ~DEAITA 1| & Lz,
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HPLC & A F A3 X OVAIE S

HELLFO®mY TH D,

SROH5352

HPLC 3/ A7 I

UV Detector L-4000 RS B STRUERT
Intelligent Pump L6200 PRtk B SZRERT
Column Oven 655A-52 awee R VA LS (A
Autosampler AS-2000 RS B RYERT
Degasser ERC-3315 a At A =7 —no—
5 — ZALERLE Empower 2 BAY ¢ — & —X BAett
HE S

AT A : TSK-GEL ODS-80TS. 4.6 mm I.D. X250 mm, 3 —Hka\S4t
BEite : T b= MU /AR (T40 @ 260)

A— b T TR T b= U L/ZREK (740 : 260)

BV A A N A N = B N

B E R : 228 nm

7T MR : 40°C

=+ : 1 mL/min

TEAE :10uL

A= T TRE : 10°C

53 i e ] D 24 %)

Microsoft Excel 2003 % AW TCHEMRIKO 2°— 7 G L EE 225 Slope 3 L TN Intercept
R, ERENAIKORE (CUT, HIERE) 285 L, LT L 0 kR OB E iR
B, AEMEEL. SAEBLIUOEFEREREHLL,

V= /A Y e T T E L] O — T A
+E2 /A4 TN T EZ L N0 — 7 HE

FOBHAIR B — 7 mif — Intercept

HERE (ug/ml) = 3
ope

HIFELRRE X AR AR

BRI (g /mL) = 1000

EE R

ZEREL (%) = HE

X100

PR E R P E

AR = g zRE

X100

PRAT & O WY B 1 R V-3

BRAEFR) = i s B A

X100

_17_
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(1) ABRR

RN, ARTF v — R« UN—fRath EARE Y ¥ —EFED SPF Crl:CD(SD) T v
FERWe, Ty MEIBEERBRETEFHOWOLATWOIEMETH D | LHTJERT COMHRR
MEETHLZ D ZORMEERE LT,

TEMESS 42 DU (FETERC HEMES 40 IT) % 2006 45 12 H 22 HIC 3 M CTHA Lz, ZAROEY
OEREFIFAIL, HET47~55 g, T 45~562 g Th o7,
(2) BER L UHHE

A%, i & OEMIZ OV THEZEIE 18 B (AR ZBI 1 A & L TER) £ T, #EIHHk
19 AET, —MREFSEE 1 A 1R, &OICZARLRERLUHLEIRE T A @20 )
ZEWK LEIC | EOEE CEREITEZ £ Lz, REB OB Ic RE RS btk
Moz,
(3) ®ES

WofE 3 L OBIMEIAR R ik, BE ORD bR W8I 2 MEtE4 35 JCIEHK LT, 5 @k
TRBRIZH U7z, B K UBIMEHIR R A (R G-0AaRT 4 R) OKEIZSN T, JBILEES
MR L0 EHOFEER Y 12702 L0 ICHS T EITo 7o, BT RO OEEFF
k. HET 171~206 g, WET 138~164 g TH Y . PR (I 190. 0 g, M 152.6 g) D +20% LA
WTH T, BENOIT-EITRBRDO ORI L TREIE L LTz, 0B, ERENTZBMIC
DOV THEEBRAART B I —MREBIC RT3 22V 2 & 2 fER L7z,
4) BB L O —T D

Wi, BETENEHYE Y = R CRECEIE M. BT RET B E S EAE
L. RGN 24T > 7=

fRE 7 — 0, BT R a5 T Lz 7 < VICRBRE 5B L& 54 PEE L,
& — VOIS L, BT RIZS OB 2R LT,
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SROH5352

(5) BYEE
1) E1HBREE

BT 22+3°C (CRREEHE 20~23°C) . 1R 50+20% (FHIFEFH 39~52%) . #ikiHEl
K 10~15 [B] /BERT, FRBHEERT 12 BERT (8 : 00~20 : 00, A T-FREH) OB & = (305 =)
THIE LT,

2) FBE R B L UEE HIE

757y A& BRI AR — 2 (260W X 380D X 180H, mm) |2, HIEE L OB LHIR i
HEMERINT 3 VL3, B ITRIT L ILT DA L, 7 — VB L ORERIIHE S RS L O
FeE T H, ZO®%IE 21 [FAZH L, AT 2 BIYEARER A0 6 0 & 23 LTz,
HEGAKEE OKIE & 38 1 BFE L7z, BEEERNOERB IO EE. 1 H 1
RIZEHE L7=, ERIEBICE L L, ERREERS L0 U RRANEES | EFBEA TR
AIE LTz,

3) fak}

AV o ZOVEERE TSI, v SRS ERIEDE CRP-1 &, &R lUAGHE 2 UL C
HAIZER ST,

B EL MFTENOD DIEEMEH S WVIIMEYOREL, ALy b
(061005, 061208) DENEHI DUWNTHHT Lz, HERUEDOHITITMENEN DRBERSHE
YESIZRBWT, MAEYREFB LS EE R TN ENT o7z, ITHE &R EITRA
DL ARSI EVER R OB EREFIEE I CEIL L 72, SO, WTInoHEBICS
TFARE 2B 2 DGR H AL 7e o 7= (Appendix 3-1-1~3-2-2),

4) HOEHK
FLIRTAGEK Z . BEIfGKIEEZ O TARICERSE, 2720, RRERIZITHEK
REEA L7,

ARBRICEZR L RETROAOD 5 E O EZ, 2006 £ 10 H 2 0, 200741 H 9
H3 LT 2007 44 H 2 BIC YR B 2 & RIRMELE O &R (301 5-5) 72 bRl & $RH L
THNT LTz, 0T A AR ERRS DT o7, B L Fra kst LA
DPERTFSERT OFEMERIEFIEZ L L 72, T ORER. WINOEBICLHFELEZD
fEIXER D Hivie7» o 7= (Appendix 4-1~4-3),
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SROH5352

EREEDORERL
HEREOHR & S HOUMFZ S5 U TIRT,
wh& R Y (& )

AR (mg/kg) (mg/mL) e i3
<R >
T HREE 0 0 5 (101~105) 5 (151~155)
RHERE 10 1 5 (201~205) 5 (251~255)
SR 50 5 5 (301~305) 5 (351~355)
mHEH 250 25 5 (401~405) 5 (451~455)
e HER 1000 100 5 (501~505) 5 (551~555)
< [ MR BR A >
xF HEHE 0 0 5 (106~110) 5 (156~160)
e H R 1000 100 5 (506~510) 5 (556~560)

KTMHEIZ (X, Mooff & REROFIETHER DA E LG LTz,

(1) PmE O

1) EBORT

L HRC D X HEMES 3 PLd SD R T w MZ, MUER A HEHAL LT 30, 100, 300 &
LUV 1000 mg/ke % 14 HBRERRHEE U TR Y O, SR EHREOREL L
T, 300 mg/kg LA L& GHEOREMEIZ AT & OB R OMext s L OFExTEEO R EEb .,
HECB ORI, IR L AT a— LD EENED H 7, 1000 mg/kg & 5 HEO I
Mz, —EBMEOEEOK M, BEAOKROHEE, B rrrBloRalrxre—
NOEE, AR L OBBOE R L O EEOREME R H DV T E, o h) 7Y
U FORMERBEO LN, ZhbDZ b, 28 DEMERN G EERBRCIX, &5
M ORI L 2 mERBHEOER T2 B E L T, 1000 mg/kg/day & S HEICERE L,
EH ELITIZA 5 T 10, 50 38 LU0 250 mg/ke/day 2R E Lz, 7235, SHHREER L T8 1000
mg/kg/day @ 2 FIRIZOWTIL 28 A& E#%& 14 A FMARSRIC X £ BHENE 2 k9™ 5 |E v
R AR E LT,

2) &5

WEME N e MOROMICRE SN D WHEMEZ BB L, OECD RERIET A KT 1 2 (107)
[R5 C. 1 H 1/E28 AR, 9:00~12: 00, JRARAMFIL 11 : 30~12 : 00 DMIZT 1 AR
—PITNEB o TEBIOT A AR—F TN ) OERWTHEAINICERICR O RS LT,

B GAEIT 10 nb/kg & U, SEEOER Gk &R G- A i binVWHlE A O EICEES
WTHEH L,
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SROH5352

(8) #lgz, WEk LUMRAIEH
D RIS
RHNZDOWTHE « DEMWIOESL, SR, 1TTBVEIZOWT, BRERBEAKS 1 A, K5
28 AOFAAZEE I AE L TEEL, &5 1 ADLEHRA (%G 28 AH SV EEIE 14 A
OB} O) £ THATEEAN BLOFEHO | O 2R, H0IXFRTFC 1 g Lx,
2) FEANZR RO REE 2R
EHENZONT, GBI B ONCEE- 7, 14, 21 BL V28 H, EE 7B LT 14 HIiZ,
R — IR BB AT o e, BEER X, 7F— VAL RE. IREASL, PR, R -
g, FRATE)/REL - BERl, RETE)/ BECOWT, S Un b Iy TR L
S5E BGS, MHEBIR, STH, HEOIRE, BE. IRBREH, BEFLE. o[, FRIE.
P, RIRIZDOWT, A= 7 ¢ — v FNTESE, 21T, RECRE, PR, P&, W
ITE)/ B - BRE, WEATE)/ B TGE - B, BRICOWT, TRENH LN LOE
OeRAar7T ) o FiEERCTRAaT &5k LT,
3) tRREMA
EHNZHONT, F5 4B IOEE 2812, BERERBICL FOREEZTT o7z, BE
B L TR BT RR) . AR B . R (BT 2500 . BE (2R 2 BT) |
EAZALOS GREIEZ D b O . ZBHRERMFIZOWVWTHLN LD EDA2T Y v
THEEMNTHEHEL, 2ORaT7Eikl, -, #BHOBLIOHAREHNELHE LT,
BT CPU A=V (T A a—x =7 Y IBAE) 2 O ChILES L O%E0R L %
F3EMAIEL, 1 g AL TRLER L7z, BREHEITIABEDENEEE (A ——RX v 7 X
35 L U CompACT AMS, ZFEMTHEBAR L) ZHWTHIEL, 7 — ¥ DINEMEE 10457 & L
T 1R HME LT,
4) INEHE
BHNCONWT, FE5 1 7, 14, 21 BLO28 DokSai, EE 7B8L0 14 D26
FkR BB EIRRE (6X-2000, M ABftm— T R - FTAOEHONTHIEL, 1gH
AL Cridk L7z,
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AT ORUC L0 REHENER K OREEIRE L2 H N L,

5117
IREWINE (g) =

REIEMNER (%) =
(] 2 443 P
REHIE (g) =

{REIINR (%) =

5) HATEMNE
2HZONT, 5 1, 7,

528 HIKE(g) — 5 1 HIAE(9)

REIEINE (g)

e AfhEG

M1 14 HRE (g) —#& 5 28 HIKE (g)

B ()

B5o8 AkEG 0

SROH5352

14, 21 BLO' 28 HoE LRI, BE 7BLW014 BIZ, ET

2, B KFE (6GX-2000. Mk Nattm— - 7o R - FA)ZMWTHIE L 1 g AL TSR L7,
BEBRENHICHEYEZER Y —VEICKE L, TORITNEHIREB LK 5 ES
HWELE, 72720, SHIRATEIEREOAE2HE Lz, A TFTORIZE D #HEEE (g/rat/day)

ERMHLE,
A& (g/rat/day) =
6) Rk A

W5 (g/rat) — ¥ 2 (g/rat)
HIE H o H# (day)

2l onNTHREG 4 BB LOFEE 2 @iz, EEETTT7 v FHREH 7 — 2 (KN-646, B-1

A HHBYWERD 2O TERIR L, &5EH

MWOERTOBLUVWERE L, HRLUIIRIIBREKR THREFELL,

53 REOFRTO~O%, £7249 21 I

WATEH 36 X ORI
(DpH FRERARIL (VT AAT 1900, N AT AT (D)
@M (Protein) AUBRACE (WVTAAF190A, N A2l A7 400)

@ (Glucose)
@4 b v (Ketone body)

UL E Y (Bilirubin)
@ M s (Occult blood)
® 14 (Color)
@R E Urine Volume)
(DL I (Specific gravity)

TRARTE RVTAATA9I A, N ATV A5 400)
FBRARTE (RVTARTA9IAL N AT AT 4A0)
Bl J—4 2 (Urobilinogen)  BRABRHUE RVTLATI9IA, N AT 57 1000)

| =

11

PIRREI 2

TPRRTE (RVTAATA9I A, N ATV 15 400)
ABRARIE (RVTAAT A9 IR, N AT AT 1AN)

BT EE GREEEIHTE 2l ay-S, 7427)
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7) MR AR A

PNV THIRRFC 16~22 REHIOMBE T T v Mo —7 LREE L, BEEREINRE 0
i Uiz, O~@IZ DWW TiE EDTA-2K( 2 ¥ = 7 M TTEZERME ., T/ EBEAEH) TR
PU7ZMEA 1 ol Z2H, @, @IZ2WTIE3.8% 7 =B b U w7 5 CRUR L7 Mgk
1~2 nlL % 3500 [E#i5/%7C 10 3 fiE .00 8 U TR b mifE s vz, Sonziiiks &
OV A (IR AR T R BESE L 72,

MAEERB I UORESE
DR M Bk % (RBC) BRIPUE (B Bhif BREHE0E & F-820, VAAy/2)
@~ h7 VU v MHEHL) BARRPE (B B M ERGHECEE F-820, YAiy)R)
@~F/ 1t & (Hb) VT A SNET O

(B B ERFH AL E F-820, YAkyIR)
@ 4R I BR %A (MCV) RBC, HtfE & v &M

(H ) ML BRF R F-820, YA4y7%)
@R MRIULERA~TE 7 1 &2 & (MCH) RBC, Hb f& J ¥ &

(H By BREHBCHE F-820, YX4yJR)
@ EHFRMER~F 7 1 B A (MCHC)  Ht, HbfE kv &

(B S BRFH B E F-820, YAAy)A)

OfEFRMEEL (Reticulocyte) Brecher % ($51%)

® /) Mrs (Platelet) HEXUETUE (B B M EKF LS & F-820, YAAy)R)
@R M Ek# (WBC) BRHIE (B B M BRFHECEE F-820, YA4vJA)
A EKE 25 bk May—Grinwald—Giemsa Y- (§555)
(Differential count of WBC)

@7 m b o 2w (PT) ha RS T ATk

(L& R IE B Bhi] & KCAT M, M =Fq N A4597)
QIEHALE Sy b VR 7T AF R =T VR
(APTT) (iR E B B 5 KCA7 vy, M aFq N A4597)
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8) Ik A

EHNZ DN THIRIFIC 16~22 BRI R S 72T v B2 —F LB L., BEEEREIIRL Y
i L7z, MAEHEE OS> HLOBIUOOIZ DWW T 1 nl. H729~/NU F b U 7 A~
RY F YT AENBROFE ], 1000 HAL/mL, BROFBASHD) K 20 BAL TAFERE, 3500
[El#x/ 53T 10 23 Oi DAy EE TR O 7= Mt & AV CTRAE Lz, foIEH IZ- D Tisr B
AIA Y BERE (B0 V= SRSt [T iR 2 2R B L. 3500 [EI4:/ 43 C 10 43
D LA BE TR DAL MG 2 VTR L, f5 S 7 it ds K OB AR i 1%, -20C
PAF CHAEMAE L, REmEERLE, EE L,

BEERBLOBRETE
(DAST JSCC 1 (BB HTEEE 7080 . HILr(7))ny" -2")
@ALT JSCC ¥ (H BT 7080 . H A7) /ny -27)
@FTNHIVFRATZ 7 HZ—E  JSCCIE(HBNHTEERE 7080 2. H 77 /ny =27)
(ALP)
@ vy -GTP L-y -/ B I -3- )R F¥—4-= b7 =) REEEH
B AT A& 7080 B2, H M 7))y —R7)
@7 z2— A (Glucose) XY X F—BiE (OB E 7080 72, A N 7))y —17)
©®¥ L A7 r— /N (T-Cho) BEFRIE(BBVATIEE 7080 /2, B SM77/0v " -17)
@RV 7V EY F(6) Wl 7 ) = a— LRk
(BB HTE RS 7080 5. HAZM7)/uy —20)
@ UL (T-Bil) T U (HBISHTEER 7080 FZ . HSMT) ) uy =17)
ORFEFZ V) 7 L7 —+¥-GLDH i
(B Eh o HTakiE 7080 #2, B NIMT)/)0y " =17)
W7 v 7F = (Crea) Jaffe ik (BB MTEEE 7080 . HIAF))0y =17)
@+ ~V A (Na) A F PR AR (ISE) &
(BB ATEEE 7080 2. HSLMT) /0y =R7)
@710 75K A 74 BN EMR (1SE) i
(FTEISHTEE 7080 5, HANZMT) ) uy —20)
@2 a—n1(Cl) A A BN EM (ISE) 14
(HBEN > HTEEE 7080 2. H Sinf7)/ny =17)
@ L3 I8 (Ca) OCPC ¥ (H B HTILE 7080 . B SIAF /0y =27)
G Y > (1P) Fiske—-Subba Row ¥
(BB HTEERE 7080 FE. HAIZMT) /0y -2")
©BFE 1 (TP) vy Ly MME(BESHTEE 7080 £, BT ey -20)
@ H 5 i trm—RT T — MMEBKKEE
(Protein fraction) (BB KEIEER AES320, =BA4 U /3 R)
@A/G kb (A/G ratio) BEHOMEEL Y AN
@77 3 > (Albumin) MEREERB W I EH
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9) Wifx
BHNCONT, &5 28 HOBHBLOEIE 14 HOERICEHR L, AR LZBIZL,
T T VBB T CRRILA ., AUz & ZHIE S, 28 ORE kA AIRIICEE LT,
Fz, LT ORE ML 10%PHEER L~ U SRICEE-RIF L, 728, IREB LW
N=H—REITEy Y R THEE-PRAFE L, R I ORR LIRIXT T R THEE. 70%
T )R IE LT, MW TITEER A EARRBEEE S Lz, EADHHEEIC
ONWTIE, JRANE LTER EHEE - RIELT,
SE RS I ORIN, /DINIS I OMERR) . TIEIK, BRE. MR, FRIR. LRUMAD f@I
BB, GOIE. D RE. B OTEER. R . =R, BRSO3
TR EET) . BN, . B BREY R s o8 KRB
Afi. M. OBERE. RSEL. BELLMR. pUSZIR. HEGERES L) . N, F
B, B, R, ~N—F R, KEBE (FRET. H) B L ULFHRE,
10) ZeERHE
BHNZONT, FIREFIZE TN EMRRE (ER-180A, HX&tt =— - T U F - T A)&H
WTUTOBEICOWTHERZHE L2, B, EAOHDIHBEIZOVWTIE, EHAabE
THIE L7,
FEA W TR, FURER, 8. U, OB, TR, B, BOMR. KR, R LK
AN, FE5E (RERE D). IR, T
Loz L0 mEEELE L Lz,

kS & ()
Bl B AATE (2)

X EE (%) = X 100

11) WA R R
BRI B E - R E LT B0 RBE - FBIZOWTRT 7 0 VA% EY L, ~v %
Ve AV UREIERZER L MBS LORHERORENI- OV TEIR LT,
BROKER, HBRMERKESORELEZ LN D BDH BT DWW Tid, ot
DBEGEEDOEWIC N T S8R LT,
F 7o, HE LI (No. 203) 3 L O 7 61 (No. 151, 153, 154, 252, 253, 255, 354) DATHE
[ZOWT 01l red 0 Ge@AEARBIERL, PO A ELHER LT,
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5. #EEtFEMAE

BB RILEERE OB E & TEH L,

7)), BREHR. FAE, FEENES IOWNE, BE, RE, MKEORE, MK
(L0 AL 2R ORE X B Bds K UM E B ORI OV ORI fER SO REA LR L,
Bartlett ORREEIC K EHBMEEAMRT LTz, F0H(0>0. 05) OH A I —mBlE 5 T
TR L. REYEE (0=0. 05) DA 1T Kruskal-Wallis OMRERE THM Lz, —IoBLE)
BT OSSR, AREENHONTEGA (0=0. 10) i3 Dunnett ORREEZ HWTXEEE L Db
W& 1T 72, Kruskal-Wallis SEOMMTORER, AEENH LGS (0=0.10) 1%
Mann-Whitney @ U-RREEZ W RHREEE OB A2 1T > 7,

M7 — AR BB I L UM RER IR O BIRIAH . IR O EMERIE B I L IR HEE D Al
(2O T Kruskal-Wallis O EE T L AEZEDRH LILIZBE (p=0. 10) iXMann-Whitney
D U-HREEZ AW TR E DR AT 72,

XHRRE & OB EIC DN TL, AEAREEL 5% & L, b, HEHEM BT %
7R J7i%% INDIVIDUAL DATA @ FEHIZ T,
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1. —fikee
— AR BE D JEIE A Table 1 38 XN 2, INDTVIDUAL DATA 1-1-1~1-2-5 TR,

[$ 5-#1]
SHIRHE, 10 B X TN50 mg/kg e 5HETIE, Bl S LICEFITRD Lo 7,
250 mg/kg ¥WHEECTIE. M1 B (No. 402) CHtHE, ME 1 5] (No. 402) TH{EIS L OV R L H

FO#EEEIL, M1 F (No. 454) THEENSBR X7,
1000 mg/kg = EHHETIL., HEMEIZHEBE (No. 505, 507, 508, 552, 557, 558, 559) ¥ k. (Rak{#H

(No. 501, 504, 505, 558). HEIZ Tl (No. 504) . MEIZANRE N EFHO#EETG (No. 554, 555,
557, 559) A X 7=,

(=17 #1H
1000 mg/kg HEEDOHE 1 il No. 508) TlHIME 1 BITHE{ER L &L= LIS L

1000 mg/kg B EGREDOHEMEE LIZRFE IR D N2 - T,

R LU

2. MR REERER
SE — IR Rl DA A Table 3~8, INDIVIDUAL DATA 2-1-1~4-14-2 (255,

[ 5 iR ]

B G HEOREME & B 12V TN OREERFIC b A B2 B I IR & el U O B 72108
T, S, BELH L WIITEIRFEOHRITEI TR ER RO LR o T,

[T 17 ]

1000 mg/kg ¥ S-REDHEME L HICWTHOMERC L S BIEER IS B L B L CHE R
RO ONT, B BEDH L VIMTHREEEOMRITH PN RER RO Lk o7,

3. HEERE
HRERE O RS % Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 2753,

[ 5- 4 ]

10 mg/kg & GRETIL, HEME L b IO REOMRERA., Ak L BKOE B LU E HES R
FRRE & i L CHB R ZIERD bhiznoT,

50 mg/kg & GHETIX, WEIZ HREFBOHE LT 20-40 530 2 Rl L UIED &
IR b, IR BERFEITRO binoTz,

250 mg/kg R G-HETIL, HEZ AFEBEOMWELAE 0-30 77D 3RFRB LURERIZAR
IAME AR O b, HEIZIIABRZETIRO bLRd T,
1000 mg/kg TH-HETIE, #EiIC B R EBEOWER LA 0-40 5D 4 Bl L ORESEICH

n

AR
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EREENRRED LIV, REICITAEERET

TEr 8] bﬂfﬁ Do 7’:_0
[FI1 2 ]

1000 mg/kg FGHEDORED R DI I

TR & R L TAHERIRENRD b, MEIZEA
SIRFEIRB O LN o T,

a3

4. KEHD

REHRS A Figure 1 31182, Table 138811 14

. INDLVIDUAL DATA 7-1-1~7-2-5 {Z/R T,
[#5-H]

10, 50 B X250 mg/kg Be 5 HECML, HEME L & ICKHHERE L bbi U CH B RZITRD S e
277,

1000 mg/kg T GFETIE, HETES 21 BLU 28 BICABEREENED HiL, EEHE T oK
EHEINEBLOBEINRICOLAEERIENRD bz, MIZAEBRZIERO -T2,
[[=]1E # T ]

1000 mg/kg & GREOLECRIE I R OB EBIN EB L OEMBITKTIREE L I LU CHER A
1 mu&)%hf:o Mﬁ:fiﬁ%fcﬁ%ﬁi%ﬂu&) HiviEno 7LCO

5. BfEE

BB % Tigure 3 B L 0V4, Table 15 3L 0016, INDIVIDUAL DATA 8-1-1~8-2-5 2,73,
[$¢ 5-#/kT]

10, 50 35 KTV 250 mg/kg FEGRETIL, MEMEE SICTBEE LKL THEERZIX

27,

e EeL oYY AWASIR

1000 mg/kg ¥ 5-RETIEL, HETHR S 7 HICABEREENS A S n
FEZEENED N, BIITFEERE
EFcE I

CREH 21 BXUN28 BiITIX
A}J&) 62/1/7&%7)0 712_0

1000 mg/kg #2-5-FEDMEME & & 1T X HEEE & iR L THEZRZBEITR O bhaholz,

6. RR&E

FRARA ORYAE % Table 17~20, INDIVIDUAL DATA 9-1-1

9-4-2 |Z" 9,
(&5 4 E]

10, 50 3B X TN 250 mg/kg & GHETIX, MEMEE &

WCXTRRAE & i L TR BRI b
hoiz,

1000 mg/kg BHHF TIX, HETR pH ICEBERIE T2 O, M

LB EREGRED L
7o T,
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[=11E 2 & ]
1000 mg/kg $& 5-FE OHEME & & (RTHREE & Il L CHEREIZRD BTz,

1. MBEFHBRE

MR F A DA% 4 Table 21~24, INDIVIDUAL DATA 10-1-1~10-4-4 |25,

[ $ 53 R4 T s ]

10 mg/kg #HRETIT, KEMEE b ICHBRBE L R L CHEZRZ(RITRD b le o7,

50 mg/kg L EHHETIL, MO T v b U EURRICABEREENRD bitlz, MIZITAERE
EIZERD Lo Tz,

250 35 LUV 1000 mg/kg Pe 5-METiE, MEDTEMALI Sy b r R T T AF RN A BRI K23
RO LN, MITITAERELITRD o7,

[[E1 15 AR e T o]

1000 mg/kg F H-REDLEME & & ITXIIREE & B L THERE(LITRD b d o7,

8. MRILFHBRE

M LFHIBREOKE A Table 25~28, INDIVIDUAL DATA 11-1-1~11-4-4 (Z7R~7",
(35 HA R T IRf]

10 mg/kg ¢ 5-HETrE, M L HICKHREE & R L THEREIERE D bt o Tz,

50 mg/kg B HEHETIE, MEOASTBLOT A AV HRARAT 7 2 —BICHBERIKMARD b,
IR B R LIETRD o T,

250 mg/kg EHTIL, HORE Y LV EVIABEREENRBO LN, MTIIEALWOD o,
rua7 ) A EEORBREEPED b,

1000 mg/kg T HRETIL MR E I L E LV BIX ORIV AT — L OF EREES DI,
MAT, I ALT BLOCEOSRO a, 707 U HELOAER S, MicRED, R 7Y
Y FBLXOIA T T LAOEBREMEROONIAST, PTVHIARATZ7 7 X —EEBLO0 72—
DARER D BT,

[[E11E HARE & T e ]
1000 mg/kg & 5-BEOHEME L & ITKTHREE & ol L THERARITEED bl o iz,

9. Z&
WA R % Table 29 3 L T8 30, INDIVIDUAL DATA 12-1-1~12-4-2 |23,
[#2 5- HARD e T R
xHHREE, 10, 50 35 KUV 250 mg/kg HGEETIL, HiME L HICREATRIERD ol
1000 mg/kg FGHETIL, HE 4 # (No. 501, 503, 504, 505) (2 EMDORNEMALA RO Hviz,
BEZ VX BT IR D H 72007,
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Ll J ] e T B )
SRR L U8 1000 me/kg 33 5REDREME & b ICREFTRIZRD HHRD T,

10. FEESE

SEEBOMEL Table 31~34, INDIVIDUAL DATA 13-1-1~13-4-4 {259,
[$¢ 5 BRI T ]

10 mg/kg ¥ H-FETIL, HEOME DMK E I &t U TR B IRMR 0 bz, HEC
ITABEREMTIFBO R T,

50 mg/kg FERETIL, HEORIIRO MM ERICHZ R IMENGED bivz, BHTHEEREL
B o,

250 mg/kg T HEETIL, Bl HITAEREMITRD LR o T,

1000 mg/kg $¢E-HETiE, HEO RN IICHEN B L O EEOF B R IMENFED biviz, Hic
FXHIRO M 36 X O ERICH B2 EEIRD b,

Flo. HETIEHHR A OEREICAERIREN S 1072 2 LIiCfE- T, DlBOHES E &4 572
KED, B, MR LIOREOBEAERICAERBENENENRD LN,
([E148 IR T ]

1000 mg/kg G- DHE CHFEOMI B BT R & ik L TR ERIRERRD b i, MT
IR S OBIBOMAMERICHEELFRENSRD b,

1. REEEFEMRE

JEHLA AT R A Table 35 35 K08 36, INDIVIDUAL DATA 14-1-1~14-4-2 TR,

[#2 5- BT #e T B

HTlig : 1000 mg/ke #G-HEDME 4 B (No. 551, 553, 554, 555) (ZBEFT Ap/NEHLLMERTHIARAT A
WO BTz, HEIZIEFAEOELIZR O bhvieho Tz,
F72. 50 mg/kg LA L DFEGHEDOMET/NEDHERE L DBIEAR T & DV ETEA B H &
KIFRIICRD BT,
I IIA B B REDHEME & b I RREE & B U TRIBUEINSRS 7 L — RO 4 =T 21k
TR D b T,

T OMOIE - AR KB EREOHEME L & 10 R & i L CHIEEINS 7 L — RO %
RTEIIRD Lz o7z,

(115 41 e T R
BT © 1000 mg/keg #2-5-RE D HEME & & (2 X BEEE & PLie U CTRIBBEINRC 7' L — RO &2 =94
LiTBd bl

T OMOEE - Ak 0 STGREOMEME L & IO M & R LTINS 7 b — FoiE e
YIRS BTz,
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SROH5352

FIf 0D 2 & - B Bk
T A YT NS T H L (ng/ke)

2 % R [ PR R
HEA% A Fit WA — k0% 10 50 250 1000 0% 1000
<HE>
Fifi TR O EE + - % P pd - - 1/5

Rl + - Pd P % - - 1/5
) Hi OE AR AL + - 1/5 - - - - -

UNAE: Sl + 3/5 2/5 1/5 3/5 1/5 3/5 1/5
Y B ENLRANE EROR + - P pg D3 - 1/5 -

T

INLRANE B of + - P pg P - 1/5 -

7L LN EN

IRHBE B O FAE + 3/5 % P P 3/5  1/5  3/5

i T-FAAE + - X X P 1/5 - -

Eh + 1/5 P3 pg P 1/5 - -
[FIRA PR A A = + - ¥ ¥ P - - 2/5
<>
Hii EMROILE R A + 3/5 Pd % D 1/5  2/5 -
Frhisk ANTERULERT M+ - - - - 4/5 - -

K

/INIE DR E + 3/56 3/5  1/5 - - - -

AN ESSE + 4/5 2/5 3/5  4/5  4/5  4/5  4/5
S ik JRANE R DA + 1/5 P P P - - -

i Y X N W + 1/5 DS X P - - -

0% : XTHAEE, %o EREET. - YL, 4+ B
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#

2

ET)AVTREAFTTEZLLD G, P e ), 10, 50, 250 35308 1000 mg/kg %
1 BEHEHES 5 TTD Cr1:CD(SD) 7 » b, 28 AMIRER NG L TEMERILOF L LU OB
ARE LI, 512, 03B L0 1000 mg/kg (2T | BEREMES 5 PEAFRIT, HERTOEAMNG
14 I RVBZR & Ak LIRHKIZ K 2 B[ M 2 R TRE L7,

—MRARRE TIL, R GHIRITIC 250 mg/kg % GEF CHEMEICHREE, MRS K OWMRIE R A O
BEBIBEILAER S 4L, 1000 mg/kg P G-HECld, MEMEI WiMERS S OMKAE, ET FHI, METHRE D
JFBROH#EGNIHR I NIz, T BT, BERT L & HITESONITHER L, HBRmE R
5. & OBEERE X b,

PR 2 — RO RBBIZR ClE. B ETEDHEME & & IR E B 512 BEE L 7223380 g
>7,

BERERM A CIX, 5 4 81T 50 mg/kg L L 5 CHEIC B F8EE) 207 B2 R L 12
RO LI, WHRHERGICEE LB LB X DN, HEMERNRE TR OZENS
DEACITRD o T,

Flo, B 4ABRICEREHEDFERLEBT/D STV 1000 mg/kg DHETEIE 2
BEOBAOAELAEKESRED LN, LML, ZORDOEEICOVTIE, FEF —F OHiH
NOMTH O | HEamEHRKE L OENRITZ2WEE 2 v,

REHER TIL 1000 mg/kg ZG-HEDHETH L 21 B LR 28 AIZAE IR A Hiv, &5 1
FORERMELS LOCEMRICLAERMENE O Hivle, -7, BiE&E T 1000 mg/kg &5
HOBTHRET AICAEREMER AL 5 21 B X028 A3 A ERBEIED b,
fHREE & el U CHRIE 2 ARICE <ER LTV AICHLBb L, REICAEREEAED HT
WAHZ Emb ZOREENMENIERYERSICEEL S EEZ b, Lo, EEH

ZiE, WENER LOYINRICEEREMEARED S, ZORENNMEIETRG/KTE LD
(RN EIR T 5 EE 2 b,

PRERE UL, $e5 48812 1000 mg/kg B G- HEDHEITIR pH OFFTRK PR b2, REIZ
AEREDBD NN & £z, FHHMEMRERNRE TEBRICHERDE R 512 B L 72 Z2{bn
ROLNRNZ LMD, ZORK pH DR TIIERWEK GIC L2 BHERE T HBRYED
BEMLARBR T H B ATREME AV RIE X7z,

MRAAIRE Tl REHIMHE THIZ 50 mg/keg BREHEDOHEIZ T 11 b v 2 BB OF B 7R 5E
R, 250 mg/kg LA EOBRGEEORICIEMALE 2 a1 v R T T A F RO R B2 LERARD bl
Teo TNHDELITHEKFRITH O M ER G ICHEL BB 6N, Ll Bl
HARTRE TRV & S ICA BREMITRD bz Tz,
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ML AR Tk, B TERE TREIZ 250 mg/kg B GBEOREIZRE Y L E LV OF R EE,
1000 mg/kg H GHEOHEMICRE Y L E B LU I L AT 2 — L OfF EREENA A5, S HIT
BEIXALT B X Wa, 707 ) CpEEOFEREME, MIIZ ) 7V R, BREABITCS
N LOFEREER LN 7 v — /L OF B RERIEHRD Hiv, #ERWE RS L 72 iTE

DEBEN SR INT, Ll 2 b0ATEEBEKE TIRIZIIZRO bk o7z,

—J7. 50 B LT 1000 mg/kg ¥ GREDOMETAST B X OT D U KA T 7 Z# —BOFEREHEN
b, T H DA OERMICITRRMERMENZ L OB MEENERITRNEZEZD
hﬁoiﬁ\%Omﬂgﬁﬁﬁ@ﬁﬁayfﬂfuVﬁ@%@ﬁﬁﬁ%ﬁ#mb%ﬂﬁ# RV’
FEHEPEO NN Lnh | BEFRNERITRVWEEZZ b,

FIRRAT R Cid, GBI TS 1000 mg/ke G DOMICEBOANEWKILB AL, 0D
A E— MR EE TA BTV 28R & ORFEMER S 2 bz,

HHEETIE., RGHIMBE TR 1000 mg/kg B 5 HOHE TITEOMS S LOMHERICAE
REE, Ei, BECRDZROMT R X UM EEOA BREMES A L, MBRWERS & RS
PEASRIME S Te, F 7o, PR HIHE TR 1T, MED PR AH T B B O A B AR & AR B,
B LTS Z &b, EEMREZRT LD LRI,

— . RGBT IRNC 1000 mg/kg HGREOLE T OBOMEXT EEOR B AR, B, K.
RROMMEEORFEREMERHZ LN TVD A, ZOLIEH R D OFREICAH B RARER 2 5
TWDZ LB EOFREE B2 ON, o, [EMIK TRHIS DI HEOFEIE DM
HEOH B RS L CHOBROMS EEOFTEREMIIOVWTEH, BHEHERITRAVWEE
z bz,

TRHAEA A AR A T, B GBI T RRICIFIRIC 1000 mg/kg #% G-REOME TREE 20/ NEE P
NTAIAEAN K 388 B AL, F 7z, 50 mg/kg LA O ERE Tl D/ NEREDMEREMLICHIBIR T &H 50
ITHENRO Oz, 2O kX, FFMREIENC LY FBORBTLENEL SN, 202 &1
250 mg/kg L EOEEREC/NERIUMIBEATER L TV D RN EZ bz, £/, T E
BB DHIBOM I LOFMREORE, ML FIREICSTHRE I L E BRI U=
L AT a— VEOA BRGSO, R ERGICEE LB~ DL EL b, L
AL, ERIARE 1S RO EROAAEDOHBH L, b OFRICEY 52kl
WEFIEE RS D L O EHERE I T,

2 iE, ARG HEOREM & b IR E R S ICBE L2 A3 bnzino T,
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Lk X 5z, BB B ICBh L 7= (ke LT, 50mg/kg A OB LR THEIZ Y 2 b
v URHE O ERER ., MEICITEO/NEBAMERE L O BIEAIRT & 2 WIXTHEER DO bt

250 mg/kg LL RO ERECIIREMECERE S BT S du, BEIZTEPE (LS b 2 o R 7T 2 F R
DR BIRERDTRD b,

1000 mg/kg = 5-F TIIREMIC FIER B S, REV A EVBIUa L A7 n—LOFER
WiE, HETES 21 BLU28 BICKREOARZKES L CEBEROFELmHE, Kol OFE R
BT AT BEWa, 727 ) U AHLLOFEREM. BHONEYIR. Bz ROt & O
SNEEROABERMKME, MIZ Y 7D ®) R REBBIXUIN YT AOREREER ORI o
— VORI, g L O ERICH B @i, FHgo s g O R
RKBBD Tz, B, ZaAbDOAEMIZITNT IS EHEMENGRD bz,

LER-T, KRBGETICBTAE /A Y ubt A F 74 Ly DEEEE (NOEL) 13T 10
mg/kg/day, WET 50 mg/kg/day &E X Liviz,

D E/2AYTurELNFT7E Ly B CEWER M RRT — 5. MSATBOEN BRI
T FAR R

2) Chemfinder

3) B/AYTRENTTELOTy MBS 14 AMRERODHEGHEME T
AR (SR 0535 2 P) REREBEE. Hhillatt AW MR (2008)
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Figure 1 Body weight of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)
* : Significantly different from the control group at p=0.05 (Dunnett's procedure)
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Figure 2 Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)
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Figure 3 Food consumption of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)

* : Significantly different from the control group at p=0.05 (Dunnett's procedure)
+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test)
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Figure 4 Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)
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Table 1  General appearance of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)

Administration period (day) Autopsy Recovery period (day) Autopsy
Group Findings 1-15 16 17-22 23 24 25 26,27 28 day 1 2-14 day
Control Number of animals examined 10 10 10 10 10 10 10 10 5 5 5 5
No abnormal findings 10 10 10 10 10 10 10 10 5 5 5 5
Isopropylnaphthalene Number of animals examined 5 5 5 5 5 5 5 5 5 - - -
10 mg/kg No abnormal findings 5 5 5 5 5 5 5 5 5 - - -
Isopropylnaphthalene Number of animals examined 5 5 5 5 5 S 5 5 5 - - -
50 mg/kg No abnormal findings 5 5 5 5 5 5 5 - - -
[sopropylnaphthalene Number of animals examined 5 5 5 5 5 5 5 5 5 - - -
250 mg/kg No abnormal findings 5 4 5 4 5 5 5 4 5 - - -
Salivation 0 0 0 1 0 0 0 1 0 - - -
Soft feces 0 1 0 1 0 0 0 0 0 - - -
Soil of perigenital fur 0 0 0 1 0 0 0 0 0 - - -
Isopropylnaphthalene Number of animals examined 10 10 10 10 10 10 10 10 5 5 5 5
1000 mg/kg No abnormal findings 10 10 10 10 9 6 8 8 2 4 5 5
Diarrhea 0 0 0 0 0 0 0 0 1 0 0 0
Salivation 0 0 0 0 1 2 0 0 0 0 0 0
Soft feces 0 0 0 0 0 2 2 2 2 1 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 [sopropylnaphthalene (SR05352)

Administration period (day) Autopsy Recovery period (day) Autopsy
Group Findings 1 23 4 514 15 16,17 18 19,20 21 22 23-27 28 day 1-14 day
Control Number of animals examined 10 10 10 10 10 10 10 10 10 10 10 10 5 5 5
No abnormal findings o 10 10 10 10 10 10 10 10 10 10 10 5 5 5
Isopropylnaphthalene Number of animals examined 5 5 5 5 5 5 5 5 5 5 5 5 5 - -
10 mg/kg No abnormal findings 5 5 5 5 5 5 5 5 5 5 5 5 5 - -
Isopropylnaphthalene Number of animals examined 5 5 5 5 5 5 5 5 5 5 5 5 5 - -
50 mg/kg No abnormal findings 5 5 5 5 5 5 5 5 5 5 5 5 5 - -
Isopropylnaphthalene Number of animals examined 5 5 5 5 5 5 5 5 5 5 5 5 5 - -
250 mg/kg No abnormal findings 5 5 5 5 4 5 5 5 5 5 5 5 5 - -
Soft feces 0 0 0 0 1 0 0 0 0 0 0 0 0 - -
Isopropylnaphthalene Number of animals examined 10 10 10 10 10 10 10 10 10 10 10 10 5 5 5
1000 mg/kg No abnormal findings 10 7 8 10 8 10 9 10 8 10 8 9 5 5 5
Salivation 0 0 0 0 0 0 0 0 2 0 2 1 0 0 0
Soft feces 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Soil of perigenital fur 0 3 2 0 1 0 1 0 0 0 0 0 0 0 0

Values are number of animals with findings.
- : Blank value.
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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 [sopropylnaphthalene (SR05352)

Stercotype Bizarrc bechavior
Number Respiratory Tremor/
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period  Group animals Catcgory 1 1 1 1 0 0 1
Pre Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 250 mg/kg 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10
Day 7 Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5

Isopropylnaphthalenc 250 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10
Day 14  Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10
Day 21 Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg

Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10
Day 28  Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5

Isopropylnaphthalenc 50 mg/kg 5 5 5 5 5

Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10

(to be continued)
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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 [sopropylnaphthalene (SR05352) (continued)

Stercotype Bizarrc bchavior
Number Tremor/
of Posture Ptosis Convulsion  Rolling Circling Selfmutilation

Period  Group animals Catcgory 1 1 1 0 0 1
R-Day 7 Control 5 5 5

Isopropylnaphthalene 1000 mg/kg 5 5 5
R-Day 14 Control 5 5 5

Isopropylnaphthalene 1000 mg/kg 5 5 5

Values are expressed as the number of animals.
Category : The category number observed in each item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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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 Isopropylnaphthalene (SR05352)

Number Pupil  Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period  Group animals Catcgory 1 1 2 1 1 1 1 1 1 1 1 2 1
Pre Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5 5 0
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5 5 0
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5 5 0
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Day 7 Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5 5 0
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5 5 0
Isopropylnaphthalenc 250 mg/kg 5 5 5 5 5 5 5 0
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Day 14  Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5 5 5 0
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5 5 5 0
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5 5 5 0
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Day 21 Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 0 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5 5 0
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5 5 0
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Day 28  Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5 5 5 0
Isopropylnaphthalenc 50 mg/kg 5 5 5 5 5 5 5 5 0
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5 5 5 1
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10

(to be continued)
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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 Isopropylnaphthalene (SR05352) (continued)

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

Period  Group animals Catcgory 1 1 2 1 1 1 1 1 1 1 1 2 1
R-Day 7 Control 5 S 5 5 5 5 5 5 5 5 5 5 0

Isopropylnaphthalene 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0
R-Day 14 Control 5 5 5 5 5 5 5 5 5 5 5 5 0

Isopropylnaphthalene 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The category number observed in each item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of recovery.

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



_9v_

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 Isopropylnaphthalene (SR05352)

Stercotype Bizarrc behavior
Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination = Defecation = Grooming Sniffing backward  tion pattern
Period  Group animals Catcgory 1 1 1 0 1 0 1 0 1 1 1 1
Pre Control 10 10 10 10 6 4 7 3 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 5 5 0 5 0 5
Isopropylnaphthalene 50 mg/kg 5 5 3 2 4 1 5
Isopropylnaphthalene 250 mg/kg 5 5 4 1 4 1 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 8 2 8 2 10 10 10 10 10
Day 7 Control 10 10 10 10 9 1 9 1 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 0 5 0 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 0 5 0 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 9 1 10 0 10 10 10 10 10
Day 14  Control 10 10 10 10 10 0 10 0 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 0 5 0 5 5 5 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 2 3 5 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 8 2 9 1 10 10 10 10 10
Day 21 Control 10 10 10 10 9 1 10 0 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 4 1 5 0 5 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 2 3 0 5 5 5 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 3 2 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 0 10 0 10 10 10 10 10
Day 28  Control 10 10 10 10 9 1 0 0 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 4 1 4 1 5 5 5 5
Isopropylnaphthalenc 50 mg/kg 5 5 5 5 4 1 5 0 5 5 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 4 1 5 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 0 9 1 10 10 10 10 10

(to be continued)
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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 I[sopropylnaphthalene (SR05352) (continued)

Stercotype Bizarrc bchavior
Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination = Defecation = Grooming Sniffing backward  tion pattern
Period  Group animals Catcgory 1 1 1 0 1 1 0 1 1 1 1
R-Day 7 Control 5 4 1 0 5
Isopropylnaphthalene 1000 mg/kg 5 5 0 0 5
R-Day 14 Control 5 5 0 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg S 5 0 0 5 5

Values are expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 21 : Day 21 of administration.
Day 28 : Day 28 of administration.

Day 14 : Day 14 of administration.

R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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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 [sopropylnaphthalene (SR05352)
Stercotype Bizarrc bchavior
Number Respiratory Tremor/
of Posture Ptosis pattern Convulsion  Rolling Circling Selfmutilation

Period  Group animals Catcgory 1 1 1 1 0 0 1
Pre Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 250 mg/kg 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10
Day 7 Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5

Isopropylnaphthalenc 250 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10
Day 14  Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10
Day 21 Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg

Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10
Day 28  Control 10 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5

Isopropylnaphthalenc 50 mg/kg 5 5 5 5 5

Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10

(to be continued)
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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 [sopropylnaphthalene (SR05352) (continued)

Stercotype Bizarrc bchavior
Number Tremor/
of Posture Ptosis Convulsion  Rolling Circling Selfmutilation

Period  Group animals 1 1 1 0 0 1
R-Day 7 Control 5 5 5

Isopropylnaphthalene 1000 mg/kg 5 5 5
R-Day 14 Control 5 5

Isopropylnaphthalene 1000 mg/kg 5 5

Values are expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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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 Isopropylnaphthalene (SR05352)

Number Pupil  Mucous Body
of Handling Treating Muscle tone Piloerection Fur Skin Eyes size membranes Lacrimation Salivation temperature
Period  Group animals Catcgory 1 1 2 1 1 1 1 1 1 1 1 2 1
Pre Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5 0 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Day 7 Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5 5 0 5
Isopropylnaphthalenc 250 mg/kg 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Day 14  Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Day 21 Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 0 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 9 1 10
Day 28  Control 10 10 10 10 10 10 10 10 10 10 10 10 0 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 5 5 5 5 5 0 5
Isopropylnaphthalenc 50 mg/kg 5 5 5 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 5 5 5 5 5 0 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10 10 10 10 10 10 0 10

(to be continued)
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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 [sopropylnaphthalene (SR05352) (continued)

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

Period  Group animals Catcgory 1 1 2 1 1 1 1 1 1 1 1 2 1
R-Day 7 Control 5 S 5 5 5 5 5 5 5 5 5 5 0 5

Isopropylnaphthalene 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
R-Day 14 Control 5 5 5 5 5 5 5 5 5 5 5 5 0 5

Isopropylnaphthalene 1000 mg/kg 5 5 5 5 5 5 5 5 5 5 5 5 0 5
Values are expressed as the number of animals. Day 7 : Day 7 of administration. R-Day 7 : Day 7 of recovery.
Category : The category number observed in each item. Day 14 : Day 14 of administration. R-Day 14 : Day 14 of recovery.

Day 21 : Day 21 of administration.
Pre : Pre-administration. Day 28 : Day 28 of administration.
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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 Isopropylnaphthalene (SR05352)

Stereotype Bizarrc behavior
Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination  Defecation  Grooming Sniffing backward  tion pattern
Period  Group animals Catcgory 1 1 1 0 1 0 1 0 1 1 1 1
Pre Control 10 10 10 10 10 0 o 0 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 1 5 0 5 5 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 0 5 0 5 5 5 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 0 5 0 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 0 9 1 10 10 10 10 10
Day 7 Control 10 10 10 10 9 1 10 0 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 4 1 5 0 5 5 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 0 0 5 5 5
Isopropylnaphthalenc 250 mg/kg 5 5 5 5 5 0 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 9 1 10 0 10 10 10 10 10
Day 14  Control 10 10 10 10 9 1 10 0 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 0 0 5 5 5 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 4 1 0 5 5 5 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 4 1 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 9 1 10 0 10 10 10 10 10
Day 21 Control 10 10 10 10 10 0 10 0 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 0 5 0 5 5
Isopropylnaphthalene 50 mg/kg 5 5 5 5 5 0 0 5 5 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 4 1 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 9 1 10 0 10 10 10 10 10
Day 28  Control 10 10 10 10 9 1 10 0 10 10 10 10 10
Isopropylnaphthalene 10 mg/kg 5 5 5 5 5 0 0 5 5 5 5
Isopropylnaphthalenc 50 mg/kg 5 5 5 5 5 0 0 5 5 5 5
Isopropylnaphthalene 250 mg/kg 5 5 5 5 5 0 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 10 10 10 10 9 1 10 0 10 10 10 10 10

(to be continued)
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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 Isopropylnaphthalene (SR05352) (continued)

Stercotype Bizarrc bchavior
Number Walking Vocaliza- Respiratory
of Convulsion Gait Arousal Urination  Defecation  Grooming Sniffing backward  tion pattern
Period Group animals 1 1 0 1 0 1 0 1 1 1 1
R-Day 7 Control 5 0 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 5 0 0 5 5 5 5
R-Day 14 Control 5 4 0 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 5 5 0 0 5 5 5 S

Values are expressed as the number of animals.

Category : The category number observed in each item.

Pre : Pre-administration.

Day 7 : Day 7 of administration.

Day 14 : Day 14 of administration.
Day 21 : Day 21 of administration.
Day 28 : Day 28 of administration.

R-Day 7 : Day 7 of recovery.
R-Day 14 : Day 14 of recovery.
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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 Isopropylnaphthalene (SR05352)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex

Period  Group animals 4 2 1 2 1 1
Week 4  Control 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5

Isopropylnaphthalene 50 mg/kg 5

Isopropylnaphthalene 250 mg/kg 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10
R-Week 2 Control 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 5 5

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 Isopropylnaphthalene (SR05352)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex

Period  Group animals 4 2 1 2 1 1
Week 4  Control 10 10 10 10 10 10 10

Isopropylnaphthalene 10 mg/kg 5 5 5 5

Isopropylnaphthalene 50 mg/kg 5

Isopropylnaphthalene 250 mg/kg 5

Isopropylnaphthalene 1000 mg/kg 10 10 10 10 10 10 10
R-Week 2 Control 5 5 5 5

Isopropylnaphthalene 1000 mg/kg 5 5

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 Isopropylnaphthalene (SR05352)

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

Period Group animals (g) (2) 0-10' 10'-20' 20'-30' 30-40' 40"-50' 50'-60' Total
Week 4 Control 10 Mean 1169.43 455.61 632.0 456.3 300.2 241.6 217.0 146.7 1993.8
S.D. 106.83 54.28 218.6 129.6 129.6 93.3 80.7 104.2 575.9

Isopropylnaphthalene 10 mg/kg 5 Mean 1154.98 542.06 488.6 368.4 231.6 189.4 121.8 111.0 1510.8

S.D. 193.82 61.28 190.8 138.5 1409 105.2 128.1 92.7 716.7

Isopropylnaphthalene 50 mg/kg 5 Mean 1189.28 488.32 621.6 511.4 389.6 289.8 257.0 241.2 2310.6

S.D.  107.08 108.21 1772 150.0 104.9 104.8 124.4 122.6 612.9

Isopropylnaphthalene 250 mg/kg 5 Mean 1219.34 494.26 682.6 480.4 340.4 219.4 122.0 136.2 1981.0

S.D. 81.82 63.34 182.5 91.6 124.5 141.5 91.4 88.4 693.9

Isopropylnaphthalene 1000 mg/kg 10 Mean 1231.26 470.86 487.3 329.8 254.7 226.8 190.3 952 1584.1

S.D. 157.91 66.66 201.1 151.7 118.7 128.1 104.6 127.6 705.7

R-week 2 Control 5 Mean 1698.94 582.94 651.8 488.6 280.4 112.6 45.6 8.4 1587.4
S.D.  297.10 60.31 1393 143.6 162.7 102.0 492 18.8 5345

Isopropylnaphthalenc 1000 mg/kg 5 Mcan 1487.80 468.56* 642.2 454.4 274.6 151.8 111.2 59.6 1693.8

S.D. 25537 85.79 129.5 127.8 81.8 120.6 99.1 66.1 553.6

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

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



_L(_:“_

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 Isopropylnaphthalene (SR05352)

Number Grip strength
of Forelimb  Hindlimb Motor activity measurements (count)
Period Group animals (g) (2) 0-10' 10'-20' 20'-30' 30-40' 40"-50' 50'-60' Total
Week4  Control 10 Mean  990.69 423.53 855.4 684.1 714.1 596.7 3959 376.9 3623.1
S.D. 54.01 84.89 256.5 123.8 441.4 366.9 209.3 280.8 1458.9
Isopropylnaphthalene 10 mg/kg 5 Mean  955.34 460.48 798.0 677.8 587.2 488.8 427.8 376.0 3355.6
S.D. 83.60 85.50 117.1 178.7 153.4 214.2 237.3 199.7 774.9
Isopropylnaphthalene 50 mg/kg 5 Mean  992.60 381.72 676.6 549.2 356.2+  281.0+ 221.0 2234 2307.4+
S.D. 37.27 86.50 86.6 100.7 139.7 132.6 83.4 129.1 492.5
Isopropylnaphthalene 250 mg/kg 5 Mean 1098.00 433.42 564.6* 468.2* 391.2+ 347.2 261.6 190.6 2223 4++
S.D. 158.79 80.08 115.6 78.7 71.5 114.8 76.2 973 388.0
Isopropylnaphthalene 1000 mg/kg 10 Mean  963.44 411.28 617.6* 514.3* 405.1+ 365.5+ 311.0 259.1 2472.6+
S.D. 116.16 88.64 171.8 155.2 193.7 171.2 2104 167.2 882.1
R-week 2 Control 5 Mean 1190.52 442 .46 832.8 659.6 569.4 431.8 3712 351.6 32164
S.D. 186.53 88.48 207.7 176.9 150.9 102.2 135.1 127.1 629.7
Isopropylnaphthalenc 1000 mg/kg 5 Mcan 1304.80 419.00 832.0 558.6 522.8 405.0 274.8 3142 2907.4
S.D. 152.22 70.58 272.1 110.7 1194 1224 170.8 243.8 921.6

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

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

+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test).

++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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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 Isopropylnaphthalene (SR05352)

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 7 14 21 28 g % 7 14 g %
&) &) (% (%
Control 10 Mean 2113 265.8 3254 3759 407.9 196.6 93.159 436.2 461.2 574 14.234
S.D. 9.8 11.4 17.2 22.8 28.5 25.6 11.780 383 42.9 8.3 1.784
Isopropylnaphthalene 5 Mean  213.8 2712 336.4 394.0 434.6 220.8  103.594 - - - -
10 mg/kg S.D. 8.7 11.3 8.9 8.7 7.4 133 10.432 - - - -
Isopropylnaphthalene 5 Mean  209.0 2634 318.8 366.6 397.0 188.0 90.208 - - - -
50 mg/kg S.D. 15.4 18.7 21.0 21.1 25.7 15.9 8.821 - - - -
Isopropylnaphthalene 5 Mean  215.6 270.4 336.2 384.6 416.6 201.0 93.144 - - - -
250 mg/kg S.D. 7.6 10.5 18.3 255 314 26.7 10.825 - - - -
&) &) (%) &)
Isopropylnaphthalene 10 Mean  211.7 248.9 3034 345.3% 368.7* 157.0%*  73.797** 420.4 460.4 79.0%  20.754%**
1000 mg/kg S.D. 12.2 21.7 31.7 359 42.5 32.7 12.422 45.8 52.0 13.4 2.979

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.



Table 14  Body weight of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)

_69_

Number Body weight (g) Body weight gain Body weight (g) Body weight gain
of Administration period (day) 1-28 Recovery period (day) 0-14
Group animals 1 7 14 21 28 g % 7 14 g %
&) &) (% (%
Control 10 Mean  160.2 179.0 199.2 219.7 237.2 77.0 47.940 249.8 260.2 194 8.112
S.D. 8.1 10.3 15.1 18.8 229 18.1 10.521 19.0 17.5 5.0 2.394
Isopropylnaphthalene 5 Mean 156.8 180.6 204.6 2182 236.6 79.8 50.514 - - - -
10 mg/kg S.D. 10.3 12.4 17.9 30.9 31.6 232 12.068 - - - -
Isopropylnaphthalene 5 Mean 162.6 177.4 203.8 221.8 2384 75.8 46.472 - - - -
50 mg/kg S.D. 9.0 10.3 13.9 17.3 20.5 13.1 6.504 - - - -
Isopropylnaphthalene 5 Mean 160.6 179.0 206.2 224.0 235.2 74.6 46.438 - - - -
250 mg/kg S.D. 5.8 10.2 10.3 12.2 154 12.7 7.707 - - - -
&) &) (%) &)
Isopropylnaphthalene 10 Mean 1543 174.7 198.8 215.6 231.8 77.5 50.072 242.4 252.0 17.4 7.584
1000 mg/kg S.D. 10.0 14.0 16.0 17.5 214 13.1 6.400 15.1 12.0 7.8 3.686

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 Isopropylnaphthalene (SR05352)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
) 5)
Control 10 Mean  24.80 22.16 22.17 22.32 20.11 25.96 27.70
S.D. 2.20 1.39 2.09 2.30 2.08 2.11 1.66
Isopropylnaphthalene 5 Mean  25.80 22.96 23.68 23.96 22.06 - -
10 mg/kg S.D. 1.30 0.61 1.21 1.98 2.56 - -
Isopropylnaphthalene 5 Mean  24.40 22.26 22.34 22.58 20.20 - -
50 mg/kg S.D. 241 1.47 1.77 2.06 2.70 - -
Isopropylnaphthalene 5 Mean  25.40 22.92 24.16 24.24 2222 - -
250 mg/kg S.D. 1.52 1.09 1.81 1.64 2.27 - -
(5) (5)
Isopropylnaphthalene 10 Mean  24.50 19.32+ 23.47 25.29% 23.36% 28.26 29.90
1000 mg/kg S.D. 2.12 2.63 293 2.59 2.78 2.82 2.75

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 =0.05 (Mann-Whitney's U-test).
- : Blank value.



Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)

_19_

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
) 5)
Control 10 Mean 17.50 14.61 14.27 14.67 14.52 17.88 19.94
S.D. 3.37 1.39 1.74 1.97 1.84 1.32 1.47
Isopropylnaphthalene 5 Mean 15.60 15.46 15.60 15.12 15.44 - -
10 mg/kg S.D. 2.70 1.83 2.90 4.25 2.63 - -
Isopropylnaphthalene 5 Mean 18.40 14.84 15.22 14.84 14.98 - -
50 mg/kg S.D. 1.67 1.51 1.58 1.30 2.28 - -
Isopropylnaphthalene 5 Mean 18.20 14.22 14.86 14.44 14.24 - -
250 mg/kg S.D. 1.64 1.14 1.06 0.90 0.93 - -
(5) (5)
Isopropylnaphthalene 10 Mean 15.60 13.98 15.76 16.19 16.39 19.74 20.28
1000 mg/kg S.D. 1.90 1.50 2.04 1.83 2.10 1.67 1.07

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 Isopropylnaphthalene (SR05352)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 60 65 70 75 80 85 + +  ++ — - 0.1 EU/dL - — +
Control 10 0 0 0 1 0 9 0 7 3 10 10 10 10 9 1
Isopropylnaphthalene 10 mg/kg 5 0 0 0 0 1 4 1 4 0 5 5 5 5 5 0
Isopropylnaphthalene 50 mg/kg 5 0 0 0 0 2 3 1 2 2 5 5 5 5 5 0
Isopropylnaphthalene 250 mg/kg 5 0 0 0 0 4 1 0 4 1 5 5 5 5 5 0
Isopropylnaphthalene 1000 mg/kg 10 |: 2 1 1 0 6 0 :|++ 1 2 7 10 10 10 10 10 0
Urine
Number Specific gravity volume
of Color 1.011-1.021-1.031-1.041- 1.051= (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 mean=S.D.)
Control 10 10 0 1 3 2 4 10.60+ 6.10
Isopropylnaphthalenc 10 mg/kg 5 5 0 0 2 0 3 10.00+ 2.87
Isopropylnaphthalene 50 mg/kg 5 5 1 0 0 0 4 12.70 £ 10.90
Isopropylnaphthalene 250 mg/kg 5 5 0 1 0 2 2 13.80+ 8.05
Isopropylnaphthalene 1000 mg/kg 10 10 0 1 0 6 3 16.55+ 5.81

Values are number of animals with findings.
—; Normal, +; Slight, +; Moderate, ++; Severe.
Color : A; Pale yellow or yellow.

[ J++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).



_89_

Table 18  Urinary findings of female rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 6.0 65 7.0 75 80 85 - + + ++ - - 0.1 EU/dL - — +
Control 10 2 0 0 0 4 4 5 2 2 1 10 10 10 10 10 0
Isopropylnaphthalene 10 mg/kg 5 0 0 0 0 2 3 3 0 2 0 5 5 5 5 5 0
Isopropylnaphthalene 50 mg/kg 5 0 0 0 0 1 4 1 2 1 1 5 5 5 5 4 1
Isopropylnaphthalene 250 mg/kg 5 0 0 0 2 2 1 3 0 1 1 5 5 5 5 5 0
Isopropylnaphthalene 1000 mg/kg 10 1 0 2 3 2 2 6 1 3 0 10 10 10 10 10 0
Urine
Number Specific gravity volume
of Color 1.011-1.021-1.031-1.041- 1.051 = (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 mean+S.D.)
Control 10 10 2 2 2 0 4 1245+ 11.22
Isopropylnaphthalene 10 mg/kg 5 5 0 1 3 0 1 770+ 222
Isopropylnaphthalene 50 mg/kg 5 5 0 0 1 1 3 620+ 1.44
Isopropylnaphthalene 250 mg/kg 5 5 0 1 1 2 1 930+ 4.04
Isopropylnaphthalene 1000 mg/kg 10 10 0 1 6 1 2 1590+ 4.82

Values are number of animals with findings.
—; Normal, +; Slight, +; Moderate, ++; Severe.
Color : A; Pale yellow or yellow.
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Table 19  Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of Isopropylnaphthalene (SR05352)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 8.0 8.5 - x4+ 4+t - — 0.1 EU/dL - -
Control 5 1 4 0 2 3 0 5 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 5 0 5 0 0 4 1 5 5 5 5 5
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 5 5 1 1 0 3 16.70 £ 6.66
Isopropylnaphthalenc 1000 mg/kg 5 5 0 1 2 2 15.40 £ 6.59

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 Isopropylnaphthalene (SR05352)

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 5 0 1 4 2 1 2 0 5 5 5 5 5
Isopropylnaphthalene 1000 mg/kg 5 2 0 3 2 1 1 1 5 5 5 5 5
Urine
Number Specific gravity volume
of Color 1.011-1.021-1.031-1.041- 1.051=  (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 mean+S.D.)
Control 5 5 0 1 1 3 0 1730+ 15.53
Isopropylnaphthalenc 1000 mg/kg 5 5 1 2 1 0 1 26.20 £25.43

Values are number of animals with findings.
—; Normal, +; Slight, +; Moderate, ++; Severe.
Color : A; Pale yellow or yellow.
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10 uL % g/dL fL rg g/dL 10%/ uL 10% ne
Control 5 Mean 805.0 47.04 16.60 58.50 20.66 35.30 1158 119.00
S.D. 29.5 1.73 0.42 2.90 0.80 0.52 41.6 10.85
Isopropylnaphthalene 5 Mean 802.8 46.58 16.64 58.12 20.78 35.74 124.2 119.34
10 mg/kg S.D. 49.3 1.30 0.43 2.27 0.81 0.56 26.4 13.90
Isopropylnaphthalene 5 Mean 802.8 46.82 16.64 58.36 20.72 35.54 156.0 123.66
50 mg/kg S.D. 325 1.33 0.35 1.44 0.54 0.44 46.4 17.15
Isopropylnaphthalene 5 Mean 794.8 45.44 16.06 57.18 20.18 35.36 129.2 112.86
250 mg/kg S.D. 19.3 1.22 0.63 1.56 0.56 0.71 254 15.48
Isopropylnaphthalene 5 Mean 820.8 46.58 16.40 56.78 19.98 35.18 135.0 120.38
1000 mg/kg S.D. 25.2 0.46 0.35 1.46 0.33 0.50 41.8 5.77

(to be continued)
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Table 21  Hematological findings of male rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352) (continued)

Reticulo- Differential count of WBC %
cyte PT APTT Neutrophil Lympho-
Group %o sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control Mean 234 17.06 25.18 1.04 13.60 0.24 0.00 1.76 83.36 0.00
S.D. 33 0.90 2.75 0.73 11.37 0.36 0.00 0.83 12.24 0.00
Isopropylnaphthalene Mean 222 18.40 26.22 1.12 12.40 1.04 0.00 2.72 82.72 0.00
10 mg/kg S.D. 4.0 2.22 2.94 0.66 3.38 0.78 0.00 1.34 4.39 0.00
Isopropylnaphthalene Mean 24.6 20.08+ 27.76 1.36 11.44 0.96 0.00 2.32 83.92 0.00
50 mg/kg S.D. 34 1.92 3.26 0.61 3.05 0.83 0.00 0.66 247 0.00
Isopropylnaphthalene Mean 26.8 24.32 35.12% 1.12 10.56 0.72 0.00 2.56 85.04 0.00
250 mg/kg S.D. 3.7 7.21 9.09 0.33 2.13 0.66 0.00 1.04 3.46 0.00
Isopropylnaphthalene Mean 25.8 20.60 34.16* 0.88 10.96 0.64 0.08 2.56 84.88 0.00
1000 mg/kg S.D. 5.8 3.39 4.26 0.33 4.64 0.78 0.18 1.28 5.14 0.00

* ; Significantly different from the control group at p=0.05 (Dunnett's procedure).
+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test).
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Table 22 Hematological findings of female rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10 uL % g/dL fL rg g/dL 10%/ uL 10% ne
Control 5 Mean 770.8 43.94 15.88 57.04 20.62 36.14 86.2 118.38
S.D. 28.7 1.95 0.56 2.65 0.64 0.71 24.7 5.87
Isopropylnaphthalene 5 Mean 804.4 4438 1592 55.18 19.80 35.88 88.8 119.98
10 mg/kg S.D. 14.0 1.58 0.44 1.17 0.34 0.43 8.0 10.09
Isopropylnaphthalene 5 Mean 772.0 43.32 15.66 56.12 20.28 36.18 89.6 117.06
50 mg/kg S.D. 27.3 2.01 0.70 2.06 0.60 0.48 19.9 17.27
Isopropylnaphthalene 5 Mean 795.8 44.56 16.00 56.00 20.06 35.90 103.2 107.14
250 mg/kg S.D. 23.6 1.95 0.83 1.21 0.48 0.75 19.6 5.56
Isopropylnaphthalene 5 Mean 775.2 43.04 15.34 55.62 19.84 35.64 83.8 122.74
1000 mg/kg S.D. 51.1 1.46 0.65 1.99 0.76 0.48 16.4 26.66

(to be continued)
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Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %o sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 5 Mean 24.0 16.70 20.18 1.12 12.32 1.04 0.00 1.68 83.84 0.00
S.D. 5.6 0.43 0.82 0.33 3.78 0.83 0.00 0.87 3.75 0.00
Isopropylnaphthalene 5 Mean 28.6 16.34 19.46 1.04 13.84 0.56 0.00 2.24 82.32 0.00
10 mg/kg S.D. 5.5 0.98 1.09 0.61 491 0.67 0.00 1.00 5.83 0.00
Isopropylnaphthalene 5 Mean 23.6 16.68 19.94 0.56 10.96 0.56 0.08 3.12 84.72 0.00
50 mg/kg S.D. 4.2 0.27 1.80 0.36 5.72 0.46 0.18 1.37 7.13 0.00
Isopropylnaphthalene 5 Mean 26.4 16.20 21.48 1.04 9.28 0.88 0.08 1.52 87.20 0.00
250 mg/kg S.D. 7.3 0.68 1.18 0.78 2.96 0.52 0.18 1.31 4.72 0.00
Isopropylnaphthalene 5 Mean 334 16.20 20.00 0.64 11.76 1.04 0.08 2.56 83.92 0.00

1000 mg/kg S.D. 7.4 0.80 0.55 0.46 5.60 0.73 0.18 1.15 5.90 0.00
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Table 23  Hematological findings of male rats in 14-day recovery test following 28-day repeated oral dose of Isopropylnaphthalene (SR05352)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10 uL % g/dL fL rg g/dL 10%/ uL 10% ne
Control 5 Mean 866.4 48.16 16.86 55.62 19.48 35.04 147.4 134.14
S.D. 14.3 1.92 0.34 2.69 0.59 0.81 51.2 28.33
Isopropylnaphthalene 5 Mean 848.6 46.50 16.24 54.84 19.14 34.94 127.2 111.68
1000 mg/kg S.D. 56.8 2.45 0.90 0.85 0.56 0.73 304 7.71
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 5 Mean 254 19.16 26.22 0.32 8.48 1.04 0.08 2.40 87.68 0.00
S.D. 1.3 2.10 3.36 0.33 5.34 0.46 0.18 0.63 5.78 0.00
Isopropylnaphthalene 5 Mean 33.0 17.04 23.80 0.96 10.96 1.04 0.00 2.16 84.88 0.00

1000 mg/kg S.D. 6.1 1.43 1.35 0.61 6.32 0.83 0.00 1.08 6.50 0.00
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Table 24  Hematological findings of female rats in 14-day recovery test following 28-day repeated oral dose of Isopropylnaphthalene (SR05352)

Number
of RBC Ht Hb MCV MCH MCHC WBC Platelet
Group animals 10 uL % g/dL fL rg g/dL 10%/ uL 10% ne
Control 5 Mean 810.6 43.02 16.44 53.10 20.28 38.22 89.2 114.86
S.D. 213 0.77 0.26 1.56 0.38 0.70 234 6.33
Isopropylnaphthalene 5 Mean 804.0 43.92 16.60 54.64 20.64 37.80 100.0 117.28
1000 mg/kg S.D. 19.5 1.32 0.49 1.36 0.34 0.62 13.8 7.58
Number Reticulo- Differential count of WBC %
of cyte PT APTT Neutrophil Lympho-
Group animals %0 sec sec Stab form Segmented Eosinophil Basophil Monocyte cyte Others
Control 5 Mean 29.6 16.74 19.48 0.64 8.08 0.88 0.00 1.04 89.36 0.00
S.D. 6.4 0.73 1.76 0.36 3.27 0.44 0.00 0.78 3.68 0.00
Isopropylnaphthalene 5 Mean 26.0 16.84 19.44 0.64 6.48 1.36 0.00 1.20 90.32 0.00

1000 mg/kg S.D. 4.9 1.05 1.39 0.54 1.43 0.83 0.00 0.63 0.87 0.00
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352)

Protein fraction %

TP Albumin A/G Globulin AST ALT ALP vy -GTP T-Bil
Group g/dL g/dL ratio Albumin o s B 0 IU/L Iu/L IU/L IU/L mg/dL
Control Mean 5.60 2.970 1.128 52.92 19.44 7.68 16.26 3.70 67.0 29.0 775.2 0.70 0.048
S.D. 0.19 0.124 0.079 1.66 3.10 1.10 1.35 1.27 4.5 4.1 306.2 0.35 0.011
Isopropylnaphthalene Mean 5.70 2.986 1.104 52.46 20.72 7.68 15.94 3.20 60.2 23.8 707.8 0.80 0.042
10 mg/kg S.D. 0.07 0.121 0.084 1.94 2.53 0.29 0.44 0.62 4.8 4.5 200.1 0.45 0.015
Isopropylnaphthalene Mean 5.60 2.976 1.134 53.12 19.80 7.54 16.18 3.36 69.8 27.0 693.4 0.46 0.058
50 mg/kg S.D. 0.19 0.093 0.073 1.61 1.41 0.93 0.51 0.66 7.4 4.2 117.0 0.39 0.013
Isopropylnaphthalene Mean 5.58 2.924 1.108 52.46 21.02 7.86 15.98 2.68 60.8 28.0 728.0 0.52 0.084%
250 mg/kg S.D. 0.16 0.122 0.094 2.11 1.42 0.39 0.94 0.43 43 1.9 205.5 0.13 0.034
Isopropylnaphthalene Mean 542 2.934 1.188 54.26 18.28 8.92% 15.66 2.88 71.4 46.4** 6374 0.78 0.098**
1000 mg/kg S.D. 0.29 0.136 0.098 2.04 2.29 0.64 1.23 0.66 8.3 8.6 78.5 0.64 0.013

* ; 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).

(to be continued)
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352) (continued)

Number
of Glucose T-Cho TG UN Crea Na K Cl Ca iy
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEq/L mg/dL mg/dL
Control 5 Mean 168.0 61.0 37.2 9.70 0.552 143.4 5.092 103.4 9.64 8.28
S.D. 243 49 12.8 0.63 0.044 1.1 0.247 2.5 0.23 0.35
Isopropylnaphthalene 5 Mean 175.4 66.0 57.2 9.30 0.518 143.4 5.182 103.0 9.86 8.94
10 mg/kg S.D. 10.9 5.4 388 1.83 0.020 2.1 0.289 0.7 0.21 0.78
Isopropylnaphthalene 5 Mean 173.8 66.0 59.6 9.36 0.514 143.0 4.960 103.2 9.92 8.36
50 mg/kg S.D. 7.9 17.1 26.4 1.11 0.026 1.0 0.270 0.4 0.41 0.88
Isopropylnaphthalene 5 Mean 166.2 68.6 73.0 9.80 0.528 144.0 4.922 102.6 10.08 8.60
250 mg/kg S.D. 28.8 9.9 59.7 0.39 0.034 0.7 0.444 1.1 0.28 0.65
Isopropylnaphthalene 5 Mean 148.4 86.0%* 32.0 10.04 0.522 143.6 4.974 103.0 9.84 8.30
1000 mg/kg S.D. 255 11.7 18.0 1.41 0.016 0.5 0.275 0.7 042 0.54

** : Significantly different from the control group at p =0.01 (Dunnett's procedure).
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352)

Protein fraction %

TP Albumin A/G Globulin AST ALT ALP vy -GTP T-Bil
Group g/dL g/dL ratio Albumin o s B 0 IU/L Iu/L IU/L IU/L mg/dL
Control Mean 5.70 3.238 1.320 56.88 16.22 7.02 15.52 4.36 71.2 24.6 505.6 0.86 0.060
S.D. 0.32 0.149 0.059 1.15 1.70 0.81 1.26 1.17 15.5 44 82.7 0.26 0.016
Isopropylnaphthalene Mean 5.78 3.222 1.264 55.74 16.42 6.62 15.96 5.26 63.6 22.8 358.2 1.00 0.048
10 mg/kg S.D. 0.13 0.064 0.099 1.96 1.42 0.56 1.38 0.61 2.5 1.8 55.1 0.16 0.008
Isopropylnaphthalene Mean 5.98 3.466 1.390 57.94 17.26 6.24 14.52 4.04 53.0+ 21.6 300.8* 1.06 0.072
50 mg/kg S.D. 0.16 0.270 0.174 3.06 142 0.36 0.66 1.37 6.7 4.6 87.7 0.27 0.008
Isopropylnaphthalene Mean 6.02 3.366 1.266 55.84 18.94* 6.24 14.92 4.06 59.6 234 338.6 0.98 0.090
250 mg/kg S.D. 0.33 0.198 0.075 1.51 1.99 0.46 0.65 0.38 10.7 4.1 164.8 0.16 0.024
Isopropylnaphthalene Mean 6.18* 3.452 1.272 55.94 18.08 7.06 15.18 3.74 53.4++ 338 335.2% 1.50 0.170++
1000 mg/kg S.D. 0.36 0.191 0.090 1.71 1.16 0.79 0.56 1.05 5.4 10.1 82.2 0.76 0.062

* ; Significantly different from the control group at p =0.05 (Dunnett's procedure).
+ : Significantly different from the control group at p =0.05 (Mann-Whitney's U-test).
++ : Significantly different from the control group at p =0.01 (Mann-Whitney's U-test).

(to be continued)
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352) (continued)

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 mEq/L mEq/L mEq/L mg/dL mg/dL
Control 5 Mean 132.2 54.2 8.6 12.90 0.556 142.6 4.358 105.6 9.62 6.70
S.D. 15.4 17.8 42 1.68 0.018 1.1 0.076 1.1 0.23 0.16
Isopropylnaphthalene 5 Mean 143.0 56.6 9.8 12.62 0.550 143.0 4.550 106.6 9.58 6.88
10 mg/kg S.D. 10.5 11.0 55 2.58 0.035 0.7 0.166 1.5 0.22 0.67
Isopropylnaphthalene 5 Mean 144.0 67.6 18.8 12.42 0.538 142.0 4.738 105.0 9.74 7.08
50 mg/kg S.D. 14.1 14.9 10.0 1.16 0.041 1.4 0.341 1.6 0.26 0.85
Isopropylnaphthalene 5 Mean 137.2 58.0 12.4 12.66 0.534 141.4 4.604 104.8 9.70 6.98
250 mg/kg S.D. 25.1 11.9 6.7 3.25 0.021 0.5 0.278 1.1 0.21 0.47
Isopropylnaphthalene 5 Mean 1184 114.6** 26.8* 10.98 0.558 141.4 4.774 103.2% 10.06* 6.76
1000 mg/kg S.D. 14.1 22.8 17.1 2.13 0.023 1.5 0.286 1.3 0.15 0.71

* ; 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 27  Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of [sopropylnaphthalene (SR05352)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP y -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o s B 0 IU/L Iu/L IU/L IU/L mg/dL
Control 5 Mean 5.96 3.044 1.046 51.02 21.44 7.30 16.74 3.50 72.0 27.0 479.4 0.38 0.074
S.D. 0.38 0.199 0.083 1.99 1.97 1.27 0.44 0.42 4.7 2.8 95.0 0.25 0.011
Isopropylnaphthalene 5 Mean 5.76 2.924 1.036 50.78 20.86 8.16 16.76 3.44 69.2 26.8 408.8 0.42 0.052
1000 mg/kg SD. 0.21 0.114 0.075 1.79 3.81 0.96 1.42 0.74 8.4 1.3 60.4 0.33 0.019
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca Ip
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEqg/L mg/dL mg/dL
Control 5 Mean 169.4 72.2 41.6 14.32 0.566 144.0 4.832 105.6 9.76 7.98
S.D. 14.0 3.5 25.1 2.20 0.061 1.0 0.401 1.7 0.13 0.80
Isopropylnaphthalene 5 Mean 160.6 65.6 47.8 13.36 0.576 144.4 4.636 105.8 9.76 8.00
1000 mg/kg S.D. 6.1 5.7 13.8 1.08 0.021 0.9 0.195 0.4 0.27 0.29
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Table 28  Biochemical findings of female rats in 14-day recovery test following 28-day repeated oral dose of Isopropylnaphthalene (SR05352)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP y -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o s B 0 IU/L Iu/L IU/L IU/L mg/dL
Control 5 Mean 6.36 3.392 1.144 53.32 20.60 6.10 15.74 4.24 61.0 20.4 310.4 0.96 0.076
S.D. 0.26 0.186 0.062 1.41 1.03 1.32 1.62 0.29 104 33 924 0.27 0.013
Isopropylnaphthalene 5 Mean 6.66 3.626 1.204 54.44 21.54 5.36 14.22 4.44 54.2 20.4 226.8 0.86 0.082
1000 mg/kg SD. 0.17 0.205 0.128 2.70 2.29 0.30 1.00 1.24 5.5 2.5 344 0.21 0.016
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca Ip
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEqg/L mg/dL mg/dL
Control 5 Mean 126.6 84.0 8.0 16.00 0.560 143.4 4.540 107.2 10.10 8.10
S.D. 6.7 16.7 32 2.20 0.034 1.3 0.340 1.5 0.14 0.20
Isopropylnaphthalene 5 Mean 147.4 90.4 14.4 15.82 0.574 142.8 4.462 107.0 10.16 7.64
1000 mg/kg S.D. 24.2 15.0 6.3 3.03 0.021 1.3 0.521 1.4 0.38 0.66




_8L_

Table 29  Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)

End of administration End of recovery
Isopropylnaphthalene (mg/kg) Isopropylnaphthalene (mg/kg)
Ttem Control 10 50 250 1000 Control 1000
Number of animals examined 5 5 5 5 5 5 5
No abnormal findings 5 5 5 5 1 5 5
Cecum : Softening, contents 0 0 0 0 4 0 0

Values are expressed as the number of animals.
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Table 30 Gross findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Isopropylnaphthalene (SR05352)

End of administration End of recovery
Isopropylnaphthalene (mg/kg) Isopropylnaphthalene (mg/kg)
Ttem Control 10 50 250 1000 Control 1000
Number of animals examined 5 5 5 5 5 5 5
No abnormal findings 5 5 5 5 5 5 5

Values are expressed as the number of animals.



Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352)
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Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107
Control 5 Mean 3928 13.260 3.370 2.928 0.746 0.610 0.158 1.322 0.334 2.130 0.544 11.84 3.018
S.D. 18.8 1.360 0.222 0.221 0.048 0.066 0.022 0.081 0.018 0.096 0.009 2.13 0.563

Isopropylnaphthalene 5 Mean 4124 13.816 3.354 2.958 0.718 0.618 0.148 1.368 0.330 2.064 0.502++ 11.76 2.856

10 mg/kg S.D. 8.5 0.371 0.139 0.221 0.052 0.045 0.013 0.127 0.024 0.075 0.020 1.31 0.347
Isopropylnaphthalene 5 Mean 377.0 13.388 3.546 2.804 0.742 0.620 0.164 1.284 0.344 2.052 0.544 11.56 3.070
50 mgrkg S.D. 26.6 1.267 0.113 0.191 0.022 0.098 0.021 0.085 0.015 0.083 0.029 2.03 0.537
Isopropylnaphthalene 5 Mean 394.6 14.610 3.698 3.138 0.800 0.642 0.162 1.388 0.352 2.096 0.532 13.22 3.374
250 mg/kg S.D. 29.7 2.006 0.374 0.191 0.051 0.085 0.020 0.098 0.028 0.063 0.048 1.55 0.578

Isopropylnaphthalene 5 Mean  326.6** 12.514 3.804 2.740 0.840* 0.504 0.156 1.108* 0.342 1.994 0.616+ 10.24 3.152
1000 mg/kg S.D. 36.2 2.614 0.377 0.305 0.067 0.100 0.040 0.113 0.011 0.076 0.052 1.24 0.358

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

+ : Significantly different from the control group at p=0.05 (Mann-Whitney's U-test).

++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 31  Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of Isopropylnaphthalene (SR05352) (continued)

Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 10°% mg 10°% mg 10°% g % g % mg 10°% g %
Control 5 Mean 508.0 129.864 18.52 4.698 54.2 13.832 3.056 0.780 0.912 0.232 507.4 129.110 1.356 0.344
S.D. 156.9 41.843 3.23 0.663 3.7 1.221 0.078 0.051 0.120 0.033 62.6 14.602 0.150 0.030
Isopropylnaphthalene 5 Mean 5784 140.548 17.88 4332 55.2 13.388 3.074 0.744 0.862 0.210 440.4 106.840 1.270 0.306
10 mg/kg S.D. 130.0 33.477 3.52 0.834 52 1.258 0.216 0.050 0.060 0.014 82.1 20.041 0.352 0.081
Isopropylnaphthalene 5 Mean 509.6 135.690 18.52 4,942 53.8 14.258 3.084 0.820 0.906 0.240 412.8*  109.364 1.318 0.350
50 mg/kg S.D. 1122 30.166 3.18 0.968 9.9 2417 0.223 0.041 0.051 0.012 443 6.605 0.164 0.045
Isopropylnaphthalene 5 Mean 6260 159.378 17.62 4.486 48.0 12.214 3.290 0.838 0.876 0.224 439.2 112.084 1.350 0.342
250 mg/kg S.D. 1075 29.167 3.09 0.874 23 0.992 0.260 0.091 0.025 0.015 49.6 17.019 0.321 0.073
Isopropylnaphthalene 5 Mean 4456 134.846 16.34 5.048 48.6 14.868 3.028 0.932**  0.806 0.250 310.2%*  95402%*  1.070 0.326
1000 mg/kg S.D. 12638 25.440 1.84 0.727 6.8 0.936 0.123 0.088 0.094 0.029 27.6 8.377 0.129 0.030

* . 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).
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Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 1079
Control 5 Mean 222.0 7.122 3.196 1.728 0.780 0.432 0.196 0.854 0.386 1.906 0.868 12.82 5.728
S.D. 28.3 1.205 0.149 0.176 0.029 0.056 0.019 0.057 0.027 0.075 0.092 2.92 0.653

Isopropylnaphthalene 5 Mean 223.0 7.120 3.194 1.702 0.768 0.460 0.208 0.822 0.368 1.898 0.864 11.88 5.424
10 mg/kg S.D. 304 1.015 0.140 0.182 0.070 0.078 0.016 0.080 0.024 0.076 0.112 1.39 1.029

Isopropylnaphthalene 5 Mean 225.0 7.332 3.268 1.734 0.772 0.420 0.186 0.914 0.406 1.938 0.864 13.00 5.836
50 mg/kg S.D. 18.3 0.491 0.202 0.102 0.065 0.077 0.034 0.058 0.013 0.083 0.066 1.64 1.115

Isopropylnaphthalene 5 Mean 223.8 7.762 3.462 1.824 0.816 0.478 0.212 0.820 0.366 1.880 0.842 12.76 5.724
250 mg/kg S.D. 13.5 0.925 0.254 0.178 0.075 0.070 0.024 0.056 0.011 0.094 0.073 1.72 0.899

Isopropylnaphthalene 5 Mean 208.8 9.162* 4.382** 1,770 0.848 0.398 0.192 0.812 0.390 1.846 0.890 11.52 5.554
1000 mg/kg S.D. 215 1.272 0.322 0.115 0.045 0.052 0.013 0.043 0.021 0.044 0.098 1.32 0.745

* . Significantly different from the control group at p=0.05 (Dunnett's prosedure). (to be continued)
** . 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 Isopropylnaphthalene (SR05352) (continued)

Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 10°% mg 10°% mg 10°% mg 10°% g %
Control 5 Mean 5074  229.894 12.46 5.618 72.4 32.796 91.4 41.302 0.574 0.264
S.D. 121.7 50.227 2.69 1111 10.1 4.657 11.3 3.418 0.157 0.084
Isopropylnaphthalene 5 Mean 493.8 221.310 13.72 6.248 68.4 31.018 91.0 40.742 0.498 0.230
10 mg/kg S.D. 120.8 47.284 2.30 1.307 9.5 5.028 152 3.422 0.119 0.071
Isopropylnaphthalene 5 Mean 4684  208.278 15.46 6.912 65.4 29.126 87.8 39.380 0.436 0.194
50 mg/kg S.D. 76.4 33.003 4.71 2.334 6.4 2.557 9.5 6.669 0.050 0.035
Isopropylnaphthalene 5 Mean 471.8 211.064 14.80 6.620 64.6 28.964 90.8 40.724 0.458 0.204
250 mg/kg S.D. 70.6 31.818 2.73 1.218 3.9 2.620 12.3 6.224 0.120 0.049
Isopropylnaphthalene 5 Mean 4152 199.784 14.10 6.824 62.6 29.960 85.6 40.700 0.666 0.328

1000 mg/kg S.D. 61.7 32.665 0.92 0.959 7.4 1.304 20.9 7.254 0.370 0.196
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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 Isopropylnaphthalene (SR05352)
Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 5 Mean 426.8 12.780 2.980 3.008 0.706 0.652 0.152 1.420 0.332 2.040 0.480 14.12 3.324
S.D. 38.1 2.158 0.253 0.263 0.034 0.128 0.033 0.142 0.035 0.064 0.054 1.18 0.361
Isopropylnaphthalene 5 Mean 4220 12.554 2.970 2.960 0.702 0.686 0.162 1.362 0.326 2.104 0.504 13.10 3.114
1000 mg/kg S.D. 477 1.661 0.186 0.294 0.040 0.183 0.028 0.206 0.021 0.067 0.047 1.78 0.392
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg  10°% mg 107%% mg 107% g % g % mg 107% g %
Control 5 Mean 5006 117.706 17.36 4.080 64.8 15.246 3292 0.776 1.086 0.254 526.6 125.362 1.646 0.390
S.D. 61.1 15.185 2.43 0.599 5.8 1.548 0.314 0.093 0.067 0.030 180.7 50.194 0.115 0.056
Isopropylnaphthalcne 5 Mcan 472.0 113.036 19.04 4516 614 14.586 3.150 0.756 1.068 0.254 524.6 124.572 1.412% 0.338
1000 mg/kg S.D. 493 17.360 4.82 1.027 13.8 2.973 0.243 0.122 0.083 0.027 97.7 19.923 0.105 0.040

* : 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 Isopropylnaphthalene (SR05352)

Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 5 Mean 2422 6.914 2.854 1.714 0.708 0.454 0.190 0.884 0.366 1.944 0.804 12.70 5.266
S.D. 16.8 0.543 0.059 0.121 0.023 0.026 0.024 0.058 0.023 0.096 0.076 1.07 0.590
Isopropylnaphthalene 5 Mean 230.8 7.314 3.168%*  1.758 0.762* 0.450 0.194 0.854 0.370 1.896 0.822 13.58 5.888
1000 mg/kg SD. 9.1 0342 0.141 0.128 0.039 0.038 0.021 0.069 0.023 0.077 0.037 1.42 0.622
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg  10°% mg 107%% mg 107°% mg 10°% g %
Control 5 Mean 401.0 166.584 13.22 5.474 71.0 29.414 86.8 35.862 0.650 0.272
S.D. 45.1 26.265 1.32 0.607 11.6 5.184 9.1 3.318 0.316 0.151
Isopropylnaphthalenc 5 Mcan 385.6 166.582 13.68 5.942 66.8 28.860 83.0 35.924 0.490 0214
1000 mg/kg S.D. 71.3 25.557 1.90 0.929 111 3.787 94 3.203 0.069 0.034

* : 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 procedure).
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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 Isopropylnaphthalene (SR05352)

End of administration End of recovery
Isopropylnaphthalene (mg/kg) Isopropylnaphthalenc (mg/kg)
Control 10 50 250 1000 Control 1000

Number of animals examined 5 5 5 5 5 5 5
Organ: Findings Grade

Lung: Accumulation, foam cell + 0 - - - 0 0 1

Metaplasia, osseous + 0 - - - 0 0 1

Liver: Fatty change, diffuse + 0 | 0 0 0 0 0

Microgranuloma + 3 2 1 3 1 3 1

Kidney: Hyaline droplet, proximal tubular epithelium + 0 - - - 0 1 0

Eosinophilic body, proximal tubular epithelium + 0 - - - 0 1 0

Regeneration, tubular epithelium + 3 - - 3 1 3

Cast, hyaline + 0 - - - 1 0 0

Cyst + 1 - - - 1 0 0

Prostate: Cellular infiltration, inflammatory cell + 0 - - - 0 0 2

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

Grade; +: slight change.
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Table 36 Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of [sopropylnaphthalene (SR05352)

End of administration End of recovery
Isopropylnaphthalene (mg/kg) Isopropylnaphthalenc (mg/kg)
Control 10 50 250 1000 Control 1000

Number of animals examined 5 5 5 5 5 5 5
Organ: Findings Grade

Lung: Mineralization, artery + 3 - - - 1 2 0

Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 0 0 4 0 0

Fatty change, periportal + 3 3 1 0 0 0 0

Microgranuloma + 4 2 3 4 4 4 4

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

Mineralization, renal pelvic mucosa + 1 - - - 0 0 0

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

Grade; +: slight change.



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

		2024-08-29T16:58:08+0900
	National Institute of Health Sciences




