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SR05340

2R

Fhe Rud 74 Lo 0GH, h7Em ), 40, 200 35 3 T8 1000 ng/kg % | BEAEMES

6L Cr1:CD(SD) 7 » MZ, 28 A MR M 0y L THEMERBLOFME L OE OME 2Rt LT,

52, 0B LT 1000 mg/kg kZDUNT | FEREMER 6 B2 F%IT, BGKETOEDONS 14 OEE%

EHERE LICKIC & 5 ORI A B THRTT L. DUF OB 1372, 7235, 1000 mg/kg Ok
0 SRR L 7M1 IS0 CHRERE RS L7,

1. A TIE HE 431121000 mg/kg $ 5-HEORET pH DX T3 L OUR BOBINRD L/,

2. MIRFHIBRAE T, 1000 mg/kg HGHEDMEMEIIEMLE S b o LR T T A F U E O ER
NRD LI, BT 7 r b o EVIBBOER LR i,

3. MEILZRIMRE T, 200 mg/kg L EOHREHOBIBREADOSHEB LUV UL L 7 a—
VOIEAE, 200 mg/kg 2 G-EEOMER 1T 1000 mg/kg B L-BEDOHEMELZ 7 L 2 — 2 DEAE, 1000
mg/kg W EHOHICREERE, /L T7F =, TRV TLBIOI LYY ADEMHE, HICH
AL AT7Ta—ABLOYN 7Y FORENED LT,

4. FEHEBETIEL, 200 mg/kg UL EORGEFOMEIZEIRO EEHMNAHD H4v, 1000 mg/kg &5
TEOREME TR O E &I, MR OEEBMARDD b,

5. BTSRRI A TIX, 40 mg/kg PL LD EREOREIZEIROBEIEL & 2\ I3 TS R LR
HE EROWFRE (a7 a7 U o YeEit, PAS Yefa -BREGHE) 38 L OV et/ IMA (a0 p— 2
27U YR, PAS YRARRE) A3FR® HAL. 1000 mg/kg $E-HEOMEIZ AFRROREE 72/ N E
HODERTRIRRIE K 2358 BTz,

6. —MRIRRE. FEMZ AR REEIL, iR, REWE. BHERS LUOFBRITR CIX, &5
FEDHEME & b [T B 5 B L =B IB e bk d o7z,

7. EROZITWTR B MEMESRE S S, MR FRREA T 1000 ng/kg I 55 OME TR
ERBIVCM) 7 UEY FIZEENED o2, FBOFEE T2, FEERIZH D
bOEEZ LN,

PEDZ Emt  RRBREUETICBIT AT e Rad 74 L r OMEEE (NOEL) ILMf & & 40
mg/kg/day && 2z BT,
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SR05340

FThe RaF72Lro0GE, hvEm ), 40, 200 B L0V 1000 mg/kg & 1 FEAEMESS
6P Cr1:CD(SD) 7 v Mz, 28 AMIKEMK LIRS L CHEMERBLOF L LU OME AR L.
T HIZ, 0B LTN 1000 mg/kg (DT | FEREMER 6 Lg% T, BEGETOEDNS 14 OBl
BAkE LACKIZ X 2 B o MIE M A R TR L7,

MErs LU0k

1. #WREBRME
WX, The FatfrxLru] FFE : 99. 99% (Appendix 1-1).
] 2500 al Z AT, AL, ZAKIL, RERTIERLTH
W EIT (FEMIER 1~8C) (fRE L7z,

WG T e LT, K1 g BRI, ARG OERHRAEEICRFE LT, RO
WEIZOWTHE, REBREBIEE T #, B ICRA L, B&H Licn v MBS 25 AaofidE
ENleholed, HRHENLE CHHZ Lax s Tihay NERWER—YF 7V L 58 1
R O ENET — & (Appendix 1-2) # AF L7T=,

BB E DORETE#RE L TIOR T,

2 F :FH b e+ 7% L Decahydronaphthalene”
714 Y7 v (4,4,0)7 Y Bicyelo(4, 4, 0)decane?
YV Decalin”

N—tbt FaF 7% LY Perhydronaphthalene?

CAS No. :91-17-8
LT RO NEEEE « (4)-575
MR (W E D)

7 1 CoH 181)'2)
TR : 138. 28"

WE L EREE DML EEFHUEM (Appendix 1-1), AIEAMEY, L AK(E
FRME) &~ T o AR CTFRRE) L2352 ¥/ A v h—L R i

_13_
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MiH ; —43.2~-30.4°CY -42.98C? -30. 4°C¥

W ; 187.25~195. 7°CP,/195. 8°C? 187. 25°CY

FREEFE - 4.76Y /4. 8%

FRSJE ; 12 hPa(62~67°C) "V 100 hPa (50°C)? 2. 3 mmHg (25°C)*
tb®E 5 0.87~0.8963Y,70.90 g/mL(20°C)¥,0.87(20°C)¥

Alka5 5 57.8°CY /58°CY
FEK 5 250°CY 262°CY
PRSP ; 0. 7T~4. 9% ¥
khMESR ;3,381 ¢P(20°C) 2

LogPOW ; 4. 2%

VAN . K REE AL —, B ) —L, TR EDEZLD
FREERI LRGP/ K IEHE 0. 889 mg/mL (25°C) Y

2. W&

PERE ORRERIL, bUEr a7y MES VBR8265, T T A T A/ R th) &

L. £/, MREOKEHRE LTHHEM LT,

3. REBRDARE L TILES
(1) FeHHEOFE

WRHE 2L, FTEORE LD X CEARCAZ =T =2V THEML, H—-TH

D LR, L L,

WEEIL7 ) — R UFHTHRRW, AROBRIZE~R 7, PEEEEMA L, A, IR,
FER L ORESE & o AR T -, AL, A% —F = TH—IZ LTS T VRICS
%, =R (GEREDE 21~21°C) L, % 11 BUPIZESICAW-, BAaoRREes

S OB BRI, BEHOAT A7, FEEREED L LTEIRL -,

Eik: Y353 TSR AT Bl B 5RRR

HELH (mg/mL) (g) (mL)
2006 4 12 H 22 A 4 1.2002 300
R TR S 20 6. 0012 300
100 50. 0026 500

200741 H 5 H 4 2. 0004 500
20 10. 0002 500

100 80. 0005 800

20071 A 17 0 4 1.2001 300
1 5 FRaR S 20 6. 0003 300

100 50. 0005 500
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(2) BHEDOALESHT

BHBIARNC, B EORKRER L OR&REICETH2R5KFICBIT 28 B &
OEEME MRS LTz,

3B L1100 mg/ml ORI EM U HOWT, H—HAbNNC=RAAFS HilB LT 14
DR GRROZ 0 0 & LTER) o T4 MR LR, 3 38 00 100 mg/mL DFFRE H T,
EE-TRE - TRBICEBTAZEIRLIL6BLIV2.3%ThHY, £7=, FEARITEERMRTS
H AT 100. 0 38 KT8 102. 4%, =iRRAT 14 HRET99. 7R LN 101. 9% ThH -7z, T DRLFED
O, #HBRYEANET T —THhHY, POBRMKRET 4 AL ETH D L AW L
(Appendix 2-1 B XY 2-2),

HELE X O BB O R T O EHIC OV T, R DB E &2 S LI R, 4.
20 B X TN 100 mg/ml. FHRIEOEFGRIL, P ORI L CTHIFIFRIRE T 100.8, 102.0 %
LN97. 2%, HHEFFRET 97.3, 1010 B L0 0% TH -7, ZhdHOEERITVT
NHHEFM & L7z 90~110%OFMAICH Y | 2 OEEREE 0. 3~3. 9% THIED 5% LA
TThHholzZ &ond, RENROEEITET & HW L7 (Appendix 2-3 LTV 2-4),

(3) W BE S BT 7k

BEME L LT, B E 2T,

YT (R L mg/nl) : FH e R+ 74 LD 46 L & 20 mL D A A7 T X 2 TEEE
L.7HE Rrf 77X L OBEEZERIZEY 2272, 7 NI Fr7J 0 TER LT 2 mg/ml
WWiRZEFHE L, ZOWb5ml Z IEMIZ I0mL BADA AT ZA2ZHERL, T 7k a7
YTER LT 1 mg/mL AZHERIR & U7z, FAENT 1 [, HPLC ~DiEANIZ 3Bl & L7z, fREER
HIT R U CTREH U7z,

BB . 2-7 2 3 —A550nLiz7 F 7k N7 5250 mL 8 LU A 200 mL 2 00 %,
FHICIRE L b 02 BEEE Uiz, RZITERTHRFEL, | RUWICER L7 GIRLA %
00 & LTER,

A= M T IR 2T AR ) =N DS DEF— N T T RIR S LT,

AREHAIR O« SRR ORBUS T, BERRRRE L OREERBIC 1T
IR E TR O PRI D 38 L MRS >\ IR BEFREIE D b,
TREMAENLE 3RO 9 mE Uiz, 723, W—MRBROPEORE & 2 EMERBR ORI
DHFHTRER E LT,

BHER Y E TR 2 BRI L SR O R EEAS 0. 3~2 mg/mL, XFIRIEEEDOEIE DS 40%
UTERDZEAICT I Rur I vzt 0aliiaiks Uiz, SRR ORI 1
MUz & 1B, HPLC ~DEAIEE 1R & LTz,
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HPLC 2 A7 LB X OMESEIZLLTO@Y Th 5,

HPLC 3 & 5 A
RI Detector L-7490 RS B SL8UERT
Intelligent Pump L-6200 MRSt H T 8UYERT
Column Oven L-5025 PR O Sr8pT
Autosampler AS-2000 BRASHE BT RUERT
Degasser ERC-3315 « Aot A —T = —
T — X AR Empower 2 BAD A —4—X &4tk
H)E S
VIR : Inertsil ODS | 4.6 mm I.D. X250 mm,

Dz YA = AR
FEENH co-F s ) — /T RT e R 75 /7B K (551251 20)

F—= T ITRIE 22T R =L

Vet FHIEANIR Al Nl N = R
RI Detector L >3/ : 8X107® RIUFS

BT LR : 30°C

NN : 0.5 mL/min

TR c10uL

A— b T IRE : 10°C

Sy HTIREH] 21 %y

Empower 2 Z AW TIREEBKO Y — 7 @ LIREDLOAEK L7oER LV SFHEHERK O
WEREZ KD, LLF 0L ARG PO ERE, 28R SHEB IO FEY
B L7,

PE R IR (mg/mL) = IR (ng/mL) X 7 RERER

TR =

BERE ) = T 100
s o BT
SR T T

o RO EI T T
REED) = o pmmaeETaE 0
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. RBRAE
(1) #RBR%R

AL, BARF v —A R - UA—Ratt BAREEE® ¥ —4pED SPF Cr1:CD(SD) 7 v
FEHWE, Ty MEIFEERRETHFEHO OGN TWHEMFETH Y . BT C ol HR%
WEBEETHDHZENEZORFEERT LT,

HEMER 42 DU (R ESL HEMES: 40 PT) % 2006 45 12 H 20 A 4 @B CTA L=, ZAROEY
OFEEFFIL, BET8L~95 g, MET67T~82 g TH-o7z,
(2) Kefed L UEIHE

SN, Bx OB OWTHEETEIE 6 B GEEARZEIL1 B & LTER) £ T, HIZHIHk 7
HET, —fkBEEs 1 B LE., &6I0%AH ERES ZIUBIEIRE T B B2 B IcHE
HRE %2 FEE LT, $BERS LOHEBIRTICRFENIEEO bhin ot
(3) 4T

MErs L UBIMEIARIE 7%, B O DIV W 2B 2 HEMES 36 TLiEK LT, 5 B
TREBUCHE L7z, Bk LOWHERIRE T B G5 5tART~ Q) OEREIZESW T, BILEIES
HHEIC X0 S HEOFEERE LI BT B AT o T, BEOY T REOEM O R TR
i, HET 131~147 g, WET 113~127 g TH Y, FIHMAE (M 138.6 g, M 120.0 g) D L20% LA
WTHoT, REDOANT-EBITRBN ORI L TLEEE L, b, BRI AEBMIC
DOWTHEBAGRT A IS —MRREIC R R 2200 2 L 2 fER LT,
(4) BB L O — ik

X, BRI ARRICHENE 7 =L F A TRECHI 2T, B TR BN @R
FEANBL, EEENETT,

fAE 47—k, BTN AT Lz 7 VB E S B L OEWE 52 L L.
B —VOMEIAR Lz, BT RITS OISR Z AR L,
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(5) BWEE
1) EIHEBREE

BITIRE 22+ 3°C (CEMIFEF 20~25°C) . 1BJE 50+20% (FEHIFEFH 38~51%) . #H5H
$10~15 [A] /BERT, FRBAMRRY 12 BERT (8 1 00~20 : 00, A T-HABR) OBREE GEAMND
BT EC ;302 5=, BT o3 E T 309 5%) THRE L,

2) BB L OEE HiE

75y b A& BEAER A — 2 (260W X 380D X 180H, mm) |2, #EI L OB EAR i
HERERIZ 3 LD, BESZTRIT LILT DA LT, 77—V B LRI TR IO
&5 TH, EO®HIZ2HEIZ T FEIZMRLT, ZILTME 2 FIVEEHRE R0 b O &2 LT,
HEIEKEE OKK X308 1 B%EM L7z, SR EENOERS LONERINEHE, 1AL
RISEHE L7=, ERERICHR L TR, BEREERS IO v RRMEEEL | BEBEA TR
HIER L7z,

3) falk}

AV = ZOVEERE T ERASHE, v SRR ERETEL CRF-1 2| 4B G iHds 2 U T
HAIZER ST,

RBRICEREEZ T TBNDOS 2 EMEH 2 WVEMEY O EL, fH Lz v k
(061005) DEIEHI >N THHT LTz, HEMEOSITIFMEEN DARRRESITE 4 —iC
BT, MAEMREIIGRRIEEETNENENIT o7z, OWHEE A EIENSH b
B 2 SVERFFEIT OFEVEREFIEBICVEIL U7z, T ofEE. WFNOEBICLFAEME
HB 22 EITRE® G hy - 7= (Appendix 3-1~3-2),

4) BBk

FLIRTIZKE7KE . BEAAKEEZ O TAHRICEBRSE7o, 7272 L, RRIERHIZIZAK
RAEER L,

RERCEFEL RITTRNO D D15 E O E A 2006 45 10 A 2 03 L 1002007 £ 1
H 9 BIC YT E & [ RELE O RRIE (301 B3 L0306 B5R) M, £72, 306 5=EH
HIX 2007 4 A 2 HICHRABIZEE L THr L7z, Amid H REAERK STV, 4
HrIEH & HFEIIRA ST LB R DR ORI EFIETIC YL L 7o, TRk
F, WTROEBIC A E A X A EIERD Hiiens o 7= (Appendix 4-1~4-5),
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(6) PBRHEEDHERL
AR OB L S HEOEMF 5 2 U TIORT,

5 & IR B e (@i )
AR (mg/kg) (mg/mL) e It
<M EREE >
paictisd 0 0 6 (101~106) 6 (151~156)
A &R 40 4 6 (201~206) 6 (251~256)
HHER 200 20 6 (301~306) 6 (351~356)
&R 1000 100 6 (401~406) 6 (451~456)
< [BlE MR ERRE >
ot R 0 0 6 (107~112) 6 (157~162)
= HERE 1000 100 6 (407~412) 6 (457~462)

SHBEEZ T, OB L RO HE TR OB E S LT,
(1) HRmEORE

1) #EEORE
1 BEC D E S 3T SD R T v R Cr1:CD(SD) i, b 7E v a VMICEMR S ST h
b Rar 7410?30, 100, 300 B L8 1000 mg/kg % 14 ARINMERENBSE 2 LR,
100 mg/kg EGEEOBEIZRa L 2T 1 — L OEME, 300 mg/kg LA EDREEEOHEMEIZ IR pH
DX TIA, FFREEOEME, HIR2 L AT a—LB8LO M 7)Y ROGE, 1000
mg/kg P G HEOHEMEZ X RBEOBIMMER, ZLa—XORE, RalLAFo—LE )7
Ut) FOEHE M TRBREEOERES L OIREEDGHEDBRBO LN, 2D LD,
1000 mg/kg/day Z @A EIZERTE L, LLFAMK 5 TR L7 200 38 X040 mg/kg/day % H
BB IOEARICHRE L, 72, SHRBRELS XUV 1000 mg/kg/day @ 2 ARIZ-DW T 28
H# 5% 14 HBARZEIC J 0 BEM A RS 5 BEVERETE 2 3% E L,

2) &5
PSRME N MORORICRE SN D ATREMEA B L, OECD RBET A N F 1 > (407)
[ZHE- T, 1 H 1B 28 B, 9:00~12 : 00, RAERFIL 11 : 00~12 : 00 DRICT 4 AR
—HITNVE Y TFBIOT AR T ) P ERWTHRHIICE B0 &S L,
BEREIT 10 nl/kg & L, FEEORGHEEITHRE H ISR bIEVWEIE H OFEIZED
WTHRM L7,
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SR05340

(8) #lzz, WEk LUHRAIEH
1 RIS
PHENZOWTHE 2 DT OEL, SME, TTEIFIZOWT, BERBBEEE 1 B, &5
28 ADFAZEME I AL LCREAEL, 5 1 AL EHA (%528 AdH 5\ ZEE 14 A
OB} O) £ THATEEGAND BLOYERO L O 2R, S8 0IXFaTFC 1 el Lz,
2) FEANZR IR REEZE
EHENZONT, T GBI B ONCHESE 7, 14, 21 BX 28 H, EE 7B LT 14 HIZ,
AR — IR BB A T o e, BEER X, 7F— VAL R, IRERASL PR, IR -
i, ERITE)/EEL - fEEl, RETE/ BEICONT, SV b Iy TR L
58 BB S, HBR, TE, O, RS, IRREH, BEFLE. oM, FRRE.
T, R OWT, =77 ¢ —)V RNTES, BT, REURE, PR, P&, B
ITE)/ BREV - BIRE | REITE)/ BN - B, BRIZOWT, ZERENDH BN T DIE
WicRxar ) JEEZRWTAa T Zieek Lz,
3) tEREME
TENZDONT, 5 4 BB XOEE 2 82, MERERS IO FORELT T 72, BE
B ECHRE G . AR AU . R (FOST 2 R0 . BE (2R 2 5T |
BEAZ LS GREIES D b D) . ZBHERMFIZOWVWTHLNUDTEDA2T Y v
THEMNTHEL, ZORaT7 ik, -, #BHOBLOAREHNELHE LT,
BINICPU F = (T A a—xm =T U IS4 2 O il L 0% 0R 11 %
F3EMAIEL, 1 g AL TiEk L7z, BREHETAREDENEEE (R ——RX v 7 X
35 L U CompACT AMS, FEMTHEHUKASH) ZHWTHIEL, 7 — ¥ DINEMEZ 1047 & L
T 1 BefflE L7z,
4) ARERE
BHENZONWT, HE L, 7, 14, 21 B8 OOFER], EET7BIN 14 A2 B50N
F BB EMRFE (6X-2000, B Bttm— - T K- FTAOEHONTHEL, 1gH
A Cridk L7z,
LLF ORIz K0 RIS L OREEINER 2B L,

e A
KEHIE (9= &5 28 AKE (g — &5 1 AIKE ()

e oy REAIIR ()
PREHE N (%) = BL NG L0
I
KEMME ()= B 14 RS ) 8 28 FKE ()
IR (%) = — R 0

#5528 O{KE (g)
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5) EAFENIE
EHNZONT, HBE 1, 7, 14, 21 BLO28 HO®ERT, EHE 7BLC 14 Hic, EF
X FIMLRRE (6GX-2000, R A St — « T R« T A) ZAWTHIE L, L g BALTRUSR L 72,
B GBARTAICHE Y A WER T —VEICKE G L. TORTHERICREBLIOR 5 8%
BT LTz, 72720, i 3R E0 A2 T Lz, LLTFORIC L 0 EEH & (g/rat/day)
FEIL,

fo 58 (g/rat) — 7k & (g/rat)
) E A o> A %% (day)

AR (g/rat/day) =
6) JRIRAT
BHNZOWTRE 4 Wi L OWIE 2 Wi, FEER T TT v FHME — (KN-646, B-1
Al EHEET #HOCTERIRL, B5EEZ LK 3HMOZER TO~@ %, 72821 H
BOERTOBIVWEZEML, FRLIZRIIBEKRTREELL,
REEBE B LUCHRESE

@pH ARBRAMRIE (RVT AT (9 A, N AT} 400)
@%EH (Protein) PERARIE (RVTAATA9IAL N ATV AT 400)
@ (Glucose) FBRMRIE (SVTLAT (IR, N AT AT 4H0)
@4 b K (Ketone body) ABRACIE (IVTAATA9IA, N AT AT 4H)
®vnrrl /—% (Urobilinogen)  BRERMKIE (RAT(AT (974, N ATV A7 400)
®t YLt (Bilirubin) SUBRIRTE (RVFARFA9 IR, N ATV AT (IN)
O (Occult blood) ARERAUE VT 4AT49 IR, N ATy AT 10)
@7 (Color) IR 22

OJR & (Urine Volume) RERIE

ADtLH (Specific gravity) JBYTEHE ORI E BT ET2)av-S, 7427)
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BHENZ DOV THIRIRFIZ 16~22 IRRIOMER T TF v bEm—7 LRI L, SEEIRERL Y
i L7z, O~@Z DWW T EDTA-2K(X /) Y= 7 M TEZERME, 7K T8
L7 1 L 2, @, @220 THE 3. 8% 7 =) R U & AT L 7 ik
1~2 nL % 3500 [Bl#5/4>C 10 ZrfE Dok L TR b amiE 2 Aviz, Bohziikis &

UL AR IR AL T R BETE LT,

BREERBIUBRESE
7R M ER¥L (RBC) BAHIUE (B B BREHEEEE F-820, Y4y77)

@~~~ 27V MEHL)
@~F 7 1 B R (Hb)

@O V2R Bk A7 (MCV)

G FMLER~TF 2 1 £ o & (MCH)

@TFHFRMIRA~T 7 o o # E (MCHC)

OFAFRMEREL (Reticulocyte)
@1 M (Platelet)

© A 1 £kF (WBC)

QM M EKE 57 kb
(Differential count of WBC)
@71 b o e R (PT)

O@IEFEALE Sy b v R T 2T ]
(APTT)

BRMYUE (A B MERGHSCERE F-820, YAiy)A)
VT VA RMNES ok

(B B ERGHHEEE F-820, YAkyIR)

RBC, Ht fE L VA H

(B &) MERGH L& F-820, YAky71)

RBC, Hb f & v &

(B B ERFHCE R F-820, YA Ay)2)

Ht, HbfEd v &

(B B EREH SR 1E F-820, VAAy/2)

Brecher 1% (BEf&)

B IE (A B M EREHBOEE F-820, vA4y77)
UL (B KA F-820, YA4y)%)
May—Grinwald—Giemsa 4u(@ (E5f)

ha AR AT Uk

(MR RIS B BhH L & KCAT v, =i -~ 44597)
7Y UL

(I i Ie) B e 2 1 KCAT Wo, M= -~ A4 97)
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8) ML b F R A

NV THIRIFICR 16~22 BRI AE X872 T v b2 —T L RRER L, JEEKENR &
DERM L7, BATEE O Y HOB L UTGIZOWTEME L nl. 720~ o R U &7 5 (o~
RY 2 B U T AENBROFE], 1000 BA7/mL, BROFEMASAL) £ 20 BAAL TULERT% . 3500
[F1#5/ 53 C 10 Sy [E D3y BT DAL 7o & VTR L7, o HIZ W Tidsorsf
AIADRERE (237 U — 2 Rk At I ik A BB L. 3500 El45/43C 10 47
D LA BE TR B AL MG &2 VTR Lz, f5 o7 s KOs iEs ks 1%, -20C
PUF CHRE AT L, RBRIE TANIZBEIEE LT,

BEEABLOBRETE
(DAST JSCC ¥E (BB S HTEEE 7080 . H LA (7)/ny" —-2")
@ALT JSCC ¥ (H B4 BTt 7080 . H A7) /ny™ -27)
BT LVHUFRRAT 7 Z—F JSCC ¥E (BB T EETE 7080 T2, H i (7/ /0y =27)
(ALP)
@ vy -GTP L-y -V EZ I )N-3-T N RF—4-= 7= NIEE
B (A B HTERE 7080 2. H 277 /ny -20)
@7 a—Z (Glucose) A PR (LB ) HrE 7080 2, B L7 /wy”
)
@®% 2 1 25 1 —/L (T-Cho) B2 FR7E (A BV ATEERE 7080 2. B N7y =17)
DRV ZUERY KRG WEEE 7 Y v — AW EE
(B By britiE 7080 &, HIIAF)) oy -27)
@Y LE L (T-Bil) T E Y L (HEISTEER 7080 T2, A i F) ey
)
OxrFE=EHE V) % L7 —+¥ «GLDH i
(A B HTEERE 7080 T, RAALAF))8y —17)
@27 L7 F = (Crea) Jaffe ¥ (HEVIHTEERE 7080 2. A 777 /0y =17)
@F F YU 7 A (Na) A F L BRIREM (ISE) i5
(E B HrdkiE 7080 2, O IINTI)ey " =27)
@AY T LK A F 2 AR (1SE) ¥
(B By dritiE 7080 &, HIIAF)) 0y -27)
@z a—n(C1) A 7 IR E (1SE) ik
(BB ATIEE 7080 2, H A7)0y =17)
WAHN T I (Ca) OCPC & (A B HTER 7080 T, A A7) /ey —47)
Gy > (IP) Fiske—Subba Row %
(HENHTEEE 7080 /2, B NTMT7 /0y =17)
®RERA(P) vy Ly ME(BE)VSHTEEE 7080 JE, HYXIAMT7)/ny —17)
OE 5 m Tl — AT ¥ T — MNEEKIKEE
(Protein fraction) (HEYBESUKENEER AES320, /AU v /3R)
@A/G tr (A/G ratio) ERSE LY EH
@7 7 3 > (Albumin) MEALEASE LD EH
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9) Wz
ZHEIZHOWT, B 28 ADEABLOETE 14 AOBRICEHIR LZ, RARLBIEL,
T T VIR T TR, R L 0 ZEFE S, 2 ORE Mk E RIRMICBE L,
Fm. LT OBE MY 0% M EER L~ Y VIKICEE-RE LR, 2B, BEBLO
N=HE =TT E Y FY URTHEEREFEL, BEBIUORER LIKEXT 7 VIR CTHE. 70%
T )R LT, I OWTIIEERZEARRBEEE L Lz, £EADH OB
DONWTEE, FRAlE LTRERAE LEE - R1F LT,
FE CREARA MO, /MINdS K OVERR) . IR, A, MR, FURIR. EROMAC @I
BF.OMRBE, OB, DL fE. H. TR, B, M. =R B (ONA
T EET) ., BN, G, BN BREEYD R B oS RE
At RERE. RERE. RSE. R LB piszIR. KEGERRET) . IIE. T
B, B, RK, ~"—F R, KEBFEEED, B, LRHRE KORIR
HELE AL (IEE AR & OB & Te) & LT 1 6 (No. 455) DJEHES X O
R, M 15 (No. 462) e 1B M O ERIE 47
10) B HEHIE
EHICONT, FIRFECEF A ENMRFE (ER-180A, At =— - 7> F - FA)EH
WTBLFTOB|EICOWTEREZME LT, 2B, EAOHDIEI|EIZOVTIE, EAHGHE
THIE LT,
A B, NEA, RN, &I'. N, DN, TR, B, IR, R, BRI,
RISZAR, KE2E CREMRETe) . R, 7%
DUToRic Lyt EREEFHH L,

HaxrEE (g)

HROtEE 0

X EE (%) =
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11) AR AR

TR CEE - RTE L2 ORE HRICOWTRT 7 0 VABEET L, ~~ b ¥
VU AV EREER L, HIEEER L OEARHO RN OV TR Lz, il
2, HIRRFIC A DN AR BRI E LT, 81 6] (No. 462) OLEFE A O ZAH 5y
WZDOWTHHMRAEIT > 77,

BEROGBR., HWRWEERGORELEZ LNDEODH 6N AER L BRI OV T
X, ZOMOBEHOBIC OV T b RHIHR L7,

E7-. M 12l (No. 152, 154, 155, 156, 251, 255, 256, 352, 355, 356) DATFHEIZ
WT 01l red O YuaiERAERI L, MBI OB EA R L 7z,

B D BRI LA IRABE LR O 45 L OFEEME MEZ TR b ivi=7o o, R FIO 3 4
(No. 202, 301, 40T DWT, au,-2 77U (R&D Systems, Inc. :Hifk, &= - VxS
VRS LSAB2 v R/HRP) DR EIT 72, I HIZ, ZOfREE 3 8 L OEIE i &
THEEOHE 1 51 (No. 407) 122U T PAS Yufd 4 FEhi L 7=,

5. #EEtFMIAE

BRI REROBM A GO TEH LT,

#27, BREHE, AE, FEENESIOBNR, BEE RE, MKEORE. @K
L AR A SR E O BRI LU EROMEIC W TSR SOREERAZEH L,
Bartlett DIREIERIC L 0 FEHEMEE MY L7z, EH8 (p>0.05) DGEIE— ok & 58
HECHAT L. REOB(p=0.05) DAL Kruskal -Wallis OREETHT Lz, —cBLES
BT OFE R, ABENASNIZEA (0=0.10) 1 Dunnett OB ELEE W THREE L Ok
W& 1T o7, Kruskal-Wallis VEDATORER, AELEDHLNTHE (p=0.10) %
Mann-Whitney @ U-$REHE 2 MOt REEE O 21T o 72,

M2 — AR BB S L UMRRER A O BRI A | IRRE O EMERIE A 3 KL ORI E O
({22 T Kruskal-Wallis ORE T LA B2 A DILZHE (0=0. 10) (I Mann—¥hitney
O V- EEE AV Tt R & O A 1T - 7,

XHEEE & OHERIREIC DN TIE, BBKEE 5% & Ui, 2B, etk 5%
R4 INDTVIDUAL DATA O FEEIZ R,
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oo

. —HRIRRE

— AR BE D RAE A Table 1 3B X8 2, INDTVIDUAL DATA 1-1-1~1-2-4 TR,

[ 5 ]

SHRHE TR, Mt S B ICRFIIRRO b ol

40 mg/kg B HRETIL, M2 Bl (No. 254, 255) ICTFHIMH A WIFIKER G 2 HH VL3 BIiZD
FH1HDWIT2EERD bl HEITIXRFITRD bmdoTs,

200 mg/kg B HGRETIEL, ME 1 4] (No. 352) IZERES 1 MDA b, HEZIZEEITRD S
N7l

1000 mg/kg #G-HETIX, HE1 HI(No. 407) TG 2 AIZ 1 FIOIHFEHERERD Hivle, M2
1 (No. 453, 460) THE 2 HHUMT 4 DICHENK | BDAFEH Hiv, M 6 41 (No. 452, 453,
155, 158, 159, 162) |24 RiE O EFOEGIAE R Sz,

REIG-EIS

KTHERERS JUN 1000 mg/keg $e BB OHEME & & IZRFEIIERD b h o7,

2%, M 15 (No. 455) TG 26 0SB O R & BB O EIRETFENSH S, TR
F TR L TR b7z, T OF TIR MR PR A CHE RIS BE R R ORI 5
NTEY EILOMETEARRE &2 Bl KEORE TMOFNIEERD bnlenZ &
FI AT RSERLTWD Z LD HMETOMLAOFLICERT 260 LHEINT,
L72id> T, ZOFNZOWTIEL, #8526 HLIFRIZE b7 — &I L CRET RIS IEO ]
M HERS LT,

. B —RKEEERE

M7 — IR BEBIZZ DR & Table 3~8, INDIVIDUAL DATA 2-1-1~4-14-2 {79,

[# 5-#1f]

PR (40, 200 35 KU 1000 mg/kg) DREME & ISV T DIRTTREIZ & A BZTH B 120 BT
LU THERRIRED ONT, Ef. BEDH D WIITHRETOMKITEIEMN R RT LR
LONSY (WA IRV it
(1045 2R ]

1000 mg/kg B¢ G HEDHEME L B2, WTNORERIC b ABIEHE B ISR L L CHE 2
ZITRO LT, R, WEH D WIATER I FEOMBATE AN R BRI RO b eho T,
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3. HEERE

FEREM A ORURE % Table 9~12, INDIVIDUAL DATA 5-1-1~6-4-2 {Z5R"3,

[#25- 4 38]

B GREOMEME L &, BREOKRRE, AiE REOENB IO RER &7 135 RS
WL THBEREITRD LRI T,

(914 2 i8]

1000 mg/kg ¥ 5-EEDHEDOHILOIR TN RRE & ik U CH B KT, B R EBZEORIER A
% 40-50 MIZAE R BENRD Sz, MCIISEOBERE, Bl & BEOBRDBIUA%
BRI L i L TR ERZBITR O L Rm o7,

4. (KEHP
{REHB % Figure L 3 L1002, Table 13 33 LT 14, INDIVIDUAL DATA 7-1-1~T7-2-4 {255,
[ 5-HH]]
BRGHEOHEME & & IOFHREE & i U THERETRD oo Tz,
(=15 HA ] |
1000 mg/kg $¢ F-REOMEME & B IS IRBE L LR L THEARZEERD bk o7,

5. {EEEE
BAHEE % Figure 3 B V4, Table 15 KB LTV 16, INDIVIDUAL DATA 8-1-1~8-2-4 [Z/R"7,
[#2 5-HTH] ]
BEEREOREME & & (ORI & i L THERZBITEED b otz
(=078 k) ]
1000 mg/kg ¢ G-HEOMEME & HICKTREE & ik L THERZETRD bhvieho Tz,

6. FRIZE

RIFEDRAFE % Table 17~20, INDIVIDUAL DATA 9-1-1~9-4-2 {27~

[#x5- 4 38]

40 B LT 200 mg/kg & THETIL, MEME L &I RRRE & i L TR EARZELIERRD b d»
7o

1000 mg/kg $¢5HETIX, MIZ pll DABRAREK TR AL, T2, REBZAELRBEMLRD D
N, MECIIFBERE TR O bhin Tz,

(=145 2 1]

1000 mg/kg ¢ G-REOMEME & & IZRTHRRE & bl L THBRELIERD b heinoTz,
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1. MBEZHRE
MK FRIE O fE% Table 21~24, INDIVIDUAL DATA 10-1-1~10-4-4 |Z77,
[#2 5 MR K 1 BF]
40 mg/kg B GRETIX, MEOIEMEALH > b v LR T T R F U RERNC KT EREE & ik U CH B E
Ma3 58D bV, HEITAEBEREITERD b o Tz,
200 mg/kg X EAETIL, HMEE DICHEBELRENMIIRO Lo T,
1000 mg/kg P& 5-FE ClE HEHECIEMHLER 0 2 VR 7 Z AT VR OF B RIEEDRD b,
HEZIE7 e be B URROAERER RO L,
EGE LR
1000 mg/kg P& 5-BEDOMED FR M BREUC KT MBE & bbls U CAH R REME, FHRNER~T e e
BB L O RIMER~E 7 2 U REICHEELSEREO bl BT AERE IR 5

N7zhot,

8. MiZLFHRE
MR F IR OB A& % Table 25~28. INDIVIDUAL DATA 11-1-1~11-4-4 {237,

[#2 5- R T ]

40 mg/kg Be GBI, HMEME L BICKTEREE L IR L CTHERLIFEO Do Tz,

200 mg/kg EEHETIL, MICHREBORERTE, A/GE, 77 I pmitk, ALT, B Y v
LB LU 0 — M BREMARD b, MEZIZZ N2 —20F ERIEMARD b,
1000 mg/kg F GHETIE, MM 7NV 2 —XOFBEREMENRD B, b2, HECREAD,
WHEEFE, 7 LT7F=r, TV T A INVTLORBEREEBIOSY VAL 0—1D
AEREE, Micha 27 —ABLRMN 7] FORERESENRTRD b,

ey

LI 1 e T 0]
1000 mg/kg BEEEDOBEZT VT I 00 A/GHBIUT VT I U AHE OB /REENRD 5

iz, METIE, MEABLION) 7V Y FORERSMEIRD LI,
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9. E&

R T R % Table 29 35 L7130, INDIVIDUAL DATA 12-1-1~12-4-2 [T/,

[#2 5 HARG K 1 B

FHRRAECIL, FE 1 B (No. 105) ICEBNBRO B HRILRDRO b, HEICITRFHTAEEO Hh
oz,

40, 200 33 LTV 1000 mg/kg S GHETIE, ML HICRFERRLIIRD b hr o,

[IRI15 447 F T B ]

HRERE TR, Bt & ©ICRERTLITRO bnkd o7,

1000 mg/kg $ G-HETIL, HE 1 B (No. 412) |ZEBRO B LIRSS L OME 1 6 (No. 462) DF=
M EEBRD T,

10. REEE

SEEEBOME S Table 31~341, INDIVIDUAL DATA 13-1-1~13-1-1 2R3,

[ 5 HIR#& T ]

40 mg/ke PrESRECIL. REMEL &0 IRRE & HoBE L CA BB LIERD b e T,

200 mg/ke 42 FHETIE, HEICBIRO MBS K MR B R & NCIBER EROMK B RICHE
REERED b, WA EBERAITZERD bileno Tz,

1000 mg/kg $¢ 541 TIE, HECAFIROFEM R, BROET S LM EROA TR mE, 1
V2T & B ot B LU EEOR B Mz b,

L=l4E AT T BF ]

1000 mg/kg $5-REOHEIC T, DS & OV BAKOMER I & U E R & OIS RO B
HRICHEE L KB L TRERSENRD bz, BIOITARREMITFRD bisho T,
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. REEEENRE

SRR % Table 35 3 10036, INDIVIDUAL DATA 14-1-1~14-4-2 {27,

[#2 5 HARG K 1 B

JIFHE : 1000 mg/kg 2 G-REOME 3 5] (No. 452, 454, 456) (T®EFE o/ NE PO HETF AR AE R A3 32
Doiie, L, BEZEFROARITZRO bivikinoTz,

I T XA B AL DO HEME & & (2R IRAE & Foli U TR IR 27 L — ROk & = 3&1b,
RO Lo T,

IR : 40 mg/kg G- HEDRERR (% 6 F]) ITHREE AR afBe/ MEDSER D DAL, E 7o, OALRME
EROTFEN 5 B (No. 201, 203, 204, 205, 206) TEEEE 1 {5 (No. 202) THIZERE
WZERD Bz, 200 3 KT 1000 mg/kg BeH-RETIE. HERG] (5 6 ) 12 B R R
HEE LB O RE iR 36 K OME L 2R S et/ MDY 3R D B 7z, T OREFI 46 K Uit/ )
Bl a7 07 ) ORISR RO bivlz, £z, PAS EEOREE, F#EE—
T SYERR NGRS DAL, HERME MERIZREME TH o 7o, FEEOE(LIIE TIIR» o
Mmool
AT I EA P G- FE O REME & & (e BERE & BB U TRl NS 7 L — R o iR & m 94k
TS 6ol

T DOMODET - AL - S B ETEOREME & & 1T R & Ik L THIBUBINS 7 L — RO Mm%
AT biviehoT,

(=15 HA IR 1]

FiFIi : 1000 mg/ke #% 7-RE0D HEME & & 1256t BRRE & Hole L CHIBOEIN 2 L— R O8R4 =472
BIFEED e o i,

B ;1000 mg/kg £ SHEOMET, WRES A2 RHIE LR OBFANSFNCRD HiTs,
LI, e & B ISR BRTE & i U CRIEIE IR 2 L — N OS5 2 R 2130 b
nipmnoiz,

Z OO - Ml BB REOMEE & I IHREE & R LRI/ L— RO E
RTEMITTED b eh ol
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LTS, A Z GO EREICHONIARETT,

FIT 7LD Fx B 1L - i
FhHe Fa+ 7% L (ng/kg)
#E v TR 175 PR B
HE Ak 44 Pt 7.4 — K 0% 40 200 1000 0% 1000
<>
Aiti BROLE RS + /6 3% P - - 2/6
B4 + 1/6 % P /6 - -
JFF B ANAEIG + 2/6 5/6 3/6 2/6 6/6 6/6
FR Ry 8 5E + - /6 - - - -
= Sy SR A + - P 3% - /6 -
B WEALRANE B O+ - 5/6 - - /6  2/6
FiF ++ - /6  6/6 6/6 - -
WAL RME ERR o + - 6/6 6/6 6/6 1/6 2/6
[ EINTEN
RS R DAL + 2/6 5/6 3/6 3/6 - 6/6
g 18 = + 1/6 - - - - 1/6
£ + - - /6 - - -
A SR PRAFVEM PR IR + 1/6 % pd - 2/6  3/6
<>
FAENTER FE Rt ERfaoZE + - % P 1/5 - -
&
i NI ERT M E AR + - - - 3/6 - -
X
/NEE DRI + 4/6  3/6 3/6 - - -
/IR 3R RE + 3/6 6/6 4/6 1/5 6/6 5/6
=g SRS L) O + - /6 1/6 - /6  1/6
At 7~ M+E + - - /6 - - -
T e300 + - % P - - 1/6
O% @ fHEHE Ko ERERS. - R4 L.+ #RAT. 4 RAROT

7R3 FHIC XV ST IC EE 2R R OEEFEN D B AL 1000 mg/ kg & G- R OME 1 /5] (No. 455)
Tk, B TAFIRO LR, FABRO KIS L OB RIER, Bitomks L CEREAAEY . RE
FENE 0> 2 B B AR L OSBHE IR AR ETARD S, WEHEMEARA TIE, BB
FBHERIES, PRI PEERTE—5 CTERLORCD . ATIRICEREE 2/ NP 3ERE, B OV E AMEAT
MR A, PR B R EEIE S KL OMREL e B, (OB R P A BB D A R AR
BE 7R AN DIRERIS K O 72 o . BRI P B e SO M AR L g - R e RS E
MOTUHE, MR 72 G OZRE, ISR R MEKCR O M T, BB E 2 ORI
BT 5 REMBDIERA RO BT, B PRI 2 Z I FE0C K D REBR R AR 2N - T
DT EERMBEL, BERWERSIC LD EEEFMT DR DR LT,
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#

2

THE FaF72 L0 0, hrEaa i), 40, 200 3B LN 1000 mg/kg & 1 FEREMER
6PED Cr1:CD(SD) 7 » Mz, 28 AMRMEM O IRG L CEMEHBLOF HS I OME 2 7 L7,
EHIT, 0 BELT 1000 mg/kg iZ-oVNT | FEREMESS 6 ILAFRT, REETORE D NS 14 08
Hfkfoe LIRSEIZ X 2 Bt o @ M & R TG L 7=,

—HCIRAE T, 40 35 L TF 200 mg/kg REGHEDMER HTNT 1000 mg/kg $5-HEOMEMEIZ T AT, K
3 2 WO TSI N P2 5 71, 1000 me/ kg Be 5L DM CIIAMRIE D JE B OWEEIE I U S,
BAKTHD hUERa VHOEELZZBET L L, HEFHEREIRZVES 2 b,

PR —RRRER R T, AR GREOKENE & b IR G RIS K ORIEHIR OV b R Y
B 5 IZBHE L 22380 ooz,

BERERRAT T, 5 1 BICK R SR ORI & 510 & 5 MR L CEE MM O W b ik5EY
BB L 22 IERO bhieinoe, £, FEIE 2 I 1000 mg/kg # GO M TR D
BICHEEREMER LU EREHEO —BIEOFEREMEMN S DAL, HEHAREA R T
WMEEERET AT O LI TR D, BEHEFENREBERITIRVWEB I LT,

REHFBL LOEE T, SRS HOMITE b IZEBRYE GBI L 7221380 il
Mo,

PRIRE T, %5 4112 1000 mg/kg $5-TEDOHET pH OF BT B L UIKREDOH B Al
RO O, O LIXWEHE IR E ISR W TERIC A RE L O T B & OrfEgtE/
K72 5L F IR A TREEELCEMRE FOREEEREMICEMNRALITNDZ Linb,
W ER S ICEE LB 26N, LML, 2o 0 biXEIE 2 @I2iE538 0 bt/ ds
=77,

MEFAIRE Tl KGR TR 1000 mg/ke &G OREMEIEPELE Sy b AR 7T X
FURHORRBRIERPEO LIV, HZiE7 e ey B URHOABRRER BRD LI, 20O
25413 1000 mg/kg R EGHEOHEMIIITFEROABERGMENZLENTND Z L b, HRMERS
B LAk E2 oiviz, LAL, 2 OZB(RIZEE 2 BIZIFRD Doz,

— . 40 mg/kg & GREOMETITIEELR S S v R T 7 AT VR ORERERESED b
B, ABEREFENZRATIERNWI &b, HERWERS & OREMITRVWEE R b,

MRALZAIRRE Tht, BRI THIZ 200 mg/keg LA OB SHEOMICRE B OAF R e FfE,
200 mg/kg B 5 FEDMERS T 1000 mg/kg B 5-FEDLEMEZ 70 =1 — A OHF B KA, 1000 mg/kg
BEFHOMIZHRa L AT a—L e N7V EY ROFEZREERRD bz, 7L a—ADEE,
o277 —LEBLORY 70 &Y o, THRR Y Tb b0, FFEEAEML T
B LMD, HHRMEREICEE LB LB DN, BRI TR 1000 mg/kg #E51F
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DOHTHREEBEIO NI 7Vt Y FOFERBMENTED DI HRIZIZERE L 2 h o
T2 et BEEOELEEZ BNT,

200 mg/kg FEHOHETHLNTH ) 7 LB IV 2=V OFFZAKE. 1000 mg/kg fEHED
BTF b oA, BYTLBROY B —LOREREBEH- T, REERBLV/ LT F=
COREREMENRGEO b, Zib DA ki, BIRIZBIT DT ER L Ot MEICETE L
TeZbE B2 BN, RERRE TR FERFOBFEREREEICEERBD Lo
o2 e bEIENRDEEEZ Tz,

7k, ELGHIRTRE FREIZ 200 mg/kg HLGBEOTEIZ A/GHL, TAT I U EEB L OALT ICAE
PRAVED A B A, HEARITAI AR L CiEn 2 & £/, EEBIRK TEIZ 1000 mg/kg
BEREOHECT AT I, AGEBIOT AT I UAEEOREZRBES A SN, MK
TIREIIMEKTAIENMTHAZ LD, WTNHLBEEFMNERIZVEEZEZ LN,

FIMRPT R Tk, BB TRED 2\ R BRI T IR BRI & 2 0 T o) | B e oD B ik
ERBA I THDER, ZOBLITARBENLEEE 2 b,

FEH B CIE, 1000 mg/kg 3 5O MEMEI IR OGS & 2 VTR E RO E 22 & . 200 mg/ke
L EOBEREOREICEHOKN B LU EROAELEMENSRD b, HRHERSIZBEEL
BB 2 b,

F72. 1000 mg/kg FEHEOMECRIT OMextss L OMH EEICHE R EENGED L, HE
R ARN TR BERE O LN L FIUSMNIEIIRD Hivgdoz, Lol MR FRBRA

TN a— AREMEEEARRENTND Z &5 BEHEFIC OV T LN TRV,
PR ENRRIB IS U TREEL RIT Ll ReErnE 2 o,

)7, 200 mg/kg FHHEOMEIEE LEOERERIZEBER&MNRD b on, AT/
TRWI Enb, #IEFRESRITR O &I LT,

RIS T RIS, HEORTIES X UEIBRICH B 2T b oz, METHE, iTEE
BICHE S EMEN GBI TR & MRICRO ik,

FRERARRR S ROM AT T, 1000 mg/kg $&-5-BEDOME 3 5 THFHR OO L 7o/ NE o UM TR AR IE R 2372
W, ZOEbiE, HEEE H12 1000 mg/ke BHFIZHE O TR EE CITROMX 5 5 V)i
MM BREOEBRRBENALN TS Z &, £ MEFMHBRE T o BBl O =R T
R MigLFEBRE TREAOAEREESRA VAT un— e M) 7 U1 U FOFER&ES
BHRENTNDEZ LD, WHRWEREGICEE L ATR TORMAHCE AR L ORRE R HHEE

DB M LT & Mg STz,

Fio. BHHIME TR 40 mg/kg ML E DR EHOHERF)CBIROBE H 5 N T HEE 2T
JRABE LR ORE i F K OBt/ IMRASE O H AL, 2 HIZNMIA T 200 mg/kg LA EDOFREGHEDOHE
TIXB RS S LU ERICHERBENL LN THD I b, HBRWER S L OBk
PRI, HTEFIC a7 a7 Y URERETLII b a,,-7 07 U VBT EFERTN,
M7 v MIRRINCERT 8L TH D, SEORBIZE O TRS L2 kix, HHZ O BRH,
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La,7a7 ) rBBtETdsd 2 EBLUSENIRME FEICEBLL TS ZEnb, ay,, 717
D UBE L Rk LEEZ Bz, L L, 2 b Ol L OO L i, FEHEET
RECIXBBRBIE B L, 2, ARICOVWTHBEL TWAH I &b, BEERH DL O &
ganiz, £z, PIEHIRE TEIZ 1000 mg/kg R GREDOHETIRD ST BT A0 JRAE RO
HFloHoWnWThH, BEHEOLETHLZ E0n, BIEEEZ TLDOEEZ LI,

iz iE, B GHEOMEME & & (B E R GICBEE L2 B IR bR lz,

Lo X 51T, HBWERGIZEE L= E LT, 200 ng/kg A LOFLEHET, MHUIHREND
OEfE, 7V TAE 7 a—)LOE, BIEOBEEEM, M7 a—ZORENFE0 bivTc,

1000 mg/kg F¥-GRETIL. HEMEICTEMALERSY P 1 v R 75 X F RO . ATIEOAR ot Bk
. Mz T, HEZIR pH OIET, REOHEM, 71 b CVRROER., REEHR, 7 LVT7F
=2, FTRIULABIOAN T LAORMER LT NV a—ZADMME, HicRal A7 —1E
TN 77U &Y FommfE, &I O\ O IO BEHINF L OREE o/ EA.OME
MIRAL R 2338 biviz, 7o, TibOEMITIIWT LS EHEENRD bz,

iz, HEo 40 mg/kg LA EOFERAUTIALIRME HRZ O 7d L OB/ IME (a7 7 )
CYLARGTE) 3R B AT,

L7=do T, ABREETICBIIZ2T e Rt 72 Lo 0EEEE (NOEL) kM & % 10
mg/kg/day & E z HRTe,
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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 Decahydronaphthalene (SR05340)
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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 Decahydronaphthalene (SR05340)

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

Group Findings 1 2 3-28 day 1-14 day
Control Number of animals examined 12 12 12 6 6 6
No abnormal findings 12 12 12 6 6 6
Decahydronaphthalene Number of animals examined 6 6 6 6 - -
40 mg/kg No abnormal findings 6 6 6 6 - -
Decahydronaphthalene  Number of animals examined 6 6 6 6 - -
200 mg/kg No abnormal findings 6 6 6 6 - -
Decahydronaphthalene Number of animals examined 12 12 12 6 6 6
1000 mg/kg No abnormal findings 12 11 12 6 6 6
Mucous feces 0 1 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 Decahydronaphthalene (SR05340)

Administration period (day) Autopsy
Group Findings 1 2 3 4 57 8 9 10-1213,14 15 16 17 18 19 20 21 22 23 24,2526-28  day
Control Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
Decahydronaphthalene Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
40 mg/kg No abnormal findings 6 5 4 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Diarrhea 6o 1 1 0 O 0 o0 O o o0 o0 0 0 0 0 0O 0 0 O 0 0
Soft feces 6 o 1 O O O O O o o0 o0 0 0 0 0 0 0 0 O 0 0
Decahydronaphthalene Number of animals examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
200 mg/kg No abnormal findings 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 5 6 6 6 6 6
Soft feces ¢ o o 0 O 0 0 o 6 o 0o o0 0 o0 0o 1 0 0 O 0 0
Decahydronaphthalene Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
1000 mg/kg No abnormal findings 12 11 12 11 12 1t 12 11 12 11 12 8 12 10 11 11 12 7 12 11 5
Paralysis, hind limb, bilateral ¢ 0 0 0 0 0 0 0 o 0 o0 o 0 0 0 0 0 0 O 1 1
Soft feces 0 1 0 1 0o 0 o0 0 o 0 o0 o 0 0 0 0 0 0 O 0 0
Soil of abdominal fur,reddish ¢ 0 0 0O 0 0 0 0 0 0 0 O O O O 0 0 O 0 1 1
Soil of perigenital fur 0 0 0 0 O I 0 l 0 ! 06 4 0 2 1 1 0 35 0 1 1

Recovery period (day) Autopsy

Group Findings 1-14 day
Control Number of animals examined 6 6
No abnormal findings 6 6
Decahydronaphthalene Number of animals examined 6 6
1000 mg/kg No abnormal findings 6 6

Values are number of animals with findings.
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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 Decahydronaphthalene (SR05340)

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

Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6

Dccahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 200 mg/kg

Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12

Decahydronaphthalene 40 mg/kg

Dccahydronaphthalenc 200 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 12 12

Decahydronaphthalene 40 mg/kg

Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
R-Day 7 Control

Decahydronaphthalene 1000 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6

Dccahydronaphthalenc 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 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 4 Detailed clinical observation, on the hand, of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Decahydronaphthalene (SR05340)
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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
Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Dccahydronaphthalene 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
Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 200 mg/kg
Decahydronaphthalene 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
Decahydronaphthalene 40 mg/kg
Dccahydronaphthalenc 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 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
Decahydronaphthalene 40 mg/kg
Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 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
Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12 12 12 12 12 12
R-Day 7 Control
Decahydronaphthalene 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
Dccahydronaphthalenc 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.
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 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 Decahydronaphthalene (SR05340)
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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 Categ()ry 1 1 1 0 1 0 1 0 1 1 1 1 1
Pre Control 12 12 12 12 3 11 1 12 0 12 12 12 12
Decahydronaphthalene 40 mg/kg 6 6 6 6 5 1 1 0 6 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 2 1 0 6 6
Dccahydronaphthalene 1000 mg/kg 12 12 12 12 1 1 11 1 12 0 12 12 12 12
Day 7 Control 12 12 12 12 10 2 10 2 12 0 12 12 12 12
Decahydronaphthalene 40 mg/kg 6 6 6 6 0 6 0 0 6 6
Decahydronaphthalene 200 mg/kg 1 4 2 0
Decahydronaphthalene 1000 mg/kg 12 12 12 12 10 2 9 3 12 0 12 12 12 12
Day 14  Control 12 12 12 12 11 1 11 1 12 0 12 12 12 12
Decahydronaphthalene 40 mg/kg 0 0 0
Dccahydronaphthalene 200 mg/kg 6 6 6 6 6 0 0 0 6 6
Decahydronaphthalene 1000 mg/kg 12 12 12 12 10 2 3 12 0 12 12 12 12
Day 21  Control 12 12 12 12 11 1 10 2 11 1 12 12 12 12
Decahydronaphthalene 40 mg/kg 0 0 0 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 6 0 0 0 6
Decahydronaphthalene 1000 mg/kg 12 12 12 12 10 2 3 12 0 12 12 12 12
Day 28  Control 12 12 12 12 2 0 11 1 12 0 12 12 12 12
Decahydronaphthalene 40 mg/kg 6 6 6 6 0 0 0 6 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 5 1 0 0 6 6
Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 0 11 1 12 0 12 12 12 12
R-Day 7 Control 1 6 0 0
Decahydronaphthalene 1000 mg/kg 6 6 6 6 0 6 0 0 6 6
R-Day 14 Control 6 6 6 6 2 6 0 6 0 6 6
Dccahydronaphthalene 1000 mg/kg 6 6 6 6 5 1 6 0 6 0 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.
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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 Decahydronaphthalene (SR05340)

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

Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6

Dccahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 7 Control 12 12 12 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 200 mg/kg

Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 14  Control 12 12 12 12 12 12 12 12

Decahydronaphthalene 40 mg/kg

Dccahydronaphthalenc 200 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 21  Control 12 12 12 12 12 12 12 12

Decahydronaphthalene 40 mg/kg

Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12 12
Day 28  Control 12 12 12 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6

Decahydronaphthalene 1000 mg/kg 11 11 11 11 11 11 11 11
R-Day 7 Control

Decahydronaphthalene 1000 mg/kg 6 6 6 6 6 6 6 6
R-Day 14 Control 6 6 6 6 6 6 6 6

Dccahydronaphthalenc 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 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 7 Detailed clinical observation, on the hand, of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Decahydronaphthalene (SR05340)

Number Pupil Mucous Body
of Handling Treating Muscle tone Piloerection Fur  Skin FEyes size membranes Lacrimation Salivation temperature
Period  Group animals 1 1 2 l 1 l 1 1 l l 1 1
Pre Control 12 12 12 12 12 12 12 12 12 12 12 12 12
Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
Dccahydronaphthalene 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
Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 200 mg/kg
Decahydronaphthalene 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
Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6
Deccahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 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
Decahydronaphthalene 40 mg/kg 6 6 6 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 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
Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6 6
Decahydronaphthalene 1000 mg/kg 11 11 11 11 11 11 11 11 11 11 11 11 11
R-Day 7 Control 6 6 6 6 6 6 6
Decahydronaphthalene 1000 mg/kg 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
Dccahydronaphthalence 1000 mg/kg 6 6 6 6 6 6 6 6 6 6 6 6

Values are expressed as the number of animals.
Catcgory : The catcgory number obscrved in cach 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 rccovery.



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 Decahydronaphthalene (SR05340)
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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 9 3 12 0 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 6 6 6 6 2 0 6 6 6 6 6

Decahydronaphthalene 200 mg/kg 6 6 6 6 5 1 0 6 6 6 6 6

Dccahydronaphthalene 1000 mg/kg 12 12 12 12 10 2 12 0 12 12 12 12 12
Day 7 Control 12 12 12 12 3 12 0 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 6 6 6 6 0 0 6 6 6 6 6

Decahydronaphthalene 200 mg/kg 0 0

Decahydronaphthalene 1000 mg/kg 12 12 12 12 0 2 11 1 12 12 12 12 12
Day 14  Control 12 12 12 12 11 1 12 0 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 0 0

Dccahydronaphthalenc 200 mg/kg 6 6 6 6 0 0 6 6 6 6

Decahydronaphthalene 1000 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 21  Control 12 12 12 12 11 1 12 0 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 0 0 6

Decahydronaphthalene 200 mg/kg 6 6 6 6 0 0 6 6 6

Decahydronaphthalene 1000 mg/kg 12 12 12 12 11 1 11 1 12 12 12 12 12
Day 28  Control 12 12 12 12 11 1 12 0 12 12 12 12 12

Decahydronaphthalene 40 mg/kg 6 6 6 6 0 0 6 6 6 6

Decahydronaphthalene 200 mg/kg 6 6 6 6 0 0 6 6 6 6

Decahydronaphthalene 1000 mg/kg 11 11 11 11 11 0 11 0 11 11 11 11 11
R-Day 7 Control 0 0

Decahydronaphthalene 1000 mg/kg 6 6 6 6 0 0 6 6 6 6
R-Day 14 Control 6 0 0 6 6 6 6

Dccahydronaphthalenc 1000 mg/kg 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 Decahydronaphthalene (SR05340)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals 4 2 1 2 1 1
Week 4  Control 12 12 12 12 12 12 12
Decahydronaphthalene 40 mg/kg 6 6
Decahydronaphthalene 200 mg/kg 6 6
Decahydronaphthalene 1000 mg/kg 12 12 12 12 12 12 12
R-Week 2 Control 6 6
Decahydronaphthalene 1000 mg/kg 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 Decahydronaphthalene (SR05340)

Number Reactivity Righting
of Visual Touch Auditory Pain Proprioceptive reflex
Period  Group animals  Category 4 2 1 2 1 1
Week 4 Control 12 12 12 12 12 12 12
Decahydronaphthalene 40 mg/kg 6 6 6 6 6 6 6
Decahydronaphthalene 200 mg/kg 6 6 6 6 6 6 6
Decahydronaphthalene 1000 mg/kg 11 11 11 11 11 11 11
R-Week 2 Control 6 6 6 6 6 6 6
Decahydronaphthalene 1000 mg/kg 6 6 6 6 6 6 6
Values are expressed as the number of animals. Visual reactivity: approach response.
Category : The category number observed in each item. Touch reactivity: touch response.

Auditory reactivity: response to Galton's whistle.
Week 4 : Week 4 of administration. Pain reactivity: tail pinch response.
R-Week 2 : Week 2 of recovery. 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 Decahydronaphthalene (SR05340)

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

Period Group animals (g) (g) 0-10' 10'-20' 20'-30' 3040’ 40'-50' 50'-60' Total
Week 4 Control 12 Mean 1079.83 427.05 541.8 435.1 340.1 257.9 191.3 116.4 1882.5
S.D. 113.94 61.38 2253 226.8 202.0 126.6 136.6 110.7 887.1

Decahydronaphthalene 40 mg/kg 6 Mean 113647 455.17 720.2 465.8 3332 241.8 200.0 110.3 20713

SD. 17451 48.07 163.5 185.3 77.4 95.3 1232 88.3 571.8

Decahydronaphthalene 200 mg/kg 6 Mean 1071.05 434.07 459.5 366.3 239.0 175.2 107.8 57.2 1405.0

S.D. 155.06 36.10 102.8 127.0 82.7 78.0 51.0 54.4 308.7

Deccahydronaphthalene 1000 mg/kg 12 Mcan 1181.39 428.37 475.7 389.5 268.4 245.0 177.3 185.0 1740.9

S.D. 159.28 61.71 148.1 1344 90.1 1274 1173 117.8 630.2

R-week 2 Control 6 Mean 1339.38 402.22 511.8 420.5 2532 63.5 303 37.7 1322.0
S.D. 32.08 45.18 1423 137.4 139.5 84.6 317 55.9 468.0

Decahydronaphthalene 1000 mg/kg 6 Mean 1274.78 346.83*% 500.0 4452 222.3 107.7 105.0* 77.2 1457.3

SD. 111.99 40.51 172.5 2439 2235 120.1 72.5 82.3 738.0

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).



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 Decahydronaphthalene (SR05340)
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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' 3040’ 40'-50' 50'-60' Total
Week 4 Control 12 Mean  796.03 250.55 838.2 665.8 538.3 501.1 380.3 3311 3254.8
S.D. 28.82 26.62 2335 211.8 140.9 177.8 148.2 139.4 883.6

Decahydronaphthalene 40 mg/kg 6 Mean  811.95 247.12 1003.2 863.8 773.0 664.0 534.5 449.0 42875

S.D. 24.52 21.04 194.3 103.8 232.0 2324 281.9 289.7 1161.0

Decahydronaphthalene 200 mg/kg 6 Mean  822.62 263.95 627.8 621.7 563.2 3575 361.7 279.5 28113

S.D. 16.82 3331 221.5 2579 259.9 164.8 139.9 128.7 1048.7

Deccahydronaphthalenc 1000 mg/kg 11 Mcan  785.63 251.13 749.7 622.2 543.2 505.7 402.0 346.3 3169.1

S.D. 39.96 23.58 271.6 257.8 2432 265.6 212.2 189.0 1275.1

R-week 2 Control 6 Mean 1033.67 326.28 881.5 723.8 514.0 471.8 318.5 337.2 3246.8
S.D. 21.55 16.29 2782 267.7 222.1 270.0 1759 94.1 1088.9

Decahydronaphthalene 1000 mg/kg 6 Mean 1028.60 323.52 871.2 736.2 560.7 5333 3235 273.7 3298.5

S.D. 64.04 37.01 2152 225.5 274.4 188.5 209.9 194.2 1231.2

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 Decahydronaphthalene (SR05340)

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 %
(6) (6) (6) (6)
Control 12 Mean 1593 216.4 282.4 347.3 389.7 2304  144.973 430.3 461.0 66.3 16.822
S.D. 6.5 8.5 12.4 14.9 19.7 19.6 14.363 14.8 18.4 13.7 3.469
Decahydronaphthalene 6  Mean 159.7 218.8 284.7 347.0 385.8 2262 141422 - - - -
40 mg/kg S.D. 5.4 10.3 18.7 24.8 31.1 26.7 13.016 - - - -
Decahydronaphthalene 6  Mean 158.5 219.7 286.7 349.5 387.2 228.7  144.105 - - - -
200 mg/kg S.D. 7.0 142 20.8 27.0 314 263 13.139 - - - -
(6) (6) (6) (6)
Decahydronaphthalene 12 Mean 158.8 212.1 274.8 330.8 371.0 2123 133.824 410.2 447.2 70.5 18.823
1000 mg/kg S.D. 4.6 7.1 12.0 18.6 24.1 23.9 15.615 23.1 26.0 7.9 2.733

Values in parentheses are number of animals.
- : 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 Decahydronaphthalene (SR05340)

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 %
(6) (6) (6) (6)
Control 12 Mean 1309 160.3 185.2 205.2 223.5 92.6 70.717 239.8 249.8 25.8 11.513
S.D. 3.8 8.3 9.0 10.8 1L.5 9.8 7.104 18.3 17.3 59 2.485
Decahydronaphthalene 6  Mean 131.7 162.5 190.5 214.0 229.7 98.0 74.643 - - - -
40 mg/kg S.D. 6.6 4.6 11.5 10.4 11.3 10.1 9.322 - - - -
Decahydronaphthalene 6  Mean 132.7 162.3 188.2 207.3 221.7 89.0 66.815 - - - -
200 mg/kg S.D. 54 12.7 17.8 22.4 22.6 18.0 11.237 - - - -
(11 (1 (1 (6) (6) (6) (6)
Decahydronaphthalene 12 Mean 132.7 165.4 193.0 2134 227.7 95.5 72.422 2433 254.7 22.5 9.755
1000 mg/kg S.D. 6.3 11.4 14.1 18.5 13.2 11.3 9.095 9.1 14.5 9.3 4.160

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 Decahydronaphthalene (SR05340)

Number Food consumption (g/rat/day)
of Administration period (day) Recovery period (day)
Group animals 1 7 14 21 28 7 14
(6) (6)
Control 12 Mean  21.75 21.31 23.11 23.43 22.43 26.30 29.03
S.D. 1.22 1.05 1.23 1.41 1.84 1.00 2.06
Decahydronaphthalene 6 Mean  20.67 21.42 22.63 22.32 21.32 - -
40 mg/kg S.D. 1.75 1.50 2.73 2.16 2.97 - -
Decahydronaphthalene 6 Mean 21.33 22.00 23.35 23.50 21.70 - -
200 mg/kg S.D. 2.25 2.29 2.54 3.23 2.78 - -
(6) (6)
Decahydronaphthalene 12 Mean  20.50 20.73 22.72 22.83 22.41 27.32 29.80
1000 mg/kg S.D. 0.67 1.07 1.88 2.52 2.63 1.65 1.84

Values in parentheses are number of animals.
- : Blank value.



Table 16  Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Decahydronaphthalene (SR05340)
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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  16.25 15.86 14.82 14.37 14.58 17.73 19.40
S.D. 1.66 1.14 1.06 1.20 1.40 1.37 1.19
Decahydronaphthalene 6  Mean 16.67 15.93 15.02 14.93 14.57 - -
40 mg/kg S.D. 2.07 0.73 1.02 0.83 0.65 - -
Decahydronaphthalene 6  Mean 17.83 15.60 14.85 14.27 14.18 - -
200 mg/kg S.D. 1.33 1.41 1.39 1.88 1.52 - -
(11 (6) (6)
Decahydronaphthalene 12 Mean 16.92 15.55 15.80 14.89 15.15 18.43 20.70
1000 mg/kg S.D. 1.88 1.51 1.39 1.59 1.53 2.18 1.80

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 Decahydronaphthalene (SR05340)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 6.0 65 7.0 75 80 8.3 - £+ - - 0.1 EU/dL - -
Control 12 0 0 1 1 2 8 0 0 10 2 0 12 12 12 12 12
Decahydronaphthalene 40 mg/kg 6 0 0 0 1 1 4 0 0 2 4 0 6 6 6 6 6
Decahydronaphthalene 200 mg/kg 6 1 0 1 0 2 2 0 0 3 2 1 6 6 6 6 6
Decahydronaphthalene 1000 mg/kg 12 |: 0 4 3 1 3 1 :|++ 0 1 6 3 2 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 0 1 1 4 6 838+ 3.35
Decahydronaphthalene 40 mg/kg 6 6 0 0 0 1 4 1 6.17+ 1.17
Decahydronaphthalene 200 mg/kg 6 6 0 0 0 1 1 4 842+ 1.69
Decahydronaphthalene 1000 mg/kg 12 11 1 1 0 3 5 3 16.33 £ 11.52++

Values are number of animals with findings.

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

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

++ or [ ]++ : Significantly different from the control group at p =0.01 (Mann-Whitney test).
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Table 18  Urinary findings of female rats in 28-day repeated dose oral toxicity test of Decahydronaphthalene (SR05340)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 6.0 6.5 70 75 80 8.5 - + + 4+ — - 0.1 EU/dL - - +
Control 12 1 0 0 2 6 3 3 3 4 2 12 12 12 12 11 |
Decahydronaphthalene 40 mg/kg 6 0 1 1 0 0 4 1 1 3 1 6 6 6 6 6 0
Decahydronaphthalene 200 mg/kg 6 0 0 0 1 3 2 2 1 3 0 6 6 6 6 6 0
Decahydronaphthalene 1000 mg/kg 11 0 1 2 1 6 1 3 5 2 1 11 11 11 11 11 0
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 3 4 2 3 7.96 + 3.63
Decahydronaphthalene 40 mg/kg 6 6 0 0 2 4 0 7.17 £ 1.63
Decahydronaphthalene 200 mg/kg 6 6 0 1 2 2 1 742 +3.18
Decahydronaphthalene 1000 mg/kg 11 10 1 0 3 7 1 10.36 £ 1.96

Values are number of animals with findings.
—; Normal, +; Slight, +; Moderate, ++; Severe.
Color : A; Pale yellow or yellow, A*; Pale yellow or yellow/brownish.
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Table 19  Urinary findings of male rats in 14-day recovery test following 28-day repeated oral dose of Decahydronaphthalene (SR05340)

Number Ketone Urobili- Bili- Occult
of pH Protein Glucose body nogen rubin blood
Group animals 8.0 8.5 - £ 4+ - - 0.1 EU/dL - - =*
Control 6 0 6 0 0 6 0 6 6 6 6 5 1
Decahydronaphthalene 1000 mg/kg 6 2 4 0 0 3 3 6 6 6 6 6 0
Urine
Number Specific gravity volume
of Color 1.031-1.041-1.051 = (mL/21hr,
Group animals A 1.040 1.050 mean£S.D.)
Control 6 6 3 2 1 18.83 £ 5.37
Decahydronaphthalene 1000 mg/kg 6 6 0 5 1 13.75£2.66

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 Decahydronaphthalene (SR05340)

Number Ketone Urobili- Bili- Occult
of Protein Glucose body nogen rubin blood
Group animals 7.5 8.5 - + — - 0.1 EU/dL - -
Control 6 0 3 2 1 6 6 6 6 6
Decahydronaphthalene 1000 mg/kg 6 1 4 2 0 6 6 6 6 6
Urine
Number Specific gravity volume
of Color 1.011-1.021-1.031-1.041- (mL/21hr,
Group animals A 1.020 1.030 1.040 1.050 mean=S.D.)
Control 6 6 1 0 4 1 22.67+19.01
Decahydronaphthalene 1000 mg/kg 6 6 0 1 2 3 16.83+ 6.23

Values are number of animals with findings.
—; Normal, +; Slight, +; Moderate.
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 Decahydronaphthalene (SR05340)

RBC Ht Hb MCV MCH MCHC WBC Platelet
Group 10%/uL % g/dL fL g g/dL 10%/uL 104uL
Control Mean 772.5 46.53 16.53 60.25 21.43 35.55 149.5 119.17
S.D. 33.6 1.49 0.46 1.08 0.62 0.58 37.1 9.72
Decahydronaphthalene Mean 780.5 46.13 16.32 59.18 20.95 35.38 138.0 122.37
40 mg/kg S.D. 40.2 1.39 0.46 1.77 0.66 0.47 41.5 20.04
Decahydronaphthalene Mean 787.8 45.62 16.27 57.97 20.70 35.68 116.8 111.42
200 mg/kg S.D. 36.5 1.28 0.34 2.30 0.91 0.41 18.9 15.63
Decahydronaphthalene Mean 769.2 45.95 16.40 59.83 21.33 35.68 116.3 117.17
1000 mg/kg S.D. 27.5 1.16 0.33 2.96 0.92 0.61 18.8 5.18
Reticulo- Differential count of WBC %
cyte PT APTT Neutrophil Lympho-
Group %0 scc scc Stab form Scgmented Eosinophil Basophil Monocyte  cyte Others
Control Mean 30.8 18.10 26.82 1.80 16.80 0.27 0.00 1.87 79.27 0.00
S.D. 53 2.59 3.25 0.94 6.74 0.33 0.00 0.60 7.55 0.00
Decahydronaphthalene Mean 31.2 18.45 28.72 1.20 10.93 0.80 0.00 2.73 84.33 0.00
40 mg/kg S.D. 7.0 1.88 2.69 0.57 3.46 0.57 0.00 0.78 421 0.00
Decahydronaphthalene Mean 24.8 19.68 31.50 1.53 11.33 0.40 0.00 3.40 83.33 0.00
200 mg/kg S.D. 2.6 3.74 6.01 0.96 3.04 0.36 0.00 1.78 4.70 0.00
Decahydronaphthalene Mean 30.5 28.48++  41.42%* 1.53 12.73 0.60 0.00 2.80 82.33 0.00
1000 mg/kg S.D. 4.2 6.78 6.43 1.17 3.80 0.49 0.00 1.29 5.21 0.00

** . Significantly different from the control group at p=0.01 (Dunnett's procedure).
++ : Significantly different from the control group at p=0.01 (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 Decahydronaphthalene (SR05340)

RBC Ht Hb MCV MCH MCHC WBC Platelet
Group 10%/uL % g/dL fL g g/dL 10%/uL 104uL
Control Mean 763.2 43.28 15.80 56.70 20.70 36.52 105.5 123.47
S.D. 16.3 2.37 0.66 2.47 0.67 0.68 25.6 11.66
Decahydronaphthalene Mean 759.2 42.95 15.90 56.62 20.97 37.02 109.2 128.28
40 mg/kg S.D. 332 1.28 0.46 1.64 0.83 0.51 514 13.56
Decahydronaphthalene Mean 786.5 44.40 16.20 56.48 20.63 36.48 105.3 122.05
200 mg/kg S.D. 524 2.78 1.02 1.99 0.61 0.55 41.8 13.36
Decahydronaphthalene Mean 749.6 42.20 15.40 56.32 20.56 36.48 832 111.48
1000 mg/kg S.D. 27.6 0.89 0.32 1.20 0.57 0.36 32.6 11.50
Reticulo- Differential count of WBC %
cyte PT APTT Neutrophil Lympho-
Group %0 scc scc Stab form Scgmented Eosinophil Basophil Monocyte  cyte Others
Control Mean 29.3 16.53 20.97 1.20 11.33 0.87 0.00 1.87 84.73 0.00
S.D. 3.5 0.87 1.30 0.36 3.27 0.47 0.00 0.48 391 0.00
Decahydronaphthalene Mean 27.0 16.40 18.80%* 0.87 9.47 1.13 0.00 1.93 86.60 0.00
40 mg/kg S.D. 4.2 0.76 0.74 0.59 4.39 0.59 0.00 0.85 4.61 0.00
Decahydronaphthalene Mean 25.5 16.28 21.62 1.33 11.73 0.47 0.00 2.73 83.73 0.00
200 mg/kg S.D. 4.4 0.61 1.45 0.21 6.70 0.59 0.00 1.55 7.58 0.00
Decahydronaphthalene Mean 27.0 16.34 22.88* 0.96 10.88 1.04 0.00 2.24 84.88 0.00
1000 mg/kg S.D. 5.0 0.50 1.30 0.92 4.48 0.54 0.00 1.08 5.37 0.00

* : Significantly different from the control group at p=0.05 (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 Decahydronaphthalene (SR05340)

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 829.2 46.48 16.58 56.07 20.02 35.68 117.0 110.35
S.D. 39.0 2.12 0.62 1.18 0.64 0.53 36.3 6.59
Decahydronaphthalene 6 Mean 862.0 47.38 16.97 55.00 19.72 35.85 121.5 120.02
1000 mg/kg S.D. 50.4 2.54 0.52 1.93 0.70 0.82 30.7 11.87
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 6 Mean 23.8 23.82 29.12 1.07 8.87 0.93 0.00 2.00 87.13 0.00
S.D. 4.3 4.97 2.65 0.48 2.79 0.65 0.00 0.80 3.13 0.00
Decahydronaphthalene 6 Mean 24.0 22.50 26.38 0.80 11.67 0.47 0.00 2.07 85.00 0.00
1000 mg/kg S.D. 1.4 3.54 2.09 0.44 3.43 0.30 0.00 0.30 3.41 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 Decahydronaphthalene (SR05340)

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 834.2 44.73 16.10 53.65 19.32 36.02 65.5 116.62
S.D. 25.0 1.90 0.42 1.86 0.45 0.90 11.6 19.36
Decahydronaphthalene 6 Mean T71.7%* 42.73 15.83 55.37 20.53**  37.07++ 84.8 123.60
1000 mg/kg S.D. 23.6 1.46 0.47 1.34 0.56 0.31 18.6 10.04
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 6 Mean 26.8 16.98 18.77 0.53 10.53 0.73 0.00 1.73 86.47 0.00
S.D. 5.5 0.86 0.79 0.41 3.92 0.85 0.00 0.41 3.87 0.00
Decahydronaphthalene 6 Mean 22.8 16.53 18.53 0.80 13.87 1.07 0.00 1.33 82.93 0.00
1000 mg/kg S.D. 4.0 0.53 1.09 0.44 7.54 1.31 0.00 0.74 7.72 0.00

** . Significantly different from the control group at p=0.01 (Dunnett's procedure).
++ : Significantly different from the control group at p=0.01 (Mann-Whitney's U-test).
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Table 25 Biochemical findings of male rats in 28-day repeated dose oral toxicity test of Decahydronaphthalene (SR05340)

Number Protein fraction %

of TP Albumin A/G Globulin AST ALT ALP v -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o y B Y IU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.52 2.990 1.193 54.33 20.08 7.48 15.15 2.95 64.0 26.2 876.2 0.47 0.047

S.D. 0.10 0.069 0.074 1.57 1.65 0.34 0.38 0.66 4.3 1.5 294.3 021 0.010

Dccahydronaphthalene 6 Mcan 5.63 2.987 1.128 53.00 2143 7.50 15.28 2.78 61.0 252 785.8 0.50 0.052
40 mg/kg S.D. 0.15 0.092 0.066 1.38 1.81 0.89 0.90 0.61 32 2.9 2243 0.18 0.015
Decahydronaphthalene 6 Mean 5.78**  3.003 1.077* 51.78* 2222 7.82 15.62 2.57 583 22.2+ 625.7 043 0.048
200 mg/kg S.D. 0.13 0.137 0.071 1.61 1.30 0.62 0.57 0.43 5.0 2.9 87.0 0.27 0.012
Decahydronaphthalene 6 Mean 5.92%% 3115 1.117 52.67 21.40 7.67 15.75 2.52 60.2 29.3 5933 0.50 0.043
1000 mg/kg S.D. 0.15 0.111 0.066 1.48 1.67 0.98 0.99 0.59 9.0 6.0 88.9 0.20 0.014

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 mEg/L mEqg/L mg/dL mg/dL
Control 6 Mean 156.7 54.3 46.5 9.78 0.500 143.5 5.090 105.8 9.87 8.63

S.D. 13.8 12.3 19.7 1.92 0.030 0.5 0.258 1.5 0.23 0.46

Decahydronaphthalene 6 Mean 156.2 60.3 423 9.42 0.513 143.5 4.927 103.8 9.77 8.75
40 mg/kg S.D. 12.4 5.8 23.7 1.41 0.022 1.0 0.301 1.2 0.14 0.51
Decahydronaphthalene 6 Mean 142.2 64.3 77.7 10.53 0.540 144.2 4.710* 103.3* 9.98 8.63
200 mg/kg S.D. 7.6 8.4 48.8 1.09 0.039 1.2 0.131 0.8 0.21 0.65
Dccahydronaphthalene 6 Mean 96.8%* 66.0 89.2 12.62**  0.592**  145.3% 4.617* 102.3%*  10.32%* 8.62
1000 mg/kg S.D. 5.8 6.8 17.6 1.24 0.024 1.2 0.288 1.9 0.29 0.62

* . 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 procedure).

+ : Significantly different from control group at p =0.05 (Mann-Whitney's U-test).
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Table 26  Biochemical findings of female rats in 28-day repeated dose oral toxicity test of Decahydronaphthalene (SR05340)

Number Protein fraction %

of TP Albumin A/G Globulin AST ALT ALP v -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o y B Y IU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.78 3.253 1.298 56.37 18.47 6.85 15.05 3.27 61.3 21.7 494.0 0.65 0.055

S.D. 0.29 0.058 0.121 2.36 2.18 0.68 0.77 0.53 8.0 42 113.4 0.15 0.010

Dccahydronaphthalene 6 Mcan 5.85 3.277 1.280 56.02 17.55 6.82 15.28 4.33 63.7 242 3773 0.78 0.050
40 mg/kg S.D. 0.29 0.225 0.139 2.76 2.02 1.00 1.40 0.94 9.4 1.5 52.0 0.12 0.011
Decahydronaphthalene 6 Mean 6.05 3.340 1.248 55.30 19.25 6.90 15.02 3.53 67.2 23.0 458.7 0.60 0.053
200 mg/kg S.D. 0.22 0.158 0.156 3.04 0.62 0.70 1.57 0.87 17.1 4.0 97.3 0.23 0.012
Decahydronaphthalene 5 Mean 6.10 3.306 1.184 54.12 20.74 7.12 15.28 2.74 58.2 24.8 354.4 0.66 0.050
1000 mg/kg S.D. 0.19 0.111 0.086 .77 0.93 0.91 0.51 0.52 5.4 23 96.6 0.29 0.010

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 mEg/L mEqg/L mg/dL mg/dL
Control 6 Mean 151.0 57.0 12.3 12.37 0.555 142.3 4.717 105.5 9.70 7.23

S.D. 14.7 6.5 6.4 0.63 0.016 1.4 0.380 1.6 0.24 0.29

Decahydronaphthalene 6 Mean 134.2 65.8 8.3 13.60 0.562 142.7 4.572 106.3 9.53 7.35
40 mg/kg S.D. 15.0 6.4 3.0 2.01 0.032 1.0 0.342 1.4 0.46 0.55
Decahydronaphthalene 6 Mean 126.8* 63.7 12.3 14.97 0.577 142.2 4.640 104.7 10.03 7.42
200 mg/kg S.D. 17.3 5.1 8.5 3.44 0.059 0.8 0.221 1.4 0.33 0.41
Dccahydronaphthalene 5 Mcean 114.8** 82.6%* 27.0%* 1516 0.580 143.0 4.680 105.0 9.94 7.30
1000 mg/kg S.D. 8.4 12.3 72 342 0.038 1.6 0.182 1.4 0.33 0.70

* . 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 Decahydronaphthalene (SR05340)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o y B Y IU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 5.83 2.903 0.993 49.78 23.88 6.97 15.78 3.58 66.2 222 443.5 0.45 0.035
S.D. 0.16 0.078 0.070 1.69 1.78 0.39 0.56 0.53 11.2 4.0 58.9 0.24 0.010
Decahydronaphthalene 6 Mean 5.85 3.033* 1.080%* 51.90* 22.88 6.85 15.28 3.08 63.0 222 479.3 0.47 0.040
1000 mg/kg S.D. 0.23 0.103 0.050 1.10 1.91 0.66 0.65 0.36 6.0 31 60.9 0.14 0.013
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEqg/L mg/dL mg/dL
Control 6 Mean 155.3 76.0 37.8 14.42 0.533 145.0 4.945 104.7 10.05 8.48
S.D. 19.9 14.8 20.8 1.93 0.039 1.3 0.298 1.4 0.28 0.50
Decahydronaphthalenc 6 Mecan 163.7 70.8 36.3 15.50 0.517 144.5 4.893 104.0 9.93 8.27
1000 mg/kg S.D. 18.4 184 15.9 1.60 0.023 0.5 0.153 1.1 0.19 0.16

* . 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 Decahydronaphthalene (SR05340)

Number Protein fraction %
of TP Albumin A/G Globulin AST ALT ALP v -GTP T-Bil
Group animals g/dL g/dL ratio Albumin o y B Y IU/L IU/L IU/L IU/L mg/dL
Control 6 Mean 6.13 3.357 1.208 54.70 20.75 5.82 14.52 4.22 72.2 21.5 302.8 0.73 0.083
S.D. 0.26 0.149 0.021 0.41 1.07 0.38 0.95 0.77 25.0 4.0 77.6 0.29 0.021
Decahydronaphthalene 6 Mean 6.42* 3.512 1.218 54.73 19.48 6.03 15.05 4.70 55.8 19.7 277.2 0.78 0.078
1000 mg/kg S.D. 0.17 0.221 0.155 3.08 3.18 0.46 0.79 0.39 4.4 2.3 70.7 0.33 0.015
Number
of Glucose T-Cho TG UN Crea Na K Cl Ca 1P
Group animals mg/dL mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEqg/L mg/dL mg/dL
Control 6 Mean 134.8 76.2 8.8 15.15 0.540 143.7 4.538 106.5 9.75 7.40
S.D. 8.7 4.8 32 1.15 0.041 0.8 0.405 1.4 0.44 0.24
Dccahydronaphthalene 6 Mcan 143.8 95.0 17.2% 15.85 0.513 143.2 4.510 106.2 9.92 7.33
1000 mg/kg S.D. 19.9 15.6 7.3 1.44 0.030 0.4 0.137 1.3 0.26 0.61

* . Significantly different from the control group at p =0.05 (Dunnett's procedure).
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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 Decahydronaphthalene (SR05340)

End of administration End of recovery
Decahydronaphthalene (mg/kg) Decahydronaphthalene (mg/kg)
Control 40 200 1000 Control 1000
Number of animals examined 6 6 6 6 6 6
No abnormal findings 5 6 6 6 6 5
Kidney : Dilatation, renal pelvis, unilateral 1 0 0 0 0 1

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 Decahydronaphthalene (SR05340)

End of administration

End of recovery

Control

Decahydronaphthalene (mg/kg)

40

200

1000

Control

Decahydronaphthalene (mg/kg)

1000

Number of animals examined

No abnormal findings

Glandular stomach :
Liver:
Kidney :

Urinary bladder :

Uterine horn

Black patch, mucosa, multifocal
Hypertrophy

Hypertrophy

Dilatation, renal pelvis
Dilatation

Black contents

: Cyst, unilateral
Cervical spinal cord :

Dark red area

SO DO DD DO

=N eNeNeNeReReRaoN

S OO OO O

[ R R S LY 4]

SO OO OO O

O P, OO OO OO WL

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 Decahydronaphthalene (SR05340)

Number Body
weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6  Mean 3568 12.095 3.380 2.803 0.787 0.698 0.195 1.230 0.345 2.078 0.583 11.77 3.300
S.D. 24.1 1.857 0.358 0.190 0.033 0.138 0.027 0.073 0.014 0.089 0.058 0.86 0.190
Decahydronaphthalene 6  Mean 360.8 12.380 3.425 2.970 0.822 0.683 0.193 1.297 0.360 2.073 0.577 11.80 3.275
40 mg/kg S.D. 26.2 1.461 0.229 0.299 0.051 0.054 0.016 0.118 0.021 0.049 0.042 1.61 0.438
Decahydronaphthalene 6  Mean 363.5 13.612 3.743 3.338+ 0913** 0613 0.168 1.225 0.337 2.105 0.583 11.60 3.185
200 mg/kg S.D. 32.0 1.384 0.151 0.608 0.097 0.096 0.021 0.156 0.021 0.036 0.054 1.98 0.420
Decahydronaphthalene 6  Mean 3355 12.945 3.857* 3.125+ 0.932*%*  (.570 0.170 1.168 0.348 2.038 0.608 10.43 3.113
1000 mg/kg S.D. 20.0 1.248 0.275 0.143 0.052 0.064 0.018 0.113 0.033 0.071 0.046 0.83 0.230
Number
Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg 10°% mg 107%% mg 107% g % g % mg 107% g %
Control 6 Mean 6558 182.880 19.10 5.395 59.2 16.540 3.140 0.885 0.750 0.210 430.0 120.528 1.208 0.342
S.D. 165.6 40.550 3.43 1.132 14.3 3.468 0.240 0.108 0.042 0.020 404 8.709 0.134 0.058
Dccahydronaphthalene 6 Mean 599.8 167.605 17.57 4.862 522 14.403 3.037 0.847 0.747 0.208 415.5 114.792 1.068 0.295
40 mg/kg S.D. 159.9 51.332 3.19 0.753 93 1.837 0.078 0.071 0.063 0.029 81.3 19.296 0.117 0.031
Decahydronaphthalene 6  Mean 559.3 154.088 18.68 5.140 55.8 15.373 3.168 0.877 0.833* 0.232 413.7 114.660 1.192 0.328
200 mg/kg S.D. 127.7 35.015 2.58 0.581 6.1 1.190 0.222 0.106 0.068 0.023 88.3 27.018 0.170 0.042
Decahydronaphthalene 6  Mean 5703 169.795 15.70 4713 50.2 14.967 3177 0.950 0.748 0.223 367.5 110.008 1.135 0.340
1000 mg/kg S.D. 101.2 27.179 1.86 0.763 4.8 1.380 0.094 0.064 0.034 0.016 95.8 29.737 0.158 0.055

* : 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=0.05 (Mann-Whitney's U-test).
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Table 32  Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of Decahydronaphthalene (SR05340)

Number Body
weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6 Mean 209.8 7.010 3.335 1.628 0.777 0.468 0.225 0.818 0.392 1.893 0.903 12.48 5.960
S.D. 9.3 0.742 0.244 0.135 0.049 0.069 0.032 0.041 0.020 0.056 0.043 0.86 0.498
Decahydronaphthalene 6 Mean 218.7 7.173 3.285 1.688 0.772 0.482 0.220 0.783 0.358 1.960 0.897 12.77 5.828
40 mg/kg SD. 11.5 0.489 0.211 0.158 0.041 0.037 0.019 0.014 0.019 0.091 0.036 2.50 1.028
Decahydronaphthalene 6 Mean 211.0 7.297 3.465 1.630 0.777 0.465 0.220 0.800 0.382 1.938 0.925 12.62 6.005
200 mg/kg S.D. 21.7 0.648 0.158 0.072 0.047 0.069 0.015 0.090 0.040 0.080 0.097 1.69 0.783
Decahydronaphthalene 5 Mean 205.6 8.326%*  4.054%*  1.634 0.794 0.422 0.206 0.794 0.388 1.922 0.936 12.08 5.860
1000 mg/kg S.D. 13.0 0.357 0.091 0.168 0.049 0.059 0.036 0.078 0.027 0.058 0.040 1.53 0.460
Number
Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107% mg 107% mg 107% mg 107% g %
Control 6 Mean 484.3  230.957 14.38 6.870 58.8 28.102 843 40.327 0.510 0.245
S.D. 80.6 37.840 1.35 0.769 54 3.059 9.1 5.379 0.135 0.070
Deccahydronaphthalene 6 Mean 483.8 221.197 15.75 7.198 66.0 30.208 88.7 40.673 0.473 0217
40 mg/kg S.D. 63.9 27.271 2.29 0.929 7.3 3.210 12.8 6.531 0.133 0.059
Decahydronaphthalene 6 Mean 469.5  223.095 14.98 7.182 62.7 29.893 88.8 42.262 0.423 0.203
200 mg/kg S.D. 77.7 34.125 1.92 1.367 47 3.144 14.5 7.039 0.129 0.069
Decahydronaphthalene 5 Mean 470.8  229.264 13.82 6.700 69.8%  34.066* 78.2 38.074 0.542 0.264
1000 mg/kg S.D. 50.0 24.292 2.43 0.917 7.0 4.187 8.0 3.677 0.120 0.065

* : 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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Table 33  Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral dose of Decahydronaphthalene (SR05340)

Number Body
of weight Liver Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6  Mean 4245 13.105 3.083 3.162 0.745 0.775 0.183 1.475 0.347 2.183 0.515 12.87 3.032
S.D. 14.9 1.539 0.287 0.353 0.071 0.133 0.027 0.173 0.031 0.076 0.028 1.53 0.342
Decahydronaphthalene 6  Mean 4128 13.167 3.188 3.400 0.823 0.697 0.168 1.355 0.327 2.095 0.508 12.33 2.992
1000 mg/kg S.D. 25.6 1.330 0216 0.288 0.058 0.082 0.012 0.234 0.042 0.061 0.023 1.45 0.353
Number
of Thymus Thyroid Adrenal Testis Epididymis Prostate Seminal vesicle
Group animals mg10°% mg 107% mg 10°% g % g % mg 107% g %
Control 6  Mean 5553  131.008 20.10 4.707 65.5 15.425 3.285 0.773 1.055 0.248 612.7 144.613 1.640 0.388
S.D. 61.5 15.327 5.28 1.087 10.1 2.303 0.165 0.054 0.041 0.015 85.2 22.454 0.304 0.083
Dccahydronaphthalene 6  Mcan 4785 115510 18.72 4.532 61.3 14.848 3.445 0.837 1.105 0.268 639.3 154.958 1.737 0.422

1000 mg/kg S.D. 114.5 23.262 4.63 1.047 6.2 1.081 0.175 0.062 0.099 0.031 85.0 19.688 0.179 0.041




_?L_

Table 34  Absolute and relative organ weights of female rats in 14-day recovery test following 28-day repeated oral dose of Decahydronaphthalene (SR05340)
Number Body
of weight Kidney Spleen Heart Brain Pituitary gland
Group animals g g % g % g % g % g % mg 107,
Control 6 Mean 231.8 6.492 2.802 1.712 0.738 0.448 0.192 0.792 0.340 1.965 0.847 12.78 5.535
S.D. 16.2 0.491 0.123 0.141 0.029 0.068 0.019 0.064 0.013 0.092 0.040 1.09 0.596
Decahydronaphthalene 6 Mean 2352 7.693%*%  3.267**  1.902 0.807* 0.495 0.208 0.905% 0.385%*  1.990 0.845 14.82* 6.287%
1000 mg/kg S.D. 12.1 0.717 0.156 0.191 0.058 0.033 0.012 0.060 0.022 0.059 0.031 1.58 0.384
Number
of Thymus Thyroid Adrenal Ovary Uterus
Group animals mg 107°% mg 10°% mg 10°% mg 107°% g %
Control 6 Mean 4022  173.370 1335 5.775 67.0 28.933 88.0 38.015 0.545 0.235
S.D. 433 12.930 1.28 0.620 8.3 3.441 5.9 2.165 0.200 0.085
Deccahydronaphthalenc 6 Mecan 462.5 196.787 14.25 6.075 70.2 29.770 95.7 40.682 0.525 0.222
1000 mg/kg S.D. 96.0 38.458 343 1.529 11.6 4293 13.4 5.318 0.144 0.067

*: 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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Table 35 Histopathological findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of Decahydronaphthalene (SR05340)

End of administration End of recovery
Dccahydronaphthalene (mg/kg) Dccahydronaphthalenc (mg/kg)
Control 40 200 1000 Control 1000

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

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

Metaplasia, osseous + 1 - - 1 0 0

Liver: Microgranuloma + 2 5 3 2 6 6

Neccrosis, focal + 0 1 0 0 0 0

Heart: Myocardial degeneration, focal + 0 - - 0 1 0

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

++ 0 1 6 6 0 0

Eosinophilic body, proximal tubular epithelium + 0 6 6 6 1 2

Regeneration, tubular epithelium + 2 5 3 3 0 6

Dilatation, renal pelvis + 1 0 0 0 0 1

Cyst + 0 0 1 0 0 0

Prostate: Cellular infiltration, inflammatory cell + 1 - - 0 2 3

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

Grade; +: slight change, ++: moderate 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 Decahydronaphthalene (SR05340)

End of administration End of recovery
Dccahydronaphthalene (mg/kg) Dccahydronaphthalenc (mg/kg)
Control 40 200 1000 Control 1000
Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade
Glandular stomach: Ulcer ++ 0 1 0 0
Pancreas: Atrophy, acinar cell, focal + 0 - - 1 0 0
Decrease, zymogen granule + 0 - - 1 0 0
Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 0 3 0 0
Fatty change, periportal + 4 3 3 0 0 0
Microgranuloma + 3 6 4 2 6 5
Hypertrophy, hepatocyte, diffuse + 0 0 0 1 0 0
Necrosis, focal ++ 0 0 0 1 0 0
Extramedullary hematopoiesis + 0 0 0 1 0 0
Heart: Myocardial degeneration, focal + 0 - - 1 0 0
Kidney: Regeneration, tubular epithelium + 0 1 1 0 1 1
Cast, hyaline + 0 0 1 0 0 0
Dilatation, tubule + 0 0 0 1 0 0
Dilatation, renal pelvis + 0 0 0 1 0 0
Urinary bladder: Cellular infiltration, inflammatory cell ++ 0 - - 1 0 0
Uterus: Cyst + 0 - - 0 0 |
Spinal cord: Necrosis, dorsal funiculus +++ 0 1 0 0
Spleen: Increase, extramedullary hematopoiesis + 0 - - 1 0 0
Thymus: Atrophy, cortex + 0 - - 1 0 0
Bone marrow: Increase, hematopoiesis, erythroid + 0 - - 1 0 0
Adrenal: Hypertrophy, cortical cell, zona fasciculata + 0 - - 1 0 0

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

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