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B EWEOBENEMMELEMT S0, 1-A MR Y F 729 VUV BBHES v b IC
1511, 28 HRE#EGELTREOKREL, T0BHIC>WIKRELE, —So#®icow
T, 4 HEoEEHE:2ERTE. B5ERE, REREFEAROBAARBLI AT
% 1000 mg/ker BEARL L, MUTARLE 3 12k 300, 100 3 & T30 mg/kgd L7=.
BB, B LTHE (a—vT1 V) BEEERT-.

HTRRBET—RIRE : BT, WThoBICHRE LM -7z, 100 mg/keld EDix
SEED MR THE, 300 mg/keld LORGHEDOHEBTHEDE R, 300 ng/kell DR 5E
DIt Lr 1000 mg/keR S EOH CRIR T, 300 ng/kell FORESBHOBTHRENALIE.

{KE : 300 mg/kel LOREHOMETCHERMOMBINA SN =, FEHARMSE,
1000 ng/kegi S BED M L S RBIXBE THB L.

{EEEE : 300 ng/kgd LR EROMETEEBOE I EH# ORI, ZoFHIX, EEH
Gl = ¢ 3 W

EKE : 300 mg/kgit SREDME & 1000 mg/kegik SEF DM TIHAKBOMMHB A5 hiz.
R AR, 1000 mg/kefx SRDE CHKBRRXEBETHEB L.

PR¥YE : 1000 mg/kg IREHOMBE TREOSE, pHOBMEMF OGN, LM LEG
DM, BTEY NV EVOBREB X UPEEFOBMMNS SN, ZOEBE, BEEHH
BTHIICEMEELE.

MR RE : 300 mg/keld EDOIRGEDOUEH THRILIKEK, ~E/u V8, A9+
v MME, MCHCOEME S & UHHIRA M IR O = fE, 1000 mg/keik SO MBE T2 FANES 1
EVEOREMNALRE. COXER, HENABKRTRICEEERLE.

MABLZERBRE : 300 mg/keld LORGHOMBTHRY ) VE VD&M, 300 mg/kghl b
OHREHOBETREHOEMEB X UKOBE, 1000 mg/keik 5B o M TCPTO E{E, 1000
ng/keiR SHOMTRKOEEMA L=, COEHIX, EEBK TRICIZBELE.

## : 300 mg/kel LOREHOMBETHRBOBARGIANA SN, BIEHME T
HEE L.

BHER T, 300 ng/kgl EOBREFHTHREBOEN - HNEEB JUBROMNE
BoOE{E, 1000 mg/keR SR CHBOENERDSMEMNA SN, MTHR, 300 ng/kell L
OHREHTHEB L UBROMEMERD &E, 1000 ng/keiX EH CHES & UBR oMt
BEEOEE, BRoOMH - HNBEEOSENASKE. ZhoDEEIE, EEHAKK TH
WL L.

FHEHBZNRE T, 100 ng/kgl LOREHETERICKMEOHEFHEM, 300
mg/keldl DR EH TCHRBIIAE VT VREBEB LU S o1, FRICAEYT Y VILEBENH
bhiz. T, 100 mg/keld LOBREHTHRB L UHRBICAT YT VL&, 1000 ng/
ket BB THRRIC) oMM H SN, EEHARR TEIZE 1000 ng/kelk 55 THEH O IR
LMORBIAE YT vIEENRB LN,
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HEpzEds, I-X v+ 7 9L Vid—RINE, KE, BER, BKE, &, IF
ik, BRBIUBRICEEBERRET I LNREINE. 28, SHBRRHETICBITB1-4
FERYVFT7 L VO 28 HEARERORSC 25 FNREERIIMEHL D 30 mg/kgk
EXohB.
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SE, FEELWE 1-A MRV F ISV UMBOMICHEE LT AICERI MBS O/REAN
OBREEHET 52012, EBEORA 7V —o v /BHRABO 1. EAHE2HVS 28
HEORERSHEERR ) VIC-T 12 bF Y78 LU RSy M2 1 B 1 A,
28 HEER L TRORE L, TOHEMHICOWTREILE. 28, —Ho#wiconwTid,
14 BHfE o EE M 2RI 7=,

BB, YWEOSY PCBIBIBOREIZLD LDso MHIRHET 2000 mg/kgd £, HET
2000 mg/keg{TE TH- 722 .

1. HBRWEB L UREK

BEBMEDI-A FFYF 7LV (CAS N0.2216-69-5) 1k, HF& :158.20 © 5T Wi
BEHOBIETHY, KICTBTHS. HERKRICIK, FR 6 £ 11 A 11 B
MPEBALEVYODERAWE (BUEX: Lot No.
ME:99.1 %) . AFBRBLETHONEL, ABREZOHRMBEREZOER - EXRM
TORBEECRBESRBIIANTHEELE. 28, REHETRCERKRERMED %%
BLOE TR LT LR, HIEI 99.1 $T¢hb, FRBEMBREETCH =2k
MR I NIz,
BEL LT, a—vdANVERAWE. 3—vA 40 {FfbZ T¥E %R &4, Lot No.
2526, AFH R THE 2 B 2T B, FFAURE: FK 12 F 2 A 26 § (4AHE) }
&, AFR, BBRRROBBRDWEREZOERXFTOREHEICHEE LE,

2. BEREB L RERR

ZRBEBIHBRDEEERL, 32— VA NVCBERLTLEREOREREEFEL .
BE, 0.2, 2 BLU 20 YXEEOABAT, EE - #X -  [RERHTT 7T HEEFELT
HREMICHEEDR WS L BRI N TWiz/z0 (Attached table 1) , FIREDOHEH
B E, | HECOZ U TSR - 85 - AERGETTHREL, #ANE 7T BUAICHEAEL
oo BERTROBRRSREZEEL:. -, HRDEIMERBE LW, BE5R
REAERTHRRLE.



HOBREHBEBSIUTHORKREHICHERA L 2EREORERETORBMEREE
BEERATEEREX I 0 M ST7E2AWTHELZ. TOHE, HBYWEHRERER
BRED 96.8~103.1 %T, FRE LAEBEREEHA (RRBEEOL 5 BUA) 2L,
BB R Mo = (Attached table 2 BX U 3) .

3. ERMB IUHERE

1) BiEB L URK

HEBCE, BSHRBRIC—RNICAWSLRATWEIEMET, TORFMENELNTSHD,
87— Y B> T\WbSprague-Dawley R MRS v b [ (SPF) , Crj:CD (8D) 1 ZRwr=.
i, TR 7T E 4 8 12 HEHEAF vy —)VA - UN—HXas (HB#ESEVY-)

Mo 4 BEOHE 3 BROMEE T3 REBALE. AFE 2 HOKEREIL, HA 84
~96 g, A 40~56 gTH 1=,

2) BIESB X UEIME, BEDTER S U EESAE

AF LW, 5 HEOBRBEBEB LU D%, iz 9 HE, ##iX 16 B OEI{LER
MG, ZoMIIC, B 4 H, #iX 5 HORERNES L UEH - RIREBOMELT
STRE Bt L, —RRBBLUCKEHBICEFOZRD W 6 B OB % D
I UTHRRICHWE.

BT, 22— 9 2RAWTHEZBHICAT 21810, BEMIEEICLD &FOD
SESMEABES SUDBMNIEIEFELL, gLE2OEKENEZYEOL 20 BLUNIICRB LHIC
BREMBOBBIZIT- =, | HoBmEid, S 10 h5WE 16 It L=, Ea0E
OEKEHWIE, FIERSHCT—F NV THREBEBFEX S =RICBELD L.

Biid, BIE - OMLEIER R AFZHICHEA VIR EZRBAEBIURRICE DI RER
2D, BAUBRARICLZIREEBIVENVFERZMALTEILE. 2512, B
% BB Oy —VIcdERES, AFEAR, BB L UILEMESE2EAL
EoRNVE, BRGRBROBT—JVICBHRES, K58, HABLUCHHMEBESETLAL,
Bzt LizsxuERbftidk.

3) MEEHB IUHEEN

ik, =il 20~24 °C, BE 40~70 %, WARES 12 WP (HERH : W0 6 BE~41R
6 BF) , MAMEB 12 B/ (71 Vy—REOBELUEHBZER) KRELEHESTE
(C ¥R 12 BE) THEL-.

B - BIMERIRI A 72 L ABIBER 7 — < (W: 240 x D: 380 x H: 200 mn) % FA\
T 15—V 5 LETOFMEL L, BAUBRATF VYLV AMA#EYr—Y (W: 755
xD:210 x H:170 mm) ZAWTHENAFT L=, yr—YORFMB L UCHBKBRORHUT 1
B 2 A E, Y—YBIUREROTHIT 2 BRI | U LTS~ 25, B



BEOWR (KOREHB) BEC 0.02 YREERMT ) 7 LKBHTORDEY 7
& k3 WEREEGTo .

4) FRB L URKREK

fEHE, AF®R 3 W BUAOEEME (CRF-1, 7Y T V¥ VEER TEHKA M) &
SR AN, BHICBNI . AL EEHOMIERE, MEEABARRD LY
Y—-BIUTV VY VBB IEKAKXMANOAFEL 2.

FRELKIE, KEKERKEEZRWTHRICERZ 2. SRBKOKERERE R, BE
SHAATLUEHMEBEARBRARBEEREL VY —TEBLEREE AF L,

FIE B L UREKOREHERE, WIhbEBERTEDEEEBOBHENTS - 1.

4. REZER, REGE, BERBLURSE

1) RERBB LIRS HiE

1-XRF v F79 LV, BRELUTEBONICAREBRINDTEESZEIONE D,
BRERBL LTEOREEZRIRL .

BEELTE, SBEBOTY Vv TFTERNNG RS AF Y IRT 4 AR~-F 7 NE
FREERWT, BHREORS LE, B5BER, #5EH2VWREEBSAIC&BEVWEEH
DREZEREL L, b nl/kgTHEUE. EHLEFE 9 I 23 4~12 B 00 20T,
BEERHIE 1 H 1 HEELE.

BREHEME, TEEEORA 7)) —= v 7EHERO 1. EAEEMHAWS 28 HHEORIE
REEMHHRER VICECT L H 1 @T 28 HMEHEKRSE L2, 7=, 28 BEORS®
W—EoBWIizonT 14 HEOEERH 2=, 28, YEHIREEA2KE 1 H& L,
RERSEHAOBEERME 1 He Lk,

HREMBEHOERIE 6 BRTHD, HREGHEITHD 172~217 g, MM 146~175 gTH

2> 7=.

2) BB LURER

BRI, UTom< e L. $obb, HBUWHEKRSHE LT 4 BEZHREL, Toft
WRBEZRGE. 1 BOoBMERE, BEEhTANBEB JUREHBFRES UMK
THRFRIRRGT 10 T & ERHAMA TREIRG 5 ICO&E 15 L Uiz, 12, HBEMEOE
HE, TREBLIUGRERI, itz hehik SHME TSR 10 L Lk,



B AEREE w58 (RE) H (BwES) i (IES)

BIRE N (3-7240) Omg/kg (0 %) 10*+5*(001~015) 10*+5*(051~0865)
SE2RE 1AMV 30 mg/kg ( 0.6 %) 10* (101~110) 10* (151~160)
OB 1-AMVIIILY 100 mg/kg ( 2 %) 10* (201~210) 10* (251~260)
AR 1-ANVIISVY 300 mg/ke ( 6 %) 10* (301~310) 10* (351~360)
EHEE  1-AMVIIVY 1000 mg/kg (20 %) 10*+5*(401~415) 10*+5%(451~465)

G AR TR RRATE, * IR TR T iR R A EK

REBWX, Sy FERAWE 2 BEREICE D THAR (R5EME: 0, 62.5, 125,
250, 500 B & TF 1000 mg/kg, BE 5 ) OERICLDIRELE. bbb, 62.5 mg/
kel EOBREH TIREBEBICHEE, 500 ng/kebl O SETHRERMOINE, 1000 mg/
ket SBHETHREBORAELLBBLREN, EFLBFBTRBEAIRI»- 2. 22T, HiR
BRoks5BIZ, Y1 FSAVTRAHEBLENTWS 1000 mg/kgiZEABL L, UTA
E#) 3 T 300, 100 BT 30 mg/kek Liz. &2, WL UTHBEHWELE—HEOR
K (a—-vF14h) 2BETIHERITE.

5. BIEB JURARE

1) — IR
—RREB L TR COFER, KSHHAPCRKRER - %0 1 H 2 B2 5T EEH
fifcixEr 1 E#RELE.

2) (KERE
HERZ, /REPHESBICEEERP LD | Bl 2 @UELE (MEL : #®E5 1,
5,8, 12,15, 19, 22, 26 B&U*' 28 H, EE 1,5, 8, 12 B 14 H) .

3) AR BE

BRI, REPMPBLUCEERMPE b 1 BEIC 1 ERELE (BBUED :
5 3,10, 1TBLUF 24 H, HE 3 BLT 10 B) . 28, SREHOFE 4 BHhd
iR e L.

4) FKEHE
BEBHELERICUTEKBEME LE (EEZL, BAHBMHRRBKEToR) .

5) K&
REMER TRCRS MR TROMRASM %, EREBE 7HICEEPEMK THO



A OWTERB U, Thbhs, BR7F—VE2HAWTHER - BKTT 3 IFH T
BRUER (3 BEER) LEIEBWTHA - KT T 21 BRETERL 2K (21 BRER) 2
BUTIWENSGEBELER (24 BHERE) 2WT, UTOREBEEELE. 2B, RER
DRTEE L7z,

3 BEMIR : I, ABPEL L. pH, BH, B, YLFVE, EUNMEY, #I,
nEYy ) —=FUR, TRV =Ty TRAREMR (T4 VA - ZHEKERE) ICREWH
FTHICI—LAARDIFE (7V=F vy 200, VANV A - ZHEERXLH) 2AVWTREL
2. RILEWR, UBRRUBERAOBRTRABICSHMB T THRE L. 28, kK5HHYD
RRiE, SHOBREKRG®RIZITHE.

21 B¥M9/R : LLE (8.G.) 2EMFWC LD EIRRRLES (2 Xy } - D, HRAB4
—av) EAWTHEL=.

24 WK : JRE (W) 2HBCEEroBEH L.

6) IM#EY WKE

ERPBREDWEBICHEERERTEIC, RVISLVEY—ILF Y9 LAOEERALRE
(#) 40 mg/ke) WK X BMBETCHABR IOz L —va VICEDIMBEFRRL, UT
OMBEEMRELEBL =, 28, BAMBIXEEL -,

FIMEREL (RBC) , AEF b vE (HB) , A7 bZ VY v ME (HCT) , mi/hREX (PLT)
B LU HMERE (WBC) &, EDTA-2K2—F ¢ & LlSysmex¥ v TV v TITERE L 7= 1M
HBicoWT, ZTHEESHMERGHEEE (Sysmex E-2000 , REEABFHRAEL) 2AW
THE L. 50, FRARMREE (MCV) , FHRMRODEAEER (MCH) B LU FEHR
MmERMERME (MCHC) 2EH L.

HEIRARMER (RET) i, EDTA-2KMAIB L 2MifZ =2 —AF L VTNV —2BWTHESR
BLT, AS4 KT I3RICBHSE, Ciemsaf@ UEAREER L, SEMET TRIMK
1000 fEH OB EEE L.

BHMERE 7%, EDTA-2KALE L7=MBAE A S5 1 FF7 S5 RAIZBK L, May-Giemsafrfa L /=
PR % S U CBAMSET THIMIR 100 B2 HE L.

Jubu v U (PT) , BRI 0y RT S AF VBB (APIT) BLU 7147
D)= VEECFEIRNE, 3.13% 7 VBT Y DL THUHEL MBI OWT, BELERE
AR MBREMFESE (27 73Ry -1, =#£HKKXE&4d) 2AVWTHEL =

AMANEZOE i, EDTA-2KALEE U=M#IZ>WT, Evelyn-MalloyZikiz & b, 4%
JEEE (U-2000, MRAXAEIEBMER) 2AWTHE L.

7) Mt FER R
MAFRREROMAE & FRHICERSRD SHFM L= mE» 58008 (3 4 °C,
3000 rpm, 15 4f) LTHEMEICO>WT, UTOMBILENRELERK L. B,
TE A ME T RER & TRMERE (-80 °C) NICREE L, REAMEREEHRESRER
FTHEE (-80 °C) NIcERELE.



GOTH & U'GPTikHenryZ ik, ALPIZp-NPPEE L, ¥ -GTPIXy -G-P-NARH, #BEH (TP)
ldBiuretik, ¥V Y ¥ (T-BIL) iXAzobilirubiny%, IRFREH (BUN) idUrease-GIDHE,
2 V7 F =Y (CRE) lxJafféyk, 7 K h§ldGlucose dehydrogenaseif, #8aVAFu—)b
(T-CHO) {XCOD-DAOSIk, PV 7Vt 54 F (TG) iXGPO-DAOSI., Caldo-CPCik, MY v
(IP) i Molybdenum blueikic &k v, HEITEE (AU 500, &) UINANE THEKNR4L)
ERAWTHIZEL =,

NaB L UKiZ A4 & VEIRBREKICK D, CIABEBREERICLD, WIhys 2HYEMES
3B (EAOA, Bk AR T) 2HWTHIEL 2.

EHAEZ, BREXFECIOEHERIKERE (AES 600, 2 UNAKFIEKRAR
) ZHWTRIEL .

FVTIVEBBREOBRBIUCEHDEENS, M (FPATIV/Iu7)v) LA
HABEE» SEHLE.

8) B
BRRSORHB L UHEHHEE TRICHRLE., bbb, LiED 6) BLU 7)) @
JETHRILL 728 E X5 CHRMBFEE R 2BICHE - MBONERNBIEL{T- .

9) HEEBOHE

FREFICUTOREERZAME L2 (EL, SFERX—FRE) . 52, BRI
HELEZREZEEL UTREEROKENL (HNER) 2HH L.

Mg CRBN, /Mg, SERE) , MR, O0E, PR, MEE, B, 8%, BEBIURHELEE
F2IXOIE.

10) WEHBARRE

LTOHEE 2B EMHE LT 10 %hE@@EA L) vl (77U, BRETVY
—~NVFZNVFEFR - RZNV?Y V) TEEL, 2 OWTEIRIC S TNS 7 1+ v EEE
AEMEEL 2.

O, B, BFI, B, AR, BORR, BB, BERE, MR, MR LK, ¥, THEEK, 8%,
HARRR (Lg/MEE&T) , B (KBa, /D%, SERE) , IRIR, B8 (KRE) .
REHMRTRIARGIONBRES XURSHAE (1000 mg/ke) REFHOLE, T, &
&, B, BIEBLUBHICOWT H-E #EMEMEREZER L, REEMENCRELE.
EHIC, REAMME TR D 1000 mg/keiRk 5RO ME T ERF LILRTEE 2 R8I
ENHBeEXBNITHR, BRE XUERI 30, 100 XU 300 mg/keik 582 5T
EE A& TR OIS L O 1000 mg/keft S HEOMBICOWTHBRICRE L. 1,
REHMER TROMBEB LT 1000 ng/kei SO L2HFOFESE L UBRIZOWTIHEAR
R (Hallik) , [FRB L UCBRERIC>WTk#@ (Berlin-bluedk) , 22 5UC 30, 100
B LU 300 mg/kefe SREDMMD TR IC >\ T8k %E (Berlin-blueit) DiEA % 5 L,
FIEHMERICRE L. 28, SIRBCEFROALNEHE - M »IEHEBZNICR



L=,

6. MEFEWTE

RE, EHE, #Kk8, R, RHLE, OBAZHURE, MBELEHRE, BEER (M
HEEA2EGL) o2WTH, SHTYHEBLIUVERRLE2EHLE. EEERE IR
BL I-A XY 79 L VORKREFLOMTHELRBREEAWTIToE. WThOo®K
FIZBWTH, BRE 5 YEKMBEBREL L, 5 %KM (p<0.05) & 1 %&k# (p<0.01)
LICATTRRLE. Ti2bb, BartlettiBZiC X 2ENHEMUOBRELR TV, /8 HE
—TREEEICEADBEAREITY, BEROIENBE & OB Dunnettik (HIEkH %
LWES) FizidScheffél: (FIBMFLLLBRWER) 2HAWTTok. —F, E9ERE
OONEN-EBER, BEUZMALUEZ—TEREEEIC &S24 (Kruskal-Wallis®#iE)
7w, BERSIENEE L OFEIBIGIEMN %R UkDunnetti® (FIBAELWBE)
¥ /i3 Scheffeik (FIBME L RWHRA) 2AVWTITo . 28, HEEAMENREICS
WT, GERAEHTELRENYENTRRINMOABREB I UCEHERICOW T RELZE
MELUZRBE - i onwTl, JEEFL OFMILEKEZ LidDIEM % FI A U ZDunnettik (41
BFE LWHES) ik Scheffedh (FIEMNFLSBWES) ZRAVWTIT>. T THHE
HLroBicABEENTDLNEFRRIZOWTIX, Cochran-Armitaged HAMRE R AW TH
BRISHOBREZEMRL =



woOR

1. —#IK#E (Table 1-1~1-2 B U 2-1~2-2, Appendix 1-1~1-5 B&L U 2-1~2-5)

1) &5

BT, WTFhOFOMMICHRRA Loz,

—RIREEBEBICBEWT, NEHB LU 30 mg/keiR SHOMETRERRALONED o /2.
WA 100 B LU 300 mg/keik 5B DR TR 5-#H4 5~20 43, 1000 mg/ kel 5B D
HTREEK 5 2~1 Bl 30 Dcabhlk. HREOEBMBEIX, 100 ng/kefk 5EHO
HTHRE 8 H, MTHRE 2 H, 300 ng/keREBHOMTRE 5 B, TRE5 2 H,
1000 mg/keR SHOMHE TIRS 1 HTHH, REUMETHETREREL 2. REOR
AHBRFEIE, 100 ng/kei SBEOMT 6 1, T 4 H, 300 ng/keiR 5HEDOHT 9 #,
BT 7 H1, 1000 mg/kgiR SO TR 16 ML TH o=, BB TEN 300 ng/keiR s
BEOME L 1000 mg/keit SR OMME TIRER 5~20 Dicadbhiz. BERTEDHHMEA
Hix, 300 mg/kelk 5O TS 1 H, 1000 mg/keRREFHOHTIRE 2 H, BTRE
1 BTHY, 1000 ng/keiR SHTRBENNRTHE CRIEME L. REBTEORAH
RIS, 300 mg/keik SERFOMET 7 i, 1000 mg/kgiRSR¥DHT 7 H1, KT 15 HIL2H
THo . WRKEHM 300 mg/kgll LOREHOMTIRE 1| HORGHH 5~20 HitHbH
fz. MIFEDHBEAEL, 300 mg/kgiR 5HET 4 I, 1000 ng/keiR 5BET 11 fiTH 7=,
BEDOHEN (B - OFME, THEEE ZIEAEEE) » 300 ng/keR 5EHOMH THRE 23 AL
5, 1000 mg/keiR 5BEDHE TG 17 M5, MTHRS 3 o REMHEKTH £ TIRE
WL TH BN, HEOHFLORANHBRFEIX, 300 ng/keik SO T 1 #, 1000
ng/kefR SEEDHET 3 M, BT T HTH-l. £DMICIE, 1000 ng/keft SEEDHTHR
EHOEBETHRE 17 ~18 Hizc 1 #l, REBTESKRS 17 BiZ 1 flicashiz.

2) [E{E R

BT, WTFhOHOMBICHERER L 2d ok,

—RREBHRICBNWT, TEECRIHEEL BRFERs5hhok. ARBOREDTE
WS 1000 mg/kefk SHOMBETHE 1 HiZ& 1 fladhidd, HE 2 HURICEES
BEEDohhoiz.

2. (KEH (Table 3 B&L U 4, Fig.1 BL U 2, Appendix 3-1~3-5 B U 4-1~
4-5)
1) ¥5HAM

100 mg/kgl TOHREFHDME T, NBELEIFEBOREHBTCHD, WTHOHE
HQeybBERBERAO NN 72. 300 mg/kegt EHOMMTIX, HTBEELHERTEERET

- 10 -



BBV, 5 5 HED 5 AERMMMRMENS 5 0. 1000 ne/keft SR OM TR, %
B A TIRY 5 B o KRS HE THREOHRZEMAASNE. AEOMTH,
B5 5 BN o KERMIMRNS bR, MERE LATRS 26 B&U 28 BB EN
BEROLNT.

2) R
1000 mg/kg RS RFOMEM TIE, REUMICSI RN THBEF L ERTEIE | H2ALHE
€ 14 HE THEOAEREENH LN,

3. BfR (Table 5 B&LU 6, Fig.3 LU 4, Appendix 5-1~5-5 B&LU 6-1~6-5)

1) &5 1M :

100 mg/kgd FORGEHOMH TI&, ¥BELERTWIThoWEHOBHRICHEEAE
BASRAR Mo 7. 300 mg/keiR EHDOH T, BB LTRSS 3 BLU10 HiciEA
BOHERE@EMAON . AFEOM T, FEBLIERTERYS 3 HCEHBOFERE
EMH SNz, 1000 ng/keiR SRFDIHE T, NRBELERTERE 3~17T HCEMBOHE
RIEEMA LN, AEOMTIE, NERLERTHRS 3 HCEMBOBEREMENHH
hiz.

2) [E{ERH
1000 mg/keiX SREDMEH TR, WBELURTWThORMESOEHERBICHAERERA
LMo Tz,

4, H#EKE (Table 7 B LU 8, Fig.b B& U 6, Appendix 7-1~7-5 B LU 8-1~8-5)

1) &5 HAR

300 mg/keld TOREHOMS LU 100 mg/kgell TORESFHOM TIX, MNEEFLHEXTWY
ThOHEBOEKBIZOEERERXALRR M7=, 300 ng/keiX SEHOMETIX, HIBREL
ERT#HE 24 HBKBOBERSENS SN, 1000 mg/kefik SHOHETIZ, RHE
LHARTIRES 3 HKBKBOEREREMA, &5 17T B4V 24 HCEBKBOHE 2SN
Aohi-. AFEOHM T, WEHFLHERTERE 10~24 HCEBEBKBOBEEREEMRA OGN
7.

2) BRI

1000 mg/keR HEH DT, HRFLEXTWTHOATEHOBKBICDERERSS
higholz. BEOKTI, WRIFLIERTHERETERWY, FHE 3 BLUC 10 HiZ

- 11 -



BKBOREMEENHS Nz,

5. R#E

1) 5 HMR TH] (Table 9-1~9-2 B & 1F 10-1~10-2, Appendix 9-1~9-5 B L
10-1~10-5)

300 mg/kgld FOREFHO MM T, NRELURTREBIUVHECLERZR#LLER
Moz, 1000 mg/kgik S-HOMETHE, ¥BHLURTRBOEBLRBELA LN,
3, pH, BH, ¥, Y&, €YY, #l, 7uvy) ) —FUyBIUONiER,
300 mg/kgd FOREB DM CRINBRL ZIEREETH - =, 1000 mg/keik 5B D M
TPHO B MM O IE R, E T LEMBEERAOEMER, Ty e voBER
LUHRSEFOEMERBH LN,

2) EEMMR TH] (Table 11-1~11-2 B & F 12-1~12-2, Appendix 11-1~11-2 B &
U 12-1~12-2)

RBB X URIEER, 1000 mg/kefR SHOMH L b NBELERTHERER S d
-k, ¥k, B3, o, B, ¥, YF VK, Y VEY, ElL, vaE) )T UBL
UL, 1000 mg/kefk SHOMH L WP L REABETH - 2.

6. MEFHRE

1) 5 HIMR 7H (Table 13 B & UF 14, Appendix 13-1~13-5 B L UF 14-1~14-5)
300 mg/keld EOREFFO M T BRI L LR TRMERE, ~ET0aEVE, AT 2
v MEB L UNCHCO B R 2 M, MARMRBOER2ESENH 6N 2. 1000 ng/kelk 5
BHOMHMTHBELIERTA MME O EVEOEERBESALONE. B, FOM1I
30 mg/kgd FOBRESEBHOMTHBRLIERT T b v VBB B L EH LSS o v
RTSAF VEEBOBERE 2HEHM, 30, 100 BLU 300 ng/keik 5BOMTTa ba vy
REOARRIER, 1000 ng/kefe SO MH TI/MIBOBRER2EE, ABOMT I+ 7
V=S VOBRREBEMALORED, YHOIIEEEHRSY FOEBETF -y 0HENR
OHEETH - I=.

2) EIEHIE# TH (Table 156 B & U 16, Appendix 15-1~15-2 B X Uf 16-1~16-2)

1000 mg/kgit SE D T BB L LR TMCHCOBE 2EME, BEORTHVOEE R S
MA RN, YdoIFIERBERS Y bOEBTF -y L 0RBEANOKETH- 7=,

_12._



7. MBEENRE

1) 5 MR THF (Table 17 B & U 18, Appendix 17-1~17-5 B LU 18-1~18-5)
300 mg/kg A EOREHOBTHERLLUERTREH, a-/u7Y vEBLTas-sn
T VEOFEREM, TVTIVE, g-UuaTy vE, AMGH, BREYIVE VB UKD
ERREMEMBA LN, 1000 mg/kgiR 5RO THBEL IERTGPT, a -7 a7 VvED
EELREENIH LN, 300 ng/kell LOREGHOM THBE LERTS- 707 VES
FUREYINVEVOEERREEMNS SN, 1000 mg/keiR SHOMTHEB L bR Ta;-
TaT)VE, as-7/ua7Y) VROFGERKEME, GT, a-7u7Y VR, BaLVATu—
VBEUKOEERSENA L.

2) EIEHIER T (Table 19 B&X U 20, Appendix 19-1~18-2 B L UF 20-1~20-2)
1000 mg/kett GEHOH THBELILRTT RIBOER2EME, ALP, KBX UEHEY v
DEELRZEHE, Ao cCaoBFEREBEEMNB oMLY, YHOBFEREMRS v F DERE
T3 PDHEENOBMETH- =,

8. ##

1) 2 5HARSS THE (Table 21 B XU 22, Appendix 21-1~21-5 B kU 22-1~22-5)
Bl OB FRELA 300 me/kgiE SEECHE 9 S LM 10 41, 1000 mg/kgiR 5 BE TR
10 flicHroht=. BEOKXED 1000 ng/kefk 5B THE | flicashiz. 2oficid, A

MO B EEIRA 100 B XU 1000 ng/kef SREDHTH 1 Hl, I3 THMBLD B CHE S

300 mg/kef G- BEDHET 1 H1& 1000 mg/kegiR S REDHET 1 #], MAMOEEB L UHHE
EiERD/DE A 300 mg/kgiR EHET 1 Flicadhizd, WTFhdHEERELS, R5BICE
BELELOTRENS I,

2) MEHAMR TH (Table 23 B XU 24, Appendix 23-1~23-2 B LU 24-1~24-2)
WThoBoMitLry, BEERBOARN- T2,

9. BEEE

1) % 5 HARI#E THE (Table 25 B & U° 26, Appendix 25-1~25-5 5 XU 26-1~26-5)
ML H 100 me/keld FTOREGH TR, FEELEURTWThOBREERL b EREER
Hohhst,

T, 300 mg/keld FOIRERFTHEF LIERTHEBOMY - HHEBOAEE R EE,
BROMEMERBORFEZ FIE, 300 ng/keiR 5H CEROWGNEROEE RS #E, 1000 mg/

- 13 -



ket SR THROENEROERREME, BEERZ WHAIFR M EE o & MER A
Bhiz. EOMIZIX, 300 mg/kgiX SR THIEE L LT OROBYER OH &2 K1,
1000 mg/kef EHTOLRMOMNEROER2EME, N, BEBIUBHR LAY ERD
EERSESAONEN, HNERBLHNERT-EHRAOEHTREEVWHD, b LK
BERETHIHBDTHo 7.

Tk, 300 mg/kell FOREHTARBEFLHERTFRB L UEROENEROERELRS
i, 1000 mg/kgfi GHTRHRROMKY - HUERBOFELEME, TR IUTROKTER
OBEBREBESAHONE. ZOMIZIE, 1000 ng/keik 58 T REE L X THIRO MY E
BOBEREBESSLNLEN, BHEBICREZDORWBEREN T 2.

2) EEHAMHE TEF (Table 27 B & UF 28, Appendix 27-1~27-2 $ X UF 28-1~28-2)
1000 mg/kefk GE DM T, MBEE ERTHEBB LURBOESEROEE R KMH,
B, ik, B, BERBLIUBELAOHENEROEERBENBLNED, OEREE
HNEBEBET—-EARAOEHTERNDD, b LSRBERETHIHBDOTH- 2. FAHED
MTHE, WEBLERTH, BRBIUBEOMNEREOFER{EME, FROMENERD
BERBE S ONEN, MNBERBLHGERT-EAROEH TR REWED, b LI
BRERETHDHIDTH- .

10, REMBZHRE

1) 5 T (Table 29 B LU 30, Appendix 29-1~29-5 B £ 1f 30-1~30-5)
T : AEYUFY VBN, T 30 ng/kelR 58T 1 f1 (Z<BE) , 300 mg/keik
EBT 6 4 (Z<EE) , 1000 ng/kefR 5-FT 10 il (Z<BE) icadh, WBELLL
RT 300 mg/kgll EOREHTERENEDON, )=, AEHEMBERINE. 20
£, T 100 mg/kefk SBET 2 1 (ZT<EEE) , 300 mg/keiR 5B T T H (T8
J£) , 1000 mg/kegik 5BET 8 il (ZT<KBE) xabh, WEEFF L HAT 300 mg/keld ED
REBTHRENREOL N, /-, AREEGIHERINE. HHBOEREMED, #T
WATIBEET 10 il (S<EE) , 30 ng/keR 5B T 5 il (T<EE) , 100 mg/kei 58
T 2 B (Z<EEE) , 300 mg/kglREHET 1 i (T<EERE) , 1000 mg/kefk ST 5 H1
(ZBE) taoh, HEELERT 100 BLUT 300 mg/ket SR THEENBD S
=55, FABRMHEMEED hEPo 2, ZOFK, BTRIBET 6 Ml (Z<BE) ,
30 mg/kef SBET 5 I (Z<EEE) , 100 mg/keiR 5HT 6 H (Z<EEE) , 300 me/ke
REMT 3H (ZT<EE) KHbh, WNEEE T 1000 mg/kel G THERENR
onlz, ARMEMEMEFED e, 28, SKRET 1000 mg/kefk S HTRMED
BB TH - =M, HARRATENEBEE, 1000 ng/keifk 5L b 2HMNEME TH -
.

[ : NEVT) VILEN, HTIE 300 meg/kefR BT 9 H (Z<HRE) , 1000 mg/
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kefe 5T 10 1 (BB wsoh, BEFLIEART 300 mg/kgll LOREH TEREMN
Eooh, HEHEMSHEILE, ZORLIE, BT 100 mg/kefk 58T 8 # (IX
BERE) , 300 meg/kgiREEFT 10 1 (ZT<EREE~ERAL) , 1000 mg/kedR 5B T 10 #1 ($R/%)
iHHH, SFBEFL AT 300 mg/keld LOREBTERENRDO N, AEMHBE L
BENZ. oMM, BT 300 mg/kefx 58FT 6 i (Z<EERL) , 1000 mg/kegfk G5BT
10 1 (BERE) wwHHh, 1000 mg/keiR SR THREZNRD oM, AEMEM bR S h-.
ORI, BT 1000 mg/keiX SEFT 10 f] (BRFE) ichHh, WERBELLIRTHEREE
BROoh, ABHEEEER I, 28, SKRE T 1000 ng/keik 58 TR MHED 24
MRt THo k.

B RMBEOWETHESMN, T 30 mg/kgiR 58T 1 (Z<EE), 100 ng/
ket SBET 4 H1 (Z<EE) , 300 mg/kefR 5EBET 4 H (I<EEE) , 1000 me/kefk 54%
T5H (TKBE) kHrbh, WEEELHEAT 1000 ng/kgiR 5B TEEENED b=
M, ARMHBM4REDohhof. ZoElE, BTRWThoBCba RN 12,
EFOMIZIE, BERILFEA 100 me/keft S TH 1 61 (Z<BEE) , 1000 mg/kefk 585 T
1 H (ZBEE) , AGRULED 100 ng/keiZ 5FHTHE 1 il (Z<BEE) , ©HFEH 1000
mg/kgi SEETHE 1 Hl (Z<RE) , RHMEOTEREM L BHMBEILERD 1000 ng/keik 5
BETHE LB (RE) HLNEY, REBUCKELEDOTREZN»E. 258, HAKRE
BT XBEE, 1000 me/kefk 5REL b E2MMBRHUTH - 12,

O AFEN, SEECH 1§ (SK8EE) tadbhi=.

BT MBEB LU 1000 mg/kei SEEOMEHEE L EFERB LMo 2.

Bt S LU 1000 me/keR EHOMBLE L RFERB LR RN .

ZOMICIE, HREBCEEORDONTE 300 mg/keiR FHOMEP L UHEE HE TH
EDEMBIURELARBEAOHETHERBALNE. BB, 300 mg/kek GEHOBOEB &
UF 1000 mg/kgiR ERFDOMD B TREBELLZI O RZD o 12,

2) EI{EHARIE T (Table 31 B & U 32, Appendix 31-1~31-2 B&F 32-1~32-2)
BFig : NEVF) VBN, BT 1000 mg/keiR 58T 4 6 (TEE) cHHN,
SEHLIERTERENRD N, FHEOZRE SN, SEETH 3 6§ (IT<EE)

i 1 H (T<BRE) icabh).

Bl : NEUF) VBN, HTI 1000 mg/keiR ST 5 B (Z<KBE) oA LR,
WHEBELERTERESED O, ORI, BT 1000 me/kefk 5B T 6 1 (8
B) waon, HEHEERTERENEDONIE.
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I-A M VUF 79V VRS Y MIC 30, 100, 300 BL U 1000 mg/kgD RGBT 1
H 1@, 28 HEEHEL TROKREL, 20OFRHCOWTRE L. —HBOEMIZoONWT
i, 14 HMomMEHMERTE, 28, B UTRK (a—vF40) |EFEZTE.

BT, WIhoBICHRERE LR, 12,

—RRIRRE T, MEHEL B 100 mg/keld LOKE TR EEYN b DIHEEMNH LN, 20
i, RIREORARETLIDHEFZFCRDOLNATVWRZIENS, 1-2 b FYFT7HL Y
REICEDELEBDLEZEXSND. ZOMICHHED 300 ng/kell EDRETHEDEN,
R TE, WK, SREPOETELRRRETERISONE. BEDOFLE, WK, &
KEOEMBLUERICHED ZRKNELLEALRD.

KEE, HHEd 300 ng/kell EOR SR THMMWH Z N, ZOBEREHEHEBSS
MELTRDON:E, F 72, 300 mg/kell FORGSETARBEEMOMFI L BE L -EBHED
BrLoAaLNE. kB, BHBOFSIX, BEHBIICEHEELE. BKEIZ, BTR
1000 mg/kegf 5-BE T, METiX 300 mg/kgd LRGSR THEML, TOFE{LI#ED 1000 ng/
ke SR TR EEBMP L TRD b=,

RBRETE, ML v 1000 ng/keR S THAKEOHEMIZHED REDOBENH 5Nz,
COEAL BRI TEICEME Uz, &, ML S 1000 ng/ke 5B ToHO BRI
FloEm, EEMEERMOEM, #o 1000 ng/kgi SHETEY WV EVOBRER L UHE
EfoEmMMABLERIE=. IhbDE(LR, BIEMME TRHCIZHERL =,

MBEZRRETR, RFERTRICHEREE D 300 ng/keld LR EHTRINE RET
HKRMIERE, ~NETOEVE, AY 7Yy MEB X UMCHCOEE, MRARMERI O SE
Naohi. iz, HHED 1000 ng/kei EH THMAOBBERROBTERT XA AT
nbvogErashiz., -5, BEICBWTIR, e 300 ng/kebl EO®RET THR
G, BEEEM, NEVF) VEBEFLESomMMBBENTWE. 28, BEROANEYF
DU EBERHETIE 100 mg/keREFHTHHOLNT WS, [FRIcBWTH, EEHMMNKT
300 mg/kgiX 5,5, HET 1000 mg/keik 5T, NEVT Y VILBEMNMHEL B 300 mg/kgkd
to®RETHLNTVWS., ChbDZ iR, BEBICBWTAMA2HS 202, KRillkEE
ET32 A THRMIRBAKBICHEEIATWARILETRBLTWSEEILNSE, CDLD
2, 1-2 MF V379V VEBEBENRCEBERETILNEDAE. 2B, AEHEKT
BICEBEEOANEYTY) VIEERRDOO A2 0DEORBRBEIIBVWTIBHLTWAZ
&, 1z, BmMER, BRBITCFRBROBEZMREELTWAZ 6, KREICLDE
MEAANOHBREEERIZHZLEZLND.

MBAEERIRBICBNT, ML H 300 m/kell EORETREY VEVOBIE, BE
HOBEMNALNE. BEY VE VI, 1000 ng/ke SBFOM TRBEHHBS M L TW
20, FRBLUBEROBARLE T, 1000 mg/ke 5L FBE L ORIcERI AR
Binole. Ele, MEHOEMEE, ACLLOBERHAOA TR NS, JuT ) Vit
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OWDPILLZLOLELLN, L a BLTas:7u7y VARORIBEZE TH-
=, HMENREBICBWT, FRICBEATYFY) VEENBONEDBOOD, FOfMiC 1
A MRV FTIIVURBICEBEEIALABELARBOOARNWI DD, FRADBLY
BBRERbDOLELXOND, BRAOEER2TBIAIEMLLT, KOEHE, SREROY
m, BAKEBIUREOEM, AETO LEMREOMMA 300 F 721X 1000 mg/kefk 50
MHTHENE., £, HRENRETHHEBHEERRIZWSOD, FMEONTFHEN
DD 100 mg/kgid FORE TIEEFEEMcEDLRE. LML, ThbO0EALR, HE
AR TR IR Lz, 2B, 30 ng/keiR EHOBETHLNEBROFHEOH FHE
"z, 1 flosaTH32L, BOVRIOEMREBAKDOS Y F ONBHT LIELIEHRE
INBILehs, BRENFTRTHZLEIONS.

MEDZENS, I-X MY FTH L VIE—RKRE, KE, EHE, BKE, 0K, F
W, BB LUBRICEBERIETIENTBINE. 28, YHBREHETIEBITB1-2
FEvF78Lvo 28 HHREZOKRSIC L2 BN ZNEBBEIMMBEL S 30 mg/kek
P (-

) BEBEEHERPEREECFEFRLMNRERE, LEFE SBUHAREOMER (ETR)
(b2 LEH®B, TR 4 F 2 A 19 BH) #5514

2) M-AbFVFT79LvDSy b 2HWAHEAIZORSSMRE (RR
B 1 402114) OBMBEE ) (KR 8 & 4 8 16 H) (BRXaEERNA LY H—
Frvy— PIEBHEA)

3) MI-X+FYF79 1L vD5y r2AWS 28 HERERORESHER
B FRmAR (HMBRES : 501014P) oM BEH) (FR 8 F 4 B 16 B) (KR
SZHEENA TV —F VY — PEWHERT)

4) Background Data, Blood chemical analyses, Male and Female Rats, 8~10 weeks,
(1984.5.Nihon Bioresearch Inc. Hashima Laboratory)
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Table 1-1

General sign of male rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Number of males Days of administration
(mg/kg) and general sign 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Control 0 |Number of males 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10
Normal 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10
30 |Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 | Normal 0 10 10 10 10 10 10 9 9 8 7 8 9 9 8 7 4 7 6 4 7T 6 5 6 6 4 5 10
Salivation 6 0 0 0 0 0 O 1 1 2 3 2 1 1 3 6 3 4 6 3 4 5 4 4 6 5 0
Number of males 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
300 | Normal 10 160 10 10 9 9 6 3 4 1 1 6 6 3 3 5 4 6 6 3 4 4 3 3 3 3 3 3 9
1-methoxynaphthalene Salivation 0o o o 0 11 4 7 6 9 9 4 4 7 7 5 ¢6 4 4 7 6 6 1 71T 71 71T 7 7T 0
Staining hair o 0 o 0 0 0 606 0 0O 0O 0 0 0 0 0 0 0 0 0 o0 0 1 1 1 1 1 1 1
Number of males 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10
Normal 2 9 6 2 3 1 0 0 0 ¢ 0 0 0 060 0 0 0 © 0 0 0 1 0 0 0 O 0 O 8
Decreaseinlocomotor activity ¢ ¢ ¢ 0 ¢ 0 0 0 0 0 o0 © 0 o0 0 0 1 1 0 O 0 O O 0 0 O 0 O O
1000| Salivation 3 6 7 13 12 14 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 14 15 15 15 15 15 15 ©
Staining hair ¢ 0 o 0 0 0 0 0 o 6 o0 0 0 0 © 0 1 1 1 1 1 1 3 3 3 3 3 3 2
Hypothermia 6 o o 0o 0 0 0 0 0 0 0 0 0O 0 O O 1 0 0O 0 00 O0O0OOC O O O O
Ptosis 0 2 4 5 3 3 3 3 4 3 3 2 3 4 3 4 7 6 6 5 5 5 6 7 7 5 4 3 0
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Table 1-2 General sign of male rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Number of males Days of recovery
(mg/kg) and general sign | 1 2 3 4 S5 6 7 8 9 10 11 12 13 14 15
Control O |[Numberofmales | 5 5 § S 5 5 5 5 5 5 5 § 5 5 5§
Normal 5 5 5 s s 5 5 S 5 S 5 5 S5 §5 5
Numberof males | 5 5 5 5 5 5 5 5 5 s 5 5 5 5 5
1-methoxynaphthalene [ 1000] Normal 4 5 5 5 5 5 5 5 s S S 5 5 5 5
Staining hair 1 o 0 ¢ O 0 O O O 0 0o o O0 0 O
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Table 2-1

General sign of female rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthaiene

Group Number of females Days of administration
(mg/ke) and Einetal sign 1 2 3 4 S 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Control 0 {Number of females 1S 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10
Normal 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10
30 |Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
100 | Nommal 0 9 1010 9 10 9 10 %9 9 8 9 9 10 9 7 7 7 6 7 8 8% 7 7 6 9 7 7 10
Salivation o 1.0 0 1 0 1 0 1 1 2 1 ¢ 1 3 3 3 4 3 2 2 3 3 4 1 3 3 0
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Normal 3 9 9 8 9 7 7 8 4 5 6 T 8 17 5 5§ 5 4 4 5 4 3 4 5 4 3 4 10
1-methoxynaphthaiene | 300 | Salivation o 11 2 1 3 3 2 6 5 4 3 2 3 5 S5 5 5 6 6 35 6 71T 6 5 6 7 6 0
Lacrimation 4 0 0 0 0 0 0 0 O O O O O O o 0 0 0 0 0 0 0 0 O O O O O
Prosis 7 1.0 O O O O O O O 0 O O O 0 O O O O O O O O 0 0 O O O O
Number of females 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 10
Normal o n s 1i1 8 72 3 6 2 0 0 0 0 o0 0 0 0 O O 0 O 0 O 0 O 0 O0 O 4
1000} Salivation 6 2 8 2 7 S5 12 9 13 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 15 O
Lacrimation n o o o o 0o o o o o o 0 0 0 0 0 0 0 0 0 0 0 0 0 0O 0 O0 O0 O
Staining hair 0O 0 3 3 3 6 6 6 1 1 1 1 1 1 4 4 4 4 4 4 4 4 4 4 7T 7T 7 6
Ptosis 15 2 1 0 0 2 2 2 3 4 4 3 3 4 4 6 7 9 5 5 6 6 5 4 5 4 1 1 O
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Table 2-2

General sign of female rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Number of females Days of recovery
(mg/kg) and general sign 1 2 3 4 S 6 7 8 9 10 11 12 13 14 15
Control O |Numberoffemales) S 5§ 5 § 5 5 S 5§ 5 S 5 5 5 S s
Normal s 5 5§ 5§ 5 5 S 5 5 S S S5 5 S5 S
Nomber of femalesf s 5 5 § § S S § s § 5 5§ 5 5 5
1-methoxynaphthalenc | 1000] Normal 4 5 5 5 5 5 S 5§ s S5 s 5 5 5 5
Staining hair 1 0 0 ¢ ¢ 0 0o 0 O 0 o ©0 0 o0 0O
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Table 3

Body weight of male rats in 28-day repeat

dose oral toxicity test

of t-methoxynaphthalene

Group Control j-methoxynaphthalene

(mg/kg) 0 30 100 300 1000

Number of males 15 10 10 10 15

Days of admin-

istration 1 204.1 * 7.3 203.0 x 5.6 205.2 % 7.8 204.0 * 7.9 200.7 = 11,0
S 239.8 % 8.7 236.3 8.9 236.3 * 7.7 229.6 = 8.4 212.8 = 11,4xx
8 266.1 % 9.8 262.6 * 8.9 261.9 .+ 7.8 252.7 8.9 235.0 x 12, 6%x
12 297.9 = 11.8 296.9 = i2.8 295.6 + 12,1 281.9 = 10.4 261.4 % 15.4xx
15 319.0 = 15.3 320.2 £ 16.¢6 319.4 £ 14,0 303.9 £ 11.7 278.1 = 18.4xx
19 344.9 = 18.3 346.7 £ 21.9 344.5 = 14,2 326.6 £ 12.5 293.3 = 27.6xx
22 362.4 = 21,7 361.9 £ 24,1 363.0 £ 14.8 341.5 £ 13.9 305.4 * 25.8xx
26 384.5 * 23.8 383.9 * 30.7 383.7 = 16.3 361.4 £ 15.0 3264.9 x 26.9x2
28 395.5 * 25,2 390.6 £ 28.4 391.8 = 18,1 369.1 + 15.9 328.7 * 27.5xx

Number of males 5 0 1] 0 5

Days of reco-

very 1 418.4 % 16.7 — — -_— 326.8 % 15, 52x
s £32.0 £ 21,7 — —_— _ 346.2 £ 23 422
8 447,22 £ 19,9 - - —_— 346.6 % 18. 6xx
12 461.6 £ 23.5 -— — - 389.2 = 22.i%xx
14 465.8 * 21.9 — — - 389.8 21, 5xx

Each value shous mean (g) =S.0D.

Significantly different from control (xx: P<¢0.01).
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Table 4

Body weight of female rats

in 28-day repeat dose

oral toxicity test

of

1-methoxynaphthalene

Group Control I-methoxynaphthalene

(mg/kg) 0 30 100 300 1000

Number of females 15 10 10 10 15

Days of admin-

istration 1 158.3 % 7.9 157.3 + 5.6 159.8 % 4.4 159.0 * 7.6 158.7 = 7.6
5 171.8 % 9.7 t7z2.1 = 7.0 172.7 = 6.9 167.2 x 7.4 163.3 =+ 9.0
8 183.5 £ 1%1.5 182.2 % 8.7 182.9 =+ 7.9 177.9 % 8.9 173.3 = 10,7
12 197.9 £ 14.0 196.7 = 10.2 195.1 * 10.3 190.4 = 10.¢4 186.5 £ 12,7
15 208.3 % 13.7 204.6 £ 13,9 203.5 £ 10.7 199.4 = 10.0 195, = 11.8
19 220.5 £ 14,7 219.1 = 16,1 218.1 £ 13.9 2ti.4 12,3 207.4 £ 12,0
22 225.1 £ 16.0 225.6 £ 17,4 223.3 = 15.0 215.5 * 13.2 209.9 £ 12.8
26 238.0 = 18.1 237.8 £ 1S5.9 234.5 = 12,7 226.2 14,1 217.3 £ 13.4x
28 242.6 + 18.2 240.5 * 16.6 238.0 * 14.8 228.8 + 13.5 222.3 = 12.5x

Number of females 5 0 0 0 5

Days of reco-

very 1 24%9.2 £ 12.5 — - - 220.8 = 10.4xx
5 259.4 £ 12.4 — - - 230.0 = 12.8xx
8 265.6 * 16,0 — - - 236.0 = 12.6%x
12 273.2 = 17,3 — - —_ 264.4 *  15.7x
14 269.4 11,2 — — — 246.8 + 16.9x

Each value shows mean (g) xS.D

Significantly different from control (x: P<¢0.05, xx: P<0.,01).
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Table 5

Food consumption of male rats in 28-day

repeat dose oral toxicity test

of 1-methoxynaphthalene

Group Control {-methoxynaphthalene

{mg/kg) 0 30 160 200 1000

Number of males 15 10 10 10 15

Days of admin-

istration 3 25.1 % 1.6 4.4 * 1.8 23.3 1.6 20.7 * 0.8x 15.1 % 2.9%xx
10 25.3 * 1.3 25.0 * 1.3 24.6 1.9 21.8 % 1.8xx 20.7 t.7%x
17 25.7 % 2.0 25.2 % 2.9 25.5 1.8 23.8 * 1.8 21.7 5.3x
24 24.4 * 2.2 23.6 * 2.6 23.7 1.3 22.3 & 1.7 24.4 3.4

Number of males 5 0 0 0 5

Days of reco-

very 3 26,6 * 1.5 —_ —_ — 28.8 * 2.2
10 28.6 * 1.9 - — — 27.0 =+ 1.4

Each value shows mean (g/day) #S.0.

Significantly different from control (x: Pc¢0.05, xx: P¢0.01).
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Table 6

food consumption of female rats

in 28-day repeat dose oral toxicity

test of 1-methoxynaphthatene

Group Control 1-methoxynaphthalene

(mg/kg) 0 30 | 100 300 1000

Number of females B 10 T 10 10 15

Days of admin-

istration 3 16,1 =* 1.6 16.1 * 1.4 15.¢ + 1.3 13.7 * 1.3 1.1 % 2. 4xx
10 16.4 % 1.7 16.4 = 1.6 15.3 % 1.3 15.1 # 1.0 14.9 + 1.9
17 15.7 %= 1.6 17.5 + 2.1 16.3 % 2.5 16,7 * 2.2 15.2 =% 1.8
24 17.5 & 1.4 17.0 £ 2.2 17.6 + 2.0 17.8 + 1.8 16.3 + 1.2

Number of females 5 0 0 0 5

Days of reco-

very 3 19.2 % 1.5 —_ — — 19.46 * 1.5
10 20.4 * 0.9 — — — 19.8 2.2

Each value shous mean (g/day) *S.D.

Significantly different from control (x: P<0.05, *x: Pc¢0.01).
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Table 7 Water consumption of male rats in 28-day repeat dose oral toxicity test of

t-methoxynaphthalene

Group Control {-methoxynaphthalene

(mg/kg) 0 30 100 300 1000

Number of males 15 10 10 10 15

Days of admin-

istration 3 33.1 3.7 32.2 % 2.7 30.8 * 4.1 28.6 % 4.5 27.4 % 5.8%
10 34.3 = 3.3 35.0 = 3.4 34.9 * 6.0 33,46 % 4.0 39.7 = 7.9
17 36.9 = 5.7 38.5 = 4.7 37.0 * 5.4 39.0 % 3.3 43.1 = 11.8x
24 36,1 + 7.2 37.6 5.3 38.9 * 8.6 39.5 + 3.8 49.7 & 9. 7xx

Number of males 5 0 0 0 5

Days of reco-

very 3 39.6 * 8.4 - -— — 45.2 x 6.3
10 43.2 * 8.8 — — — 37.0 * 3.2

Each value shows mean (ml/day) £S.D.

Significantly different from control (x: P<0.0S5, =xx: £<0.01).
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Table 8 Water consumption of female rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene

(mg/kg) 0 30 109 300

Number of females 15 10 10 10

Days of admin-

istration 3 25.3 % 4,8 24.1 % 2.3 24.0 * 3.2 23.8 % 5.5 -
10 24.9 * 3.4 24.9 * 2.8 26.9 + 5.3 32.1 % 6.5 -
17 25.7 = 4,2 27.8 % 3.3 31.3 7.2 35.1 8.7 AR
24 28. 6 + 6.7 28.4 * 3.9 32.5 6.9 40.6 + 8. Ixx 2+

Number of females 5 0 0 0

Days of reco-

very 3 32.4 % 8.4 -—_ — — .8 =
10 32.2 6.2 — — — +

Each value shows mean (ml/day) *S.0.
Significantly different from control (xx: P<0.01).
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Table 9-1

in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Urinary examination of male rats on termination of administration period

Group Control 1-methoxynaphthalene
(ma/kg) 0 30 100 300 1000
Number of males 10 10 10 10 10
Volume (ml}: Mean%S.D. 12.5% % 3.42 12.40 = 5.74 12.17 % 5.47 15.70 + 2.68 21.20 % 4.82xx
Specific gravity: Mean+S.D 1.0485 = 0.0075 1.0496 £ 0.0114 1.0530 £ 0.0120 1.0478 + 0.0081 1.0448 £ 0.0104
Color
Light yellow 8 & 3 [ 0
Yellow 2 4 7 4 10
pH
5.0 0 0 0 1 1
5.5 1 0 0 0 ]
6.0 0 1 0 0 2
6.5 0 0 1 0 2
7.0 2 0 1 6 2
7.5 2 2 4 2 2
8,0 0 4 3 1 0
8.5 3 2 i 0 0
9.0 2 1 0 0 0
Protein
Negative 0 0 0 ! (v}
Trace 2 1 0 1 1
30 mg/dl 4 5 4 7 8
100 mg/dl 3 3 3 1 1
= 300 mg/dl ! 1 3 1] 0
Glucose
Negative 10 10 10 10 10
Ketone body
Negative 3 1 2 8 9
5 mg/dl 2 4 4 2 1
15 mg/dl 3 5 4 0 0
40 mg/dl 2 0 0 0 0
Bilirubin
Negative 9 [ 5 9 0
Stight 1 4 5 1 7
Moderate 0 0 0 0 3
Occult blood
Negative 8 10 10 10 10
Trace 2 0 0 0 0
Urobilinogen
0.1 E.U./dL 5 3 3 8 4
1.0 E.U./dlL 5 7 7 2 é

Signiticantly different from control (xx: P<0.01).
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Table 9-2 Urinary examination of male rats on termination of administration period
in 28-day repeat dose oral toxicity test of l-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 30 100 300 1000
Number of males 10 10 10 10 10
Urinary sediments
Epithelial cells
0~ 20 cells/100 fields 7 9 9 7 1
21~ 100 cells/100 fields 3 1 t 3 7
101~200 cells/100 fields 0 0 0 0 2
Erythrocytes
0~20 cells/100 fields 10 10 10 10 10
Leukocytes
0~ 20 cells/100 fields 10 10 10 10 i0
Casts
Not obserwved 10 10 10 10 10
Crystals
Not observed 3 5 3 3 5
Observed 7 5 7 7 5




-gg-

Table 10-1

in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Urinary examination of female rats on termination of administration period

Group Control l-methoxynaphthalene
(mg/kg) 0 30 100 300 1000
Number of females 10 10 10 10 10

Volume (ml): MeanxS.D.
Specific gravity: MeanxS.D

8.95 & 3.02
1.0464 = 0.0158

10.15 = 5.60
1.0458 +* 0.0153

15.79 = 9.72
1.0345 £ 0.0102

Color
Light yellou 10 9 5 3 3
Yellow 0 1 S 7 7
pH
5.5 0 0 0 1 1
6.0 [0 0 2 0 5
4.5 0 0 0 2 3
7.0 0 1 2 1 }
7.5 0 4 2 4 0
8.0 2 2 3 1 0
8.5 $ 3 1 1 0
29.0 2 0 0 0 4]
Protein
Negative ] 3 4 4 9
Trace 1 1 3 4 0
30 mg/dl 7 5 2 2 1
100 mg/dl 2 i 1 0 ¢
Glucose
Negative 10 10 10 i0 10
Ketone body
Negative [ 8 9 9 10
5 mg/dl 4 2 1 i 0
Bilirubin
Negative 10 6 5 3 6
Slight 0 4 5 7 4
Occult blood
Negative 10 10 10 10 10
Urobilinogen
0.1 E.U./dL 5 5 8 3 9
1.0 E. U, /dl 5 5 2 7 1

Significantly different from control (xx: P<0.0t).
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Table 10-2 Uripary examination of female rats on termination of administration period
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control t-methoxynaphthalene
(mg/kg) 0 30 100 300 1000
Number of females 10 10 19 10 10
Urinary sediments
Epithelial cells
0~20 cells/100 fields 10 9 10 9 4
21~ 100 cells/100 fields 0 | 0 1 5
101~ 200 cells/100 fields 0 0 0 0 1
Erythrocytes
0~20 cells/100 fields 10 10 10 10 10
Leukocytes
0~20 cells/100 tields 10 10 10 10 10
Casts
Not observed 10 10 10 10 10
Crystals
Not observed 1 3 2z 4 3
Observed 9 7 8 [ 7
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Table 11-1 Urinary examination of male rats on termination of recovery period
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 1000
Number of males 5 5
Volume (ml): Mean=S.D. 22.10 6.23 22.62 * 12,44
Specific gravity: MeanxS.D 1.0232 £ 0.0029 1.0302 £ 6.0140
Color

Light yellouw 5 5
pH

8.0 1 0
8.5 1 1

29.0 3 4
Protein

Trace 0 1

30 mg/d! 4 2

100 mg/di i 2
Glucose

Negative 5 5
Ketone body

Negative 1 4

5 mg/dl 2 1

1S mg/dl 2 Q
Bilirubin

Negative 5 5
Occult blood

Negative 5 4

Trace ¢] 1
Urobilinogen

0.1 E.U./7dlL 4 5

1.0 E.U,/dL 1 0




Table 11-2 Urinary examination of mate rats on termipation of recovery period
in 28-day repeat dose aral toxicity test of 1-methoxynaphthalene

a
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Group Control l-methoxynaphthalene
{(mg/kg) [ 1000
Number of males 5 5
Urinary sediments

Epithelial cells

0~20 cells/100 tields 3 3

21~100 cells/100 fields 2 2
Erythrocytes

0~20 cells/100 fields 5 5
Leukocytes

0~ 20 cells/100 fields 5 5
Casts

Not observed 5 5
Crystals

Not observed 1 !

Observed 4 3
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Table 12-1 Urinary examination of female rats on termination of recovery period
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene
{mg/xg) 0 1000
Humber of females 5 5
Volume (ml): Meanx3.0. 12.5%2 4,17 16,460 = 4,10
Specific gravity: MeanxS.D 1.0406 x* 0.016% 1.0364 = 0.0108
Color

Light yellow 5 5
pH

8.0 1 1
8.5 3 3

29.0 1 1
Protein

Negative 4 3

Trace 0 1

30 mg/dt 1 1
Glucose

Negative 5 5
Ketone body

Negative 5 5
Bilirubin

Negative S 5
Occult blood

Negative 5 5
Urobilinogen

0.1 E.Y./dL 4 4

1.0 E.U./dL ) 1
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Table 12-2 Urinary examination of female rats on termination of recovery period
in 28-day repeat dase oral toxicity test of I-methoxynaphthalene

Group Control i-methoxynaphthalene
(mg/kg) 0 1000
Number of females 5 5
Urinary sediments
Epithelial cells
0~20 cells/100 fields 4 4
21~100 cells/100 fields ] 1
Erythrocytes
0~20 cells/100 fields 5 5
Leukocytes
0~20 cells/100 fields 5 5
Casts
Not observed 5 5
Crystals
Not observed 1 1
Observed 4 4
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Table 13

Hematological examination of male rats on termination of administration period
tn 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control i-methoxynaphthalene
{(mg/kg) 0 30 100 300 1000
Number of males 10 10 10 10 10
RBC {10/ nma ) 802.4 % 31.5 806.5 * 24.3 783.3 35.6 743.6 % 34,.0xx 741.8 = 33.5%x
Hemoglobin (g/d) 15.45 * 0.73 15.44 * 0.50 15.08 0.69 13.97 + 0. 60%xx 14.24 % 0.63xx
Hematocrit (%) 46.56 £ 2.06 §6.03 * 1.88 44.82 = 2.01 43.28 + 1.43%x 43.91 % 1.81xx
MCV (ym3s ) 58.04 * 1.82 57.07 * 1.53 57.25 * 2.08 58.30 2.95 59.24 * 1.92
MCH (rg) 19.28 * 0.59 19.15 = 0.48 19.27 = 0.67 18.81 % 0.97 19.19 = 0.45
MCHC (g./dl) 33.20 = 0.41 33.55 % 0.40 33.64 % 0.58 32.27 £ 0.52xx 32.44 % 0.59x¢
Platelet (10° / mma ) 115.09 = 18.66 11717 = 8.39 119.46 =  8.96 128.28 = 12.91 132.87 = 10.44xx
RET (%) 27.1 x 6.7 22.4 = 4.2 31.2 % 9.0 62.8 V4. 4xx 7.3 = 22. 6xx
PT (sec.) 16.74 + 1.42 13.89 % 0.38x 13.55 = 0.39xx 13.30 = 0.40xx 13.43 = 0.59%%
APTT (sec.) 28.92 + 2.08 26.43 % 1.36xx 24,69 = 1.51xx 24,09 % 1.31xx 25.37 * 1.94xx
Fibrinogen (mg.7dl) 257.3 * 18.3 247.1 % 13.9 255.1 % 21.4 249.3 13.4 246.3 % 16.4
Methemoglobin (%) 0.462 £ 0.259 0.311 = 0.158 0.441 % 0.208 0.785 = 0.488 1.034 + 0.275xx
WBC (102 / mma ) 59.7 % 11.6 80.0 = 13.7 48.8 * 30.5 6.4 % 16.0 73.4 % 25.8
Differential leukocyte (%)
Lymphocyte 91.8 % 3.8 92.8 % 3.5 93.7 = 2.9 91.1 + 2.4 91.8 7.4
Neutrophil 7.3 3.9 6.2 + 3.4 5.5 % 2.9 8.3 2.8 7.3 % 7.1
Eosinophil 0.4 * 0.5 0.5 % 0.7 0.2 % 0.4 0.1 = 0.3 0.3 * 0.5
Basophil 0.0 = 0.0 0.0 *+ 0.0 0.0 * 0.0 0.0 % 0.0 0.0 * 0.0
Monocyte 0.5 £ 0.5 0.5 + 0.7 0.6 + 0.7 0.5 + 0.7 0.6 + 0.7

Each value shows mean *S.D.

Significantly different from control (x: P<0.05,

¥

P<0.01).
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Table 14 Hematological examination of female rats on termination of administration period
in 28-day repeat dose oral toxicity test of l-methoxynaphthalene

Group Control 1~-methoxynaphthalene
(mg/kg) 0 30 100 300 1000
Number ot females 10 10 10 10 10
RBC (108 / mm2 ) 772.2 % 33.1 759.9 % 24.8 727.9 * 19.7 660.4 * 25. 6xx £38.9 * 77.9%x
Hemoglobin (g./dl) 14,75 % 0.61 14.67 % 0.27 14.03 % 0.53 12.51 % 26xx 12.39 * 1.18xx
Hematocrit (%) 43.68 + 1.73 43.36 % 0.97 41.48 = 1.63 38.39 % 0.70xx 38.42 = 3. 46xs
MCY {(m? ) 56.61 * 1.77 57.10 * 1.31 56.99 * 1.49 58.18 * 1.65 60.34 * 2.531x¢
MCH ) (pe) 19,11 % 0.64 19.33 £ 0.57 19.28 * 0.47 18.97 % 0.53 19.44 * 0.57
MCHC (g 7dl) 33.77 % 0.25 33.85 * 0.49 33.82 * 0.32 32.59 = 0.42xx 32.25 * 0.54%xx
Platelet (100, mma ) t11.44 = 8.74 117.33 %= 13.49 115.84 * 12.77 122. 44 % 11.24 129.67 * 13, 35xx
RET (%) 25.4 % 5.6 24.7 * 5.7 30.3 % 6.6 S4.1 = 14, 3xx 86.2 % 28. 9xx
PT (SeC. ) 12.56 %= 0.38 13.12 x 0.26¢x 13.28 =% 0. 2312x 13.00 =* 0.25% 12.88 =* 0.42
APTT {sec.) 23.38 % 3.95 21.82 = 1.66 21.93 *® 1.40 22.13 = 1.32 24.51 % 2.64
Fibrinocgen (mg ~dl) 187.3 * 12.2 207.2 * 16,4 201.3 £ 15.6 205.1 = 1.9 224.6 % 25. 6xx
Methemoglobin (%) 0.377 £ 0.239 0.318 £ 0.265 0.354 = 0.245 0.390 % 0.270 0.885 * 0.467xx
WBC {12/ mmo ) 49.1 *x 9.1 54.2 % 14,9 52.2 = 16.9 42.3 % 8.9 48.7 % 16.2
Differential Leukocyte (%)
Lymphocyte 94.2 % 2.3 92.7 % 4.2 94.6 % 1.6 94.2 £ 3.0 89.7 * 1.4
Neutrophil 5.2 % 2.4 6.4 * 3.5 4.8 % 1.4 5.3 2.9 9.7 * 1.1
Eosinophil 0.3 % 0,5 0.5 = 0.8 0.2 = 0.4 0.4 % 0.5 0.2 * 0.4
Basophil 0.0 * 0.0 0.0 * 0.0 0.0 % 0.0 0.0 * 0.0 6.6 £ 0.0
Monocyte 0.3 + 0.7 0.4 * 0.5 0.4 * 0.5 0.1 * 0.3 6.4 & 0.7

Each value shows mean *S.D.
Significantly different from control (x: P¢0.0S, xx: P¢0.01).
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Table 15 Hematological examination of male rats on termination of recovery period
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene
_(mg/kg) 90 1000
Number of males 5 5
RBC (10?/ mm2 ) 849.0 * 33,7 823.46 *  34.46
Hemoglobin (g/68) - 15.56 % 0.28 15.28 & 0.50
Hematocrit (%) £5.96 = 0.96 46.18 1.83
MCY (ums ) 54,18 *  1.29 56.10 =  1.98
MCH {pg) 18.32 %= 0.58 18.56 * 0.83
MCHC (g/d) 33.86 £ 0.26 33.10 £ 0.53x
Platelet (10° / mms ) 104.72 = 6.43 114.38 % 9.75
RET (%) 26.0 % 5.2 22.0 £ 3.7
P1 (sec.) 13.98 = 1.13 13.34 % 1.52
APTT (sec.) 27.66 = 3.09 264,16 £ 6.75
Fibrinogen (mg /dl) 228.6 * 7.9 236.2 * 21.0
Methemoglobin (%) 0.470 = 0.176 0.592 * 0.127
WBC (2 /mwmz ) 67.8 % 1.6 79.0 £ 21.0
Differential leukocyte (%)
Lymphocyte 95.6 * 2.5 96.0 2.1
Neutrophil 3.6 1.9 3.6 2.1
Eosinophi l 0.4 * 0.9 0.0 = 0.0
Basophi l 0.0 % 0.0 0.0 = 0.0
Monocyte 0.4 + 0.5 0.4 + Q.5

Each value shows mean #*S5.D.
Significantly different from control (x: P¢0.05).
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Table 16 Kematological examination of female rats on termination of recovery perioad
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control |-nethoxynaphthalene
(mg/kaq) 0 1000
Number of females 5 5
RBC (10°/ mms ) 787.2 £ 71.6 799.0 % 19.3
Hemoglobin (g./dl) 14.84 £ 1,27 15.72 £ 0.54
Hematocrit (%) 43.40 +  3.04 46.58 =+ 1.44
MCV {(ma ) 55.20 * 1.50 58.34 * 2.59x%
HCH (pg) 18.88 = 0. 31 19,68 % 0.86
MCHC (g /d) 34,14 % 0.76 33.74 % 0.68
Platelet (10 mma ) 108.04 +  40.56 123.28 +  8.34
RET (%) 23.4 % 5.6 20.6 % 4.5
PT (sec. ) 12.45 £ 0.31 (4)| 12.22 % 0.37
APTY (sec. ) 22.03 * 1.66 (4)] 22.52 * 1.49
Fibrinogen {(mg /d1) 200.0 * 14.3 (4) 204.6 =* 2.9
Methemoglobin (%) 0.398 = 0.013 (4) 0.428 * 0.258
WBC (12~ wma ) 55.2 * 16.4 6.0 % 38.5
Differential leukocyte (%)
Lymphocyte 946.0 x 1.9 94.2 =* 3.0
Neutrophil 3.2 % 1.6 4.8 = 2.8
Eosinophil 0.2 = 0.4 6.4 = 0.5
Basophil 0.0 = 6.0 0.0 % 0.0
Monocyte 0.6 + 0.5 0.6 * 0.5

Each value shows mean +S.0.
Significantly different from control (x: P<¢0,05).
Figures in parentheses indicate number of females.
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Table 17

Blood chemical examination of male rats on termination of administration period
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 30 100 300 1000
Nunber of males 10 10 10 10 10
6oT (/1) 64.88 *  4.86 66.94 *  7.54 86.93 +  2.54 71.83 £ 8.33 70.46 *  4.80
6PT (/1) 21.20 % 2.56 20.21 £ 3.35 20.78 * 2.41 23.25 =+ 3.99 27.27 5. 14ex
ALP (/1) 159.45 £ 23.43 175.90 * 38.48 158.14 = 19.52 170.86 = 26.98 174.70 *  49.02
Y -GTP (/1) 0.00 £ 0.00 0.00 =  0.00 0.00 £ 0.00 0.00 £  0.00 0.00 £ 0.00
TP (g /dl) 5.25 £ 0.29 513 £ 0.18 5.05 * 0.28 4.89 % 0.17xx 4.72 0.29¥x
Albumin (g /dl) 2.930 £ 0.112 2.890 = 0.130 2.829 * 0.105 2.844 £ 0.127 2.765 x  0.142
Protein fraction (%)
Albumin 55.89 * 1.99 56.31 = 1.42 56.08 =  1.89 58,17 * 1.84x 58.63 *  1.81xx
ar-glo 20.78 = 1.84 20.03 £ 1.50 19.78 # 1.81 17.34 % 1.152x 15.45 % 1.77xx
az2-glo 6.01 £ 0,65 6.35 £ 0.55 §.37 £ 0.45 6.55 & 0.43 7.93 = 1.41xx
az-glo 5.58 =  0.47 5.4 £ 0.52 5.32 £ 0.33 6.85 % 0.41xx 4.5 *  0.56xx
8-tlo 10.04 £  0.43 10.08 =+ 0.78 10.52 +  0.71 11.12 = 0.38xx 11.55 £ 0.53xx
y -glo 1.70 £ 0,29 1.79 = 0.33 1.93 £ 0.52 1.97 £ 0.38 1.90 = 0.45
A/G ratio 1,271 % 0.102 1.290 = 0.075 1.280 + 0.103 1.394 = 0.106% 1.421 %= 0.106xx
T-BIL (mg./dl) 0.048 = 0.009 0.054 £ 0.010 0.064 = 0.013 0.120 = 0.018xx 0.183 % 0.042xx
BUN (mg./dl) 13.18 * 1.66 14,01 =  1.33 13,18 £ 1.32 13.95 = 1.44 13.59 = 4.13
Creatinine (mg ./ dl) 0.509 = 0,062 0.539 % 0.081 0.476 = 0,033 0.502 = 0,030 0.501 * 0.038
Glucose (mg./ dl) 123.24 = 13.64 134.71 *  20.06 116.28 +  7.55 116.95 £ 12.71 117.33 = 9.41
T-CHO (mg/dl) 42.70 * 4. 51 42.79 x 7.8 44,55 * 7.47 41.37 + 8.98 47.68 = 9. 71
TG (mg/dl) 42.07 %= 11.57 39.26 %= 8.28 38.65 = 11.83 31.38 % 4.14 33.72 % 7.28
Na ( nEg.” 1) 145.92 = 1.29 145.40 %= 1.11 145.58 =  1.14 145.5% +  0.89 144,54 = 0.94
K ( mEg/ 1) 4.528 * 0.164 4,694 = 0.23) 4.654 = 0.158 5,007 * 0.234%x 5.212 £ 0.298%x
clL ( mEq/ 1) 105. 44 * 1.12 105.64 2 0.9% 106.39 =  1.02 105.80 + 1.37 106.19 + 2,07
Ca (mg./ dl)} 10.15 +  0.38 9.84 =  0.3% 10.01 =  0.44 9.93 £ 0.35 10.10 = 0.35
P (mg /d1) 8.41 +  0.83 8.54 + 0.77 8.28 +  0.47 8.42 +  0.78 8.19 *  0.52

Each value shows mean *S.D.
Signiticantly different from control (x: P<0.085

xx: P¢0.01).
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Table 18 Blood chemical examination of female rats on termination of administration period

in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control -methoxynaphthalene
(mg/ka) 0 30 100 300 1000
Number of females i0 10 10 10 10
60T (/1) 59.35 £ 10.96 62,11 £ 10.35 58.37 + 6.30 58.5¢ % 7.90 59.56 + 14,71
GPT (is/ 1) 15.33 * 3.19 17.00 % 3.14 16,37 2.27 15,460 % 2.79 24.53 % 6. 49
ALP (/1) 96.55 + 15.81 99.38 * 15.77 106.12 £ 21,23 91.12 £ 20.25 114.52 £ 43.30
Y -GTP (s 1) 0.34 + 1.08 0.48 = 1.44 0.00 = 0,00 0.00 £ 0.00 0.26 £ 0.55
TP (g/dal) 5.75 * 0.21 5.5% % 6.23 5.39 % 0.31 5,49 * 0.26 5.68 0.70
Albumin (g /dl) 3.516 = 0.201 3.350 £ 0.218 3.253 £ 0.167 3.376 £ 0.224 3.479 £ 0.4046
Protein fraction (%)
Albumin 61,11 * 2.20 60.34 £ 2.14 60.40 * 2.40 41,45 % 1,49 61.27 % 0.86
ai-glo 15.74 % 1.99 16.32 % 2.15 15.87 * 1.40 13.95 = 0.868 13.41 % 1.52x
r2-glo 5.20 x 0.49 5.15 % 0.47 5.32 * 0.47 5.82 % 0.81 .04 1.646%xx
a3-glo 4.82 % 0.44 5.04 % 0.346 5.15 + 0.33 4.51 0.60 3.88 % 0.36%x
B -zlo 9.98 * 0.94 9.63 % 8.43 16.13 £ 0.62 10.89 = 0.92x% .77 0.77%x
v -glo 3.15 + 0. 47 3.52 % 0.88 3.13 % 0. 80 3.38 % 0.43 2.63 0.48
A/G ratio 1.579 = 0.143 1.528 = 0,139 1.533 £ 0.148 1.598 £ 0.101 1.582 £ 0.058
T-BIL {mg 7 dl) 0.071 = 0.013 0.076 * 0.011 0.101 £ 0,022 0.127 = 0.019xx 0.225 £ 0.0562x
BUN (rg /dl) 164.98 2.04 15.48 + 1.65 14.36 £ 1.94 14,85 * 2.54 15.56 = 5.13
Creatinine (mg /7 dl) 0.504 £ 0.053 0.477 =+ 0.032 0.472 £ 0.040 0.467 * 0.051 0.479 £ 0.053
Glucose (mg /7 dl} 135.92 * 18,33 128.87 £ 14,48 133.77 £ 14.81 123.58 =+ 16.73 1264.75 14,28
T-CHO (mg 7 dl) 58.71 * 8.64 48.87 * 9.67 51.55 £ 10.14 58.52 * 5.91 76.30 % 15.28xx
16 (mg,/ dl) 25.29 % 5.55% 23.91 & 4.93 20.40 % 4.23 26.16 % 8.70 37.51 2 12.96
Na (m&g/ 1) 143.97 = 0.77 143.72 + 1,07 144,68 + 1.42 144,69 = 0.82 143.54 % 3.28
K ( mkg/ 1)} 4.289 + 0.154 4,516 = 0.271 4.326 £ 0.135 4.356 £ 0.244 4,569 * 0.230x
Cl { mEg/ 1) 107.28 * 2.22 107.25 + 1.78 107.32 = 0.98 107.23 * 1,49 107.08 2.64
Ca (mg /dl) 10.486 % 0.25 10.24 % 0.17 10.25 % 0.20 10.26 %= 0.21 10.57 = 0.72
1P (mg/dl) .14 * 1.10 7.50 + 0.73 7.70 % 0.81 1.64 * 0.65 7.72 0.62
Each value shows mean *S.D.
Significantly different from control (x: P<0.05, xx: P<¢0.01).
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Table 19 Blood chemical examination of male rats on termination of recovery period

in 28~day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 1000
Number of males 5 5
60T (/1) 61.56 £ 5,16 59.42 %  5.50
GPT (/1) 20,346 £ 313 19.80 = 1.92
ALP (lu/ 1) 116.46 £ 7.91 178.34 = 91.90x
Y -GTP (/1) 0.00 £ 0.00 0.00 £  0.00
TP (g/dl) 5,18 = 0.16 5.06 = 0.18
Albumin (g/dl) 2.808 £ 0.098 2.846 £ 0,111
Protein fraction (%)
Albumin 54.22 = 2.18 56.46 *  2.18
a1-g lo 21.40 £ 2.80 19.78 £ 1,19
az-glo 5.98 *  0.465 .00 =  0.45
oz-glo 5.66 £ 0.21 5.24 =  0.51
8 -zlo 10.08 = 0.51 10.02 £  0.45
7 -glo 2.68 =  0.8% 2.52 &  0.57
A/G ratio 1.188 £ 0.103 1.300 £ 0.110
T-8BIL (mg./dl) 0.064 = 0.021 0.058 = 0.008
BUN (mg /dl) 14.34 % 1.57 14.06 = 1.72
Creatinine (mg ./ dl) 0.536 = 0,046 0.490 + 0.048
Glucose (mg /dl) 140.32 = 15.84 119.50 £  4.53%
T-CHO (mg ./ dl) 37.30 * 3.1 40.70 * 8.94
76 (mg./dl) 46.98 £ 12.04 31.70 =+ 8.74
Na (nEka/ 1) 144.54 = 0.43 144.78 +  1.27
K ( m&g/ 1) 4.246 = 0.048 4.450 * 0.088%xx
cl ( mkg/ 1) 106.78 = 0. 64 105. 64 + 0.77
Ca (mg./di) 9.74 #* 0.21 9.74 *  0.05
1P (mg /di) 7.30 & 0,19 8.24 +  0.29xx
Each value shows mean *S.D.
Significantly different from control (x: P<0.05, xx: P<¢0.01),
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Table 20 Blood chemical examination of female rats on termination of recovery period
in 28-day repeat dose oral toxicity test of 1-methoxynmaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 1000
Number of females 5 5
GOT (/1) 67.06 = 14.26 69.34 * 18.80
GPT (Iu/ 1) 21,20 + 5,03 16.38 * 3.96
ALP (iu/1) 72.08 £ 15.18 78.56 9.72
¥ -GTP (/1) 0.00 + 0.00 0.00 £  0.00
TP (g /d) 5.80 * 0.45 5.74 £ 0.38
Albumin (g /dl) 3.362 £ 0.283 3.288 £ 0.161
Protein fraction (%)
Albumin 58.00 * 1.43 57.36 * 1.9
®1-glo 19.08 * 1.15 19.50 =% 2.51
az2-glo 3.90 £ 0.38 4,18 + 0.59
az-glo 4.86 * 0,44 4. 66 0.34
B-glo 10.72 £ 0.66 10.06 =+ 0.50
Y -glo 3,46 % 0.80 4.26 * 1.01
a/G, ratio 1.382 = 0.091 1.348 = 0.109
T-BIL (mg ./ dl) 0.070 * 0.022 0.064 %= 0.011
BUN (mg /7 dl) 19.68 = 2.98 16.66 * 2.51
Creatinine (mg,/ dl) 0.546 = 0.118 0.508 + 0.034
Glucose (mg 7 dl) 167.58 * 80.97 118.72 *+ 10.68
T-CHO (mg .7 dl) 55.74 * 6.18 58.38 + 3.35
16 (mg ./ dl) 32.28 =+ 7.40 24.38 +* 7.51
Na (mEg/ 1) 143,26 % 1.92 144.92 + 1.83
K ( mEg/ 1) 5.264 £ 1.274 4.378 + 0.342
cL (mEg /1) 105.90 2.02 106.78 * 1.86
Ca (mg / dl) 10.64 + 0.45 9.94 = 0.21x
1P (mg /dl) 7.78 2.83 6.48 % 0.85

€ach value shaows mean *S5.0.
Significantly different from control (x: P<0.05).
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Table 21 Necropsy finding of male rats on termination of administration period
in 28-day repeat dose oral toxicity test of l-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 30 100 300 1000
Number of males 10 10 10 10 10
Normal 10 10 9 0 0
Spleen
Dark red 0 0 0 9 10
Large -0 0 0 0 1
Kidney
Pyelectasia 0 0 1 0 1
Testis
Small 0 0 0 1 ¢
Epididymis
Small 0 0 0 1 0
Stomach(glandular mucosa)
Dark red spot 0 0 0 1 0




Table 22 Necropsy finding of female rats on termination of administration period
in 28-day repeat dose oral toxicity test of l-methoxynaphthalene

Group Control I-methoxynaphthalene

(mg/ke) 0 30 100 300 1000
Number of females 10 10 10 10 10
Normal 10 10 10 0 0
Spleen

Dark red 0 0 0 10 10
Stomach{glandular mucosa)

Dark red spot 0 0 0 0 1

-8
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Table 23 Necropsy finding of male rats on termination of recovery period
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control I-methoxynaphthalene
(mg/kg) 0 1000
Number of males 5 5

Normal 5 5
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Table 24 Necropsy finding of female rats on termination of recovery period
dose oral toxicity test of l-methoxynaphthalene

in 28-day repeat

Group Control 1-methoxynaphthalene
(mg/kg) 0 1000

Number of females 5 5
Normal 5 5
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Table 25

in 28-day repeat dose oral toxicity test

Organ weight of male rats on termination of administration period

of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene

(mg/kg) 0 30 100 300 1000

Number of males 10 10 10 10 10

Body weight (g9) 362.5 23. 4 363.0 29.0 365.1 % 15.3 339.9 * 15.0 301.7 % 31.8xx

Brain (9) 1.905 + 0.032 1.919 *  0.047 1.932 £ 0.058 1.922 £ 0.046 1.844 = 0,087
(9%) 0.527 + 0.032 0.531 * 0.038 0.529 = 0.020 0.565 £ 0.025 0.616 = 0.052xx

Thymus (9) 0.537 £ 0.122 0.527 £ 0.106 0.520 £ 0.101 0.479 £ 0.064 0.416 £ 0.096
(g%) 0.149 = 0.035 0.143 * 0,024 0.142 = 0,026 0.142 * 0.019 0.139 = 0.031

Heart (g} 1.335 + 0.087 1.300 = 0.098 1.285 = 0.084 1.194 = 0.112% 1.109 * 0.125xx
(g%} 0.36% £ 0.030 0.358 * 0.023 0.352 = 0.020 0.349 = 0.024 0.367 * 0.031

Liver (g9) 11,072 % 1.242 10.907 £ 1.182 11.396 = 1.071 11.074 £ 0.844 12.106 %= 1.49%96
(9%) 3.049 0.194 3.000 £ 0.140 3.116 = 0,173 3.258 % 0.205 4.011 %= 0.238xx

Spleen (g) 0.644 % 0.044 0.661 * 0.088 0.721 = 0,157 0.934 % 0.078xx 0.888 * 0.118«xx
(a%) 0.178 £ 0.017 0.181 + 0.021 0.196 = 0.040 0.276 = 0.025xx 0.2%6 = 0.03é6xx

Kidneys (g9) 2.631 x  0.161 2.675 0,187 2.839 = 0.158 2.888 * 0.242x 2.681 * 0.208
(g%) 0.727 £ 0.051 0.739 £ 0.050 0.778 + 0.054 0.850 £ 0.049¢x 0.893 * 0.086%x

Adrenals (mg) 55.88 8.37 58.24 % 9.22 56.28 =+ 3.57 51.55 % 7.06 $0.29 * 13
(mgZ) 15.41 2.08 16.05 * 2.03 15.44 % 1.17 15.25 2.76 16.75 * 16

Testes (9) 3.120 = 0.179 3.176 £ 0.175 3.217 = 0.217 3.117 £ 0.410 3171 = 0.227
(a%) 0.863 * 0.051 0.879 = 0.070 0.881 £ 0.074 0.918 = 0.121 1.058 £ 0.121xx

Epididymides (g) 0.856 £ 0.070 0.823 * 0.052 0.846 = 0.073 0.821 + 0.111 0.818 = 0.070
(g%) 0.237 + 0.018 0.227 £ 0.025 0.233 * 0.019 0.244 * 0.034 0.272 * 0.025%x

Each value shous mean* S.D.

Significantty different from control (x: P<0.05, =x: P<0.01).
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Table 24 Organ weight of female rats on termination of administration period
in 28~day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene

(mg/kg) 0 30 100 300 1000

Number of females 10 10 10 10 i0

Body uweight (g9) 219.4 * i8.0 223.2 % 14,2 222.0 = 12.1 209.7 = 12.5 205.9 = 15.7

Brain (g) 1.813 * 0.054 1.796 £ 0.069 1.777 = 0.037 1.802 £ .077 1.781 * 0.050
(9%) 0.831 £ 0.048 0.806 = 0,047 0.803 * 0.044 0.860 = . 056 0.871 = 0.071

Thymus (g) 0.504 x 0.049 0.512 = 0.105 0.516 = 0.078 0.4461 = 110 0.406 = 0.067%
(g¥) 0.231 £ 0.025 0.229 = 0.043 0.232 = 0.038 0.220 =+ . 047 0.199 + 0.027

Heart (g) 0.800 = 0.041 0.837 £ 0.075 0.822 £ 0.043 0.793 * . 088 0.760 x 0.089
(9%) 0.366 = 0.020 0.377 = 0.030 0.372 £ 0.020 0.378 + . 035 0.371 = 0.030

Liver (9) 6,936 £ 0.539 6.996 £ 0,460 7.260 £ 0.495 7.345 x . 561 9.466 x 0.700%x
(g%) 3.166 = 0,128 3.139 = 0,174 3.272 £ 0.149 3.502 % .183x 4.612 £ 0.372xx

Spleen (9) 0.521 *= 0.084 0.543 £ 0,057 0.525 = 0.063 0.575 * L0546 0.779 £ 0,202xx
(9%) 0.238 + 0.03¢% 0.244 £ 0.031 0.236 = 0.027 0.273 = .019 0.3764 * 0.078xx

Kidneys (g) 1.669 = 0.153 1.714 = 0.114 1.784 = 0.122 1.788 %= . 138 1.841 = 0.131x
(9%) 0.763 = 0.064 0.772 £ 0.066 0.805 = 0.070 0.853 = .060x 0.897 = 0.087xx

Adrenals (mg)} 62.71 £ 4,21 64.68 * 9.65 64.29 * 5.40 57.81 % 8.92 60.77 7.38
(mgZ) 28.468 x 2.02 29.02 * 4.23 29.03 *= 3.02 27.5%9 = 4.25 29.67 = 4.43

Ovaries (mg) 89.10 % 16.26 96.91 * 11.71 ?5.59 % 8.04 84.10 = 6.73 90.48 =+ 16. 60
(mgZ) 40.58 + 6. 61 43.52 * 5.60 43,17 * 4,40 40.18 = 3.28 43.88 * 6.92

Each vatue shows mean* S.D.

Significantly different from control (x: P<0.05, =xx: P<0.01).
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Table 27 Organ weight of male rats on termination of recovery period
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 1000
Number of males 5 5
Body weight (9) 428.2 % 22.1 359.6 % 20. 4xx
Brain (g) 2.012 £ 0.049 1.964 £ 0.09¢4
(9%) 0.470 * 0.019 0.546 * 0.023xx
Thymus (9) 0.450 * 0.046 0.428 *+ 0.051
(g%) 0.1046 = 0.011 0.120 £ 0.014
Heart (9) 1.376 £ 0.127 1.222 = 0.109
(g%) 0.320 = 0.016 0.338 = 0.029
Liver (g9) 12.136 £ 0,663 10.202 + 0.700xx
(g%) 2.836 £ 0.062 2.836 £ 0.076
Spleen (9) 0.718 = 0.058 0.672 £ 0.058
(9%) 0.166 £ 0.011} 0.190 £ 0.010xx
Kidneys (9) 2.882 * 0.204 2.596 £ 0.065
(g%) 0.674 = 0.032 0.724 * 0.035¢
Adrenals (mg) 67.74 * .74 54.72 % 6.68x
(mgX) 15.84 * 1.65 15.24 =% 1.80
Testes (g9) 3.142 = 0.1682 3.300 = 0.208
(g%) 0.736 = 0.044 0.918 £ 0,062%xx
Epididymides (9) 1.090 = 0.127 1.090 + 0.096
(g%) 0.256 * 0.024 0.302 *+ 0.020x
Each value shous mean* S.D.
Significantly different from control (x: P<0.05, xx: P<0,01).
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Table 28 Organ weight of female rats on termination of recovery period
in 28-day repeat dose oral toxicity test of t-methoxynaphthatiene

Group Control i-methoxynaphthalene
{(mg/kg) .0 1000
Number of females 5 S
Body weight (g) 250.2 =* 12.2 218.2 « 16, 4xx
Brain {(g) 1.876 * 0.054 1.768 =x 0.088x
(g%) 0.752 * 0,057 0.812 £ 0.057
Thymus (9) 0.468 = 0.062 0.398 =+ 0.093
(g%) 0.186 = 0.026 0.182 = 0.040
Heart (9) 0.898 * 0.041 0.836 * 0,056
(g%) 0.360 = 0.016 0.384 * 0.024
Liver (g) 7.358 * 0.280 6.858 £ 0.430
(g%) 2.948 *  0.125 3.142 *  0.121x
Spleen (g) 0.538 * 0.03¢ 0.540 * 0.077
(g%) 0:214 £  0.024 0.246 = 0.030
Kidneys (g) 1.856 * 0.052 1.704 = 0.1364x
(g%) 0.744 * 0.037 0.780 = 0.017
Adrenals {mg) 66.5 % 6.69 64.38 * 4,17
(mg%) 26.62 2.87 29.60 % 2.664
Ovaries (mg) 96.44 =* .09 77.04 15, 43x
(mg%) 38.54 2.92 35.10 4,67

Each value shous mean¥x S$.0.
Significantly different from control (x: P¢0.05, =xx: P<¢0.0)).
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Table 29

in 28-day repeat dose oral toxicity test of l-methoxynaphthalene

Histopathological finding of male rats on termination of administration period

Group Control 1-methoxynaphthalene
(mg/kg) 0 30 100 300 1000
Number of males 10 10 10 10 10
Grade -+ + # # - + + H# i - £+ 4+ 4 # — x + H# it - x + # #
Spleen
Congestion 10 0 0 0 0 10 0 0 0 0 10 0 0 0 O {§ 6 0 0 0 0 0 10 0 0 =
Hemosiderin deposition 10 0 0 0 O 10 0 0 0 ¢ 10 0 0 0 0O 1 9 0 0 0 % 0 0 10 0 0 #%
Liver
Vacuolar degeneration of 0 10 0 0 0 5 5 0 0 O 8 2 0 0 0 %% 9 1 0 0 0 %% 5 8 0 0 0
hepatocytes
Hemosiderin deposition 10 0 0 0 O© g 1 0 0 ¢ 10 0 0 0 0 4 6 0 0 0 +# 0 10 0 0 0
Kidney
Hyaline droplet degeneration 10 ¢ 0 0 0 g 1 0 0 O 6 4 0 0 O 6 4 0 0 O 5 5 ¢ 0 0 %
Pyelectasia 1 0 0 0 0 16 0 0 0 0 g 1 0 0 O 10 0 0 0 0 9 1 0 0 0
Cyst 10 0 0 0 O 100 0 0 0 0 10 0 0 0 O 10 0 ¢ 0 0 9 1 0 0 0
Basophilic change of urinary 0 0 0 0 O 0 0 0 0 0 10 0o 0 0 O 10 0 0 0 O g 0 1 0 0
tubules
Dilatation of urinary tubules| 10 0 0 0 O 100 0 0 0 10 0 0 0 0 10 0 0 0 0 9 0 1 0 0
Heart NE NE NE
Granuloma g 1 0 0 0 6 ¢ 0 0 0
Testis NE NE NE NE
Atrophy of seminiferous -1 - - -
tubules
Epididymis NE NE NE NE
Absence of spermatozoa - -1 - =~
in ducts

Grade of histopathological finding; —: No abnormality detected, +: Slight, +: Mild, 1: Moderate, #: Marked.

No remarkable changes were recognized in adrenal and bone marrow of control group and l-methoxynaphthalene 1000 mg/kg group, in stomach from male no. 302
of I-methoxynaphthalene 300 mg/kg group.

NE: Not examined.

Significantly different from control (¥: P<0.05, #:P<0.01).
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Table 30 Histopathological finding of female rats on termination of administration period
in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 30 100 300 1600
Number of females 10 10 10 10 10
Grade - 4+ + H# # - + + 4 {it - + + # i - £+ + # # - + + H# #
Spleen »
Congestion 100 0 0 0 O 10 0 0 0 0O 10 0 0 0 O 10 0 0 0 O 0 0 10 0 0 %%
Hemosiderin deposition 10 0 0 0 O 10 0 0 0 0 2 8 0 0 0O 0 2 8 0 0 =*% 0 0 10 0 0 #x
Liver
Vacuolar degeneration of 4§ 6 0 0 O 5 &5 0 0 0 4 6 0 0 0 T % 0 0 0 10 0 0 0 0 %
hepatocytes
Hemosiderin deposition 10 0 0 0 O 0 0 0 0 0 8 2 0 0 0 3 7T 0 0 0 #% 2 8 0 0 0 #x
Kidney
Calcium deposition 0 0 0 0 0 10 0 0 0 0 g 1 0 0 o0 10 0 0 0 o0 16 0 0 0 0
Grade of histopathological finding; —: No abnormality detected, +: Slight, +: Mild, H: Moderate, #t: Marked.

No remarkable changes were recognized in heart, adrenal and bone marrow of control group and l-methoxynaphthalene 1000 mg/kg group, in stomach from female
no. 451 of 1-methoxynaphthalene 1000 mg/kg group.
Significantly different from control (¥: P<0.05, #%¥:P<0.01).
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Table 31 Histopathological finding of male rats on termination of recovery period
in 28-day repeat dose oral toxicity test of l-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 1000
Number of males 5 5
Grade - £+ + # # -+ + # #
Spleen

Hemosiderin deposition 5 0 0 0 0 0 5 0 0 0 #*x
Liver )

Vacuolar degeneration of hepatocytes 2 38 0 0 0 5 0 0 0 O

Grade of histopathological finding; —: No abnormality detected, +: Slight, +: Mild, +: Moderate, #t: Marked.
No remarkable changes were recognized in kidney.
Significantly different from control (k#:P<0.01).
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Table 32 Histopathological finding of female rats on termination of recovery period
in 28-day repeat dose oral toxicity test of l-methoxynaphthalene

Group Control 1-methoxynaphthalene
(mg/kg) 0 1000
Number of females 5 5
Grade - £+ + H# - 4+ 4+ H# #
Spleen
Hemosiderin deposition 5 0 0 0 0 0 0 5 0 0 *x
Liver
Vacuolar degeneration of hepatocytes 4§ 1 0 0 0 5 0 0 0 0
Hemosiderin deposition 5 0 0 0 0 1 4 0 0 0 *
Grade of histopathological finding; —: No abnormality detected, +: Slight, +: Mild, #: Moderate, #: Marked.

No remarkable changes were recognized in kidney.
Significantly different from control (k: P<0.05, #%:P<0.0{).
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Fig. 1 Body weight of male rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene
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Fig. 2 Body weight of female rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene
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Food consumption of male rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene
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Food consumption of female rats in 28-day repeat dose oral toxicity test of 1-methoxynaphthalene
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Water consumption of male rats in 28-day repeat dose oral toxicity test of l-methoxynaphthalene
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