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FE— L OFOFHEIZONVT, Ty bOREREEGEER L OEREFEAEFEII OV
TR TR ESh, @EYIhTnd

AEH, FE—NOEMEMEICOVT, SDR[Crj:CD(SDICSIMES » M4 1 HE3ILL
LTHAW, BEHELETRNARER LR D EEMICEER RS T 5B RIEC
LV BE L7,

25w/ 1 L LT 300mg/kg G LR, ELIEBONENT, AT v
72 L LT, BHE 300mg/keg #RE LR, HUEREOLONRP-, £IT, A
w7 3 TIIAELY BT 2000meg/kg 25 L), FRLEIRO LR, A
F v 4L LT, BE2000mg/kg 85 LIRER, BEITRD NIRRT,

300mg/kg CiE, —RREEDOELITRD LT, RERIEFAREME R Lz, BE
B TEEORIRIZE VT, NHHESEORIRMEMIIRD bhah -7,

2000mg/kg TiX, BIEBIOET, HE, SHITRE, HEE X OERKIFESE
BERIZAD O, BROFHEZ2H LY, TEHOERBICRNBAROENIR
Db, HE, 8528 B Tl 300mg/kg & b~ TTEDRMAERD HALIZA,
B2 15 HIZ13 300mg/kg DEE & FZICEE Lz, FIRTilE, AEHEREE ORIRK
TALIERBO b d o7,

DEOFERLY, FE-A0OTy NEORSIZBT 5 OBSEEIX 5000mg/ke
LHEE S, LR E R S3HE (GHS) Tk 7 2 ) —s W S,
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B B
FE— I DNT, Ty hOROKRSIZRBITHEMEEEZHLNCT D,

Mk L Ok
1. #HBRWHE
Fx— (CAS No. 89-83-8) I, AKIZEEEE, =& ) — L —F )Lix EOEKIE
BB AEREMEDH TH D, RERITI,

g DRI ZEAL, B
L THREERET (2~6°C) ITRE - B Lz, AHEBRWE ORI, Appendix 112737,
RBRICER L-BRYEL, REEKTRICOWML, RBRARPLETH 1l &%
TR L7z (Appendix 2) . 70#TiL, ER{EMTEHRASHICEFEL TERB L,

2. BREHB L UREESRE

SD % ([Crj:CD(SD)IGS]® SPF M7 v F & HAF ¥ —A R « Y-t EXK
B Y — (WENREARTTER795) LA (9B8E® 16 L, HFFREOME
EHFHX 200~250g) L, 5 HEMBRESRICAMLIE, £OMICERKEED LUK
EREIZ L 2REEZITRY, BERENREFCTHDIZLEHER L, HBRITIL, 1
BOBYEE L L, AT v T4 FTCERNTEDL LI, KESHOTREID
EVWbONG 12 ILERATER L, BTIE, AT 7 1 ORERTHOFEID
HESL BLERSHEEIC I 0 ITRY, 12105% 4 BITIR Y 0 -, S o@EEEs1
X, 7y BIWTr—T~DOERILORFT L7 U VBB T v FOHEEO—E
EYRETDHETITRo T, BOTREORYEKE (KEDOFEHE) X, A7y71T
241(234~251)g, AT v 7 2 T 239(235~246)g, AT v 7 3 T 240(234~249)¢,
AT w74 T 244(234~262)g, E-BEHTIE, AT v 71 T 216(210~228) g,
AT w7 2T 214(206~220)g, AT v 7 3 T 215(210~222)g BL VAT v 74 T
228 (219~240) g T -7z,

B, BMERIRR L OREZOBEHM L b, R 2223C, BE 55+10%,
BREEI0EMUE /B (F—AT7 by vax7—FR) , B 12KEB (&Rl
TEEEUAT, FRTERELT) WBRESNEAYT VAT LAEME (B5E) T, R
T L ARG — 2 (260WX 380D X 180Hmm) (2, 3IEFOWRALTHEELRE, #
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B (BRI RMR X by 27, BABETEKRKXSH, Lot No. 041158-2) LK
Bk (LB lum OB — Y v D7 4 )V F —CIRR%ERINRBE L7 R EAKEK)
X, BHICERE S, KIS B EEKERE v,

2k, BORTHET, BWROEE 22.2~22.7C, WX 54~56%0DF5H
TR (Appendix 3) LU, F7zfkHs X OBBIK OIERHE O oHTHE (Appendices
485) 13X, YUFRFINEDEEBEU T THDH I ENHERBENT, #->T, 8O
FEHEEZE LT, RBREEOEEEICEEERIET L EDN D REERN ORI
o lob® L s,

3. HERAER LU E 5L

¥ 5 FARIX, OBCD DRBRIEN A KT A 1 423 (RMEFHMESRIE) DOBIFR (Appendix
9 BH) IZH-T, 5, 50, 300 &H BV I 2000mg/kg DEIERE L, BRIEIZL VS
2T v F DR AR L S, MIEOBILENSHEE T& 2 £ TR,
FNENAT v F3ETIX1 BEIRT, ATy 42T v 7305 B#iICkE%L
Tleotz, AYEOBREICETIEBEFFERE LT, Fy FPERAVIRERDERS
EM - ATERAFEHRBRO OO ERERR T A& 300mg/kg DR~ 17
B, M~D 7~0 AEOKRET, ELRIED LTV E OHME V3H Y, Bk
DEFEELT 300mg/kg LA B EHEE S NT=728, AT 71 O H &L 300mg/kg & L7z,
BEFHER, T Y UoTRERAY, BMOERNICEERE L, ok, B
M3/ AT v T, BRERTEOF% 5 OHRE% 3 FEH S CTREEL, SBKD
HEEEICERS T, BEE, FAE (X7 v 71 T10:23~10:24, A7 v 72
T 9:37~90:38, RF w7 3 Tl 9:48~9:50, AT v 7 4 TiL 9:46~9:47) ILEH
L7,

4. B 5 OFRR

AEBRWEIL, KR THDLD, WA FAEL e —RKER] (AFNEN
72— 100cp : FOYEMiZRBERE 4L (7 v & DWNA466) , RFEHRIK @ HRBER
B (2 y MBS 181496) 1B L TREIK E LTz (300mg/ke B :3w/vh,
2000mg/kg BE:20w/v%) ., BEWOFHEIIBREEEIIT -7, BREREL, KHE
lkg %720 10mL & L, FEEOREREIFEEMOFEL VAR L,

-3 Study No. 04-203




5. BIEFH

BEYBIIRESL 14 BB L, —RRECBRBIVCEEOHRIL, B8 1 A
(BhHB) IKBWTH, #5% 1 BEETIREEL T, Zo%idsihkb% 2, 4
BLOeREICEE L, BE2 BIIFH, FHOE 1R, 853 A UBREFHT
1 BT o, RERE, B 1 (BREERD , 4, 8BLVN15 BICHIELE, H
i3, B8 15 AOBEKTRICE—FNVERC LV REESE, AMBELAR

ENCEE LT,

6. BEEDHER I OLEYEERESHE

OECD DERBRIEN A BS54 423 (BMEFMHERE) OFIF (Appendix 9 ZR) Z
HoT, BRT v T TOREED OHEOBRIBELEE L, (LEWERLRENED
5 & 3£ & 4 5 1 [Globally Harmonized Classification System for Chemical
Substances and Mixtures (GHS) 1iZf€- T, BHENKRLIANIT TV —1 1 bHmbEH
W T ) —5 DWW oEE L,
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wOR
1. T2 (Table 1)

A7 w7 1 & LT 300mg/kg #E LR, BERBDORENoTZ, RO
b, A7 w7 2 L UTHE 300mg/kg 2RE LR, BEERBDLNRDP>T-, KR
17, A7 w7 3L LT2000mg/kg #E LR, ETERERDONRPT, £
T, AT v 74 & UTHE 2000mg/kg 25 Lk 24, ETIIEBD bhvah o7,
ZOZENG, BEOMXE, FEHEGRE 5 (GHS) I281 5 2000~5000mg/ke
DFFARTHT TV -5 I HEI N, BMhOBIEEIL 5000mg/kg &HEE STz,

2. —HXIRHE (Table 2, Appendix 6)
300mg/kg IZB W T, BEMMY, —RIREBOZEIIFRD LhRhoT,
2000mg/kg BWTiE, HIBEBOET, BB\, BHITRE, B L ORIER
BERERICREOONE BEAOBE2 B TIL, BREBDRTHERLIFL H oD,
FOMOFERITHE R LIz, LnLands, n&FEOENIBEI RET, THER
DEABRVEITEHE S HE TR LT,

3. {AEHR (Table 3, Appendix 7)

300mg/kg IZB W T, IEFARBEHEMZ R LK,

2000mg/kg TiX, B2 4 BB L UEE 8 B OEEN 300mg/kg DEEZE TE DM
Wdhot-, #4215 HTiE, 300mg/kg DIAE L FRZIZEE LTk,

4. ¥ (Table 4, Appendix 8)

A TRORM TIX, 300mg/kg 38 L 7182000mg/kg & b, NEFERE OHIR
BIELIZER O Lo T,
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EZ &

FE—/NEMET v MZ, AT w71 & LT 300mg/kg ZHEREFEAORE LNET
REBD O, A7 w7 2 & LTHEE 300ng/ke 5 L7122, BLIERED LR
Mof, TIZT, AT v 7 3L LT200mg/kg 5 Lz 24, HTIEIRDLN
o tn, AT v/ 4L LT 2000mg/kg G LIEFBRETITRD Lo T,

300mg/kg Ti¥, —MREBOZEIIRD b, FEIIEFAREMER L,

2000mg/kg Ti¥, BFREHOKT, HHE\, HITERE, SRl L OEXER3P R
ERIBEOONTE, ThbLOERFERE 2 BICHEEHEEL, £0%IT, TEHD
ENBWEARFEFEOBEASRED biv, KEIL, B 8 A E TH 300mg/ke &
AT TE A EFSFRD ST 83, BlE2 156 B IZiL 300mg/kg DEE L RFIZEE LT,

BB TiL, 300mg/kg 35K T 2000mg/kg & b, PIEREERRE DAIRFIELITRO b1
ol

LEOHRIZED, FE-AOT7y MEOESIIBTI2MAOBREERD
5000mg/kg & FEE S, (LFEWHEGRESFE (GHS) TiEA 7 =Y —b ST,
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3 HR
1) WEfR, FE—ADT vy hERWARERORSENE - ATEREBEHER
B, bW S BRERY, 4, 121-131, 1996.
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Table 1 Mortality of female rats treated with thymol in the single dose oral toxicity test
Step Dose  Number of Number of animals that died Mortality Category  LDsgg
(mg/kg) animals 8~15(days) (GHS)  (mg/kg)
treated ~0.5 ~1 ~2 ~4 ~6 ~24 (hrs)

1 300 3 0 0 0 0 0 0 0°/3°
2 300 3 0 0 © 0 0 0 0/3 5 5000
3 2000 3 0 0 0 0 0 0 0/3
4 2000 3 0 0 0 0 0 0 0/3

: Number of animals that died; b : Number of animals treated
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Table 2 Clinical signs of female rats treated with thymol in the single dose oral toxicity test

Step Dose Signs 1 2 3 4 5 6 7 8 9~15(days)
(mg/ke) Grade ~0.5 ~1 ~2 ~4 ~6fhrs)

1 300 Number of animals examined 3 3 3 3 3 3 3 3 3 3 3 3 3
Signs 0 0 0 0 0 0 0 0 0 0] 0 0 0

2 300 Number of animals examined 3 3 3 3 3 3 3 3 3 3 3 3 3
Signs 0 0 0 0 0 0 0 0 0 0 0 0 0

3 2000 Number of animals examined 3 3 3 3 3 3 3 3 3 3 3 3 3
Decreased locomotor activity 1 0 1 1 1 2 2 0 0 0 0 0 0 0

2 2 2 2 2 0 0 0 0 0 0 0 0 0

Prone position 1 2 2 2 0 0 0 0 0 0 0 0 0 0

Abnormal gait 1 1 1 1 1 1 0 0 0 0 0 0 0 0

2 2 2 2 2 2 0 0 0 0 0 0 0 0

Hypotonia 1 2 2 2 2 0 0 0 0 0 0 0 0 0

Deep respiration 1 0 2 2 2 0 0 0 0 0 0 0 0 0

Soiled perineal region 1 0 0 0 0 0 2 2 2 2 1 1 1 0

Perioral smudge 1 0 0 0 0 0 3 2 0 0 0 0 0 0

4 2000 Number of animals examined 3 3 3 3 3 3 3 3 3 3 3 3 3
Decreased locomotor activity 1 1 2 3 3 1 0 0 0 0 0 0 0 0

2 1 1 0 0 0 0 0 0 0 0 0 0 0

Prone position 1 1 2 0 0 0 0 0 0 0 0 0 0 0

Abnormal gait 1 2 3 3 1 1 0 0 0 0 0 0 0 0

Hypotonia 1 1 2 3 0 0 0 0 0 0 0 0 0 )]

Deep respiration 1 0 1 0 0 0 0 0 0 0 0 0 0 0

Grade, 1 : Slight; 2 : Moderate
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Table 3 Body weights of female rats treated with thymol in the single dose oral toxicity test

Step Dose Number of Body weight (g)
(mg/kg) animals treated 1 4 8 15 (days)
1 300 3 216 %= 10 (3) 246 *+ 12 (3) 254 + 10 (3) 269 * 13 (3)
2 300 3 214 =7 (3) 247 + 16 (3) 261 + 22 (3) 268 = 10 (3)
3 2000 3 215 =6 (3) 216 + 13 (3) 232 + 5 (3) 252 + 11 (3)
4 2000 3 228 + 11 (3) 234 9 (3) 249 =9 (3) 266 £ 19 (3)

Values represent mean body weight & S.D. (number of animals examined)



Table 4 Incidence of necropsy findings of female rats treated with thymol in the single dose cral toxicity test

Step Dose Findings Grade Fate
{mg/kg) Terminal kill  Found dead

1 300 Number of animals examined 3 0
No abnormalities detected 3

2 300 Number of animals examined 3 0
No abnormalities detected 3

3 2000  Number of animals examined 3 0
o No abnormalities detected 3

B 4 2000  Number of animals examined 3 0
No abnormalities detected 3

Grade, 1 : Slight

£02-F0 ON 4Apn3g
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