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C

F 7k FO77 Y73 - LOBEMREEORSEERRE, Fv PRV,
0, 40, 150%0r600mg/ke/day THEM L7, BB EBMEZNENSELL, 68
AEY, A BEIRSHIRR TEICER U, 2B 0 RUB00me/keBF D14 H fHEIHHEEE &
L7
600mg/kgBET, M ASERUE, UV THRERE T ROERES, I oiliic
B HOET, EEEORDOROEERMOME, HIC3kS L EOADHEERED
BUbHEED St 150ng/keBETIE, MICHRER LENTED S, RBRETE,
600mg/kgBE THEICPHDIE T AR SN, MIEFERE TR, 600mg/keBE THEREIZ SR
mikMmeER FHRMIROGREE, BMEREEIIMEOREDIEtC 7o o »
EUERIOIEE, & OITHICIIBIRARIMEKE, M BIMBEREEORDIRED o,
MR LFRTTIE, 600mg/keBf CHEMEICALD, #y Xy, TAT Iy, BEYILE
VERUANY I L, S SITHICILDE, MU U RS A RROGF FY T LADWTNLE
AT REBZOIAED SN, 150ng/keBE T3, ISR Y v /37 ORDIRD
Shtc, BEERERTIE, 600mg/ kel THEHE IR, iIC TRAOKRM RN ERICL
LD, BTt ERORD, HTERANEROEMARY S, 150ng/kg
BT, IS TESETERORDMHRS Shic, WEMEBFERETIE, 600ng/keft T
MEME I IR DZERE, IR O BSEINME T2 & 5 AR REERE R OBRIR SE I NS R
DX L REAIRIESE,  150mg/keBE THEIZ BRI O B AN N HE B 0¥ _E R HRREIERBEAER
WO, EHROBFESRY A 7 UBETIE, 600ng/kgBETRIL M) MRS T A5 T
D HERDOBDIED ST,

EEEICEWTIE, 280 ORGHIR RSO I S HER TRROBRER UMATRED
ShABDH D, HBROZ(IIHET ZHEMICSH Y, BTFICIA T %7 Vi
R0 AR S gD L7cdd, £ ofioZbidbigEs v deigdmZmxR L.

DEDWERMNS, FRSERFO7LT7YLTAI-LDTy F~O2BHHEREROE
ik R EEE BR EE ERRORBICHT 28I ILRF R U
REAVFERIETH > 72, BMLBRIL, HEE H40ng/kg/day LiEmI Nl

-1- Study No. 01-287




3 LI

F RSk Fa7A7 YT a—LE, ER, T8E, BFrUHR, U Y OFREIE,
BlgerEH, #BH, Ve Fovs Uk, AREESPEEFEHFCHL SN TH AL
2R B . AMEOBIEICOWT, T v MEOREIZEHIF BLD:0(03 1.6-3. 28/ks
T, BRI U TRIEEAE S 5P JEAMSNT WA, Ty FADI0H R
W5z & o e SR TR, BRICHT AEEEENED o TH A, Mk
B, PRI, FORMmRMGFES PRmBRmeRBEE, /IME, MmEEE,
Wy oy, rnT ) v RUHIL YT LOBENBDSNTWEY , £/, AYEOE
ABBRTHET P PO 7T 0EEE LT, 7 ANOREREORGIZ LD FREME
HRBEHSNY, w7 RBWIET v MANORERARBEARBRICHBNTE, BIFDIEX,
BB oD SRR A R O s e B R 7B v 0 L5, EIMBkEuERD, EEIRFRE ) 23R
BHONTWD, X510, FEERRICEVWTIE, <7 A THARIRE, EORERDE
BRI, T v N TEMIEE EORAROEMER” BB LTV 5,
A#EZ, OF CDOBEEMELLMESBRIEDO—RE LTEMLT,

H ©
FRSE RO TYLTIILI—ILET Y MI2SAREORS L, AMEORIERS
FHic oW TR L1,

MR Uk
1. #BYE
F RSk RFa7)L7 9 7Ia—)b (CAS No.97-99-4) 13, #F& 102.13 OK, 7
b BB EEORET, REBRIZIE
SRt nioy MRS (GEE 99.5%) %, BHEHr (4°C) T
FRLUTHRE L, AL AVWCHBME SR TRICHI L, SRBETLET
Ho7e I ERER LI, AMEORBHEL Appendix 1 1SR T, AEBRME RKITET
PN EN S, BERITEEEK GkREERSat, ov FES 181376 =M
W, FREDOHRSARERZBEOKERICHER L, FAYLBERIT, | HOMEH
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BIEI/NMYG L, AT CHE @0 EET T, BRLUTRE L/, RSBET
OWEBRWEIL, BIE (4°C) &BTT, DhCELTHERBEETH S I LRI N
t2d> (Appendix 2) , EEEOMFERMR A% TAME Lice £/, #EISHEL
FARSHRICOWTHRL, FREOBRETHEINTWA I & ZHE L7 (Appendix 3) o

2. BMROMAESRM (Appendices 4~6)

4 B DSDFRCri:CDSD)IGS] SPF T v b4, HAF v — IR« U —HAsHt E
KRR (A EEARFTHIR 795) » oA (EER200 L, 37 HE, #id
8 HRERBEREICHEI Y, ZOMITREZITY, REVIEETRERRKEO BRI
MERER35VL A, 5B TARERICHE U, RGBS OELAE (KE@H) & # 167
(157~181)g, I 149(141~161)g TH -7,

Zv ME, BE 22£3°C, BE 55‘:':10%, mEIoELl L/ i Gr—IL7 Ly v
2T 7 —HR) . K28 (8T TR~FR TH) ISRELINNY T - v AT L
BE E5%) T EERBICRT 2 L AEEHr — 0 (260Wx 380D X 180Hmm) 1ZINEA
L, ChAiZF U LVAESBOS Yy 7 BB L THA L. 8 (BEARETLERAR
t, EREESAMRZ by 7, oy MES 020765, 021072) RUEREK (FLE L und
1= MYy VT 4 VY — TEBRERIMREN U OREAGERD 13, ENENGEGRY
BEHAKEE IC & D BEICERS G/, BofEEE, v 7 ROy — O~OEHE
ALOMFIHEITH S FHEIT K 01T 5 7o

nE, BYosFEMEE LT BMEORET 22.4~22.8°C, BEIZ 47~62%D
FEPECHERE U GRUE - BEOHIERE  Appendix 4 , E/ERPOBERYE D3
5 (Appendix 5) RUBEIKOKEREDHESR (Appendix 6) 3, VTN bAFRHRN
BE L HBHBAOETH - 720 Lichi-T, BoEEHRLE LT, ABRED
EHEMICEEERIET EEZ SN ARBEROZLR, -7 b LHlrs s,

3. B5BORE ABRBEOEBEE RS AE
BEEIT, BEBRBSTERABOERBICESWTEE L. THbLL, v h~AOBEE

OB BRI, 2000mg/kgll ETdHh -7z, 50, 100, 200, 500K TF1000me/kg/
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dayTO 14 A BIREEORESC X 15 EREARICE VT, 50ng/keBE T, HWRMH
OWEIZ X ZELIIRH SNIEH -7 100ng/kgBETiE, BREFHDTUENED LN/
H, M1 ILDADELTH 720 200mg/keFF T3, EIREBOTUENHEIZERD 5N
by, HEHEICI/MEEL, HECFRDH, PHERMERMEREE, 7IL7 I v RURS /37
Mo SRR BRI e F g, BER O T #EOHE R AN EEDO VLTI HEMENZED 5
hiz, 500mg/keBETIR, HEHEIC AFREBTUEROMET, BERE Kol IVMREL 3
FRMBKMEES, EHRMROGHREE, HIFK METLVTIY, 87087,
LDH, #EYIVE Y RUAIL Y T LAOEMELCIC y (TPOEE EBOHR, HICIIE
), FEIEMOMEIER, MEALPOEELCICREFERRC 7 LT Fo o O5iE b
iw7/a boy B UERHOEE Y T LA, BRROTEEORS R HNEED WS
NHE@EHRD SNz, 1000ng/kgBETIE, 500mg/keFETRD SNAEALITIA T, #
2o by E B R ONEChEO S B N b U  L, BIROHS RO ER
DVTNLIEE HICUER MEREOEELNITERES o KT SAF Vi
BRUC MY 73514 ROSELIRD SN,

PEOERNS, ARBIcH T 25813, B8AMORIERGICX OBEICHEELE
DIFRHT B & FRIS N A600ng/kg/day e RSHE, EUEENRELLVWEFAHINS
10mg/kg/day ZHEHEELE L, N S5OMIC40R U 150mg/ke/dayDEt 4 HEZHRE L7

HEBEOME, OFREE (T, SR . ORRYED10ng/ke/dayix 58
(10mg/kgBF) , @IE 40mg/kg/day¥2 58 (40mg/kedf) , @FE) 150mg/kg/dayfe5R¥
(150mg/kg®E) . ©IF 600mg/kg/dayiR 58 (600ng/ke®H) DLHEE L, 1BITOEHE
M5 5 VLM R Ui, E7c, MBEBEERU600ng/kegBicDW\WTIE, HEKTRIAEME
DEERBRZIT D 7w, B | BEHER 5 ILh SR A EEREZR T 7o, SEANDOEHOD
20 (FiF i3, BSHBETHORIEFEICE-SWTERNL L%, EEARMEEEH VT
111w, SBEOBESHIE—LT LI Lo

R hkE, BRERELEE L kg4 bné L, 7o EEY U TREELE
BfEEHWT, HEBYED0. 2w/v% (10mg/kg®¥) , 0.8w/v% (40mg/kegFE) , 3.0w/v%
(150mg/kg®E) , B\ Z12. 0w/ve% (600mg/kgf) W&z, LHI1E (AM 9:07~11:
14) , 28EBEICh > TREOHRS Lo, SBUORERER, FLHOAEREICED
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WCEH L, BN, Bl s UTRWICREAEEDKE, BRICERS Lo

4. BERVRE

BEMME BSHE0BAMERUEER CIES Sz z ki BiEMEO 148/ E
L, ROBERUREEERL 7

1) —RRREERE

HH, BMDETE, A8, TR OWTEE L, BRI, BREEREART &R
Hi% 5 HPIBIC RIS 5 BREB LER G S#% | ~ 2 WKfiZ - 7 &9 5 BRESHE
THr@H ozl Ehd, BEEENS 2EHOMRUS HED 2EERELT.

2) FETSEEAREREE

BI1E (F5 7, 14, ARUBEIECICEHEFTRI SICEIE T RVO4E) . FE&D
E—E% (13850553 ~1485204) 12, 8% — V0 0RO I BRRGr - VAD
T IBA T 74 — LN (3T0WxX560D < 40Hm) TEE L, RBD oSN ELEFTA
TR L1, REKROITHOREFEET 500, IHSHBATHICOEE L7, BER
HREOFESE, Appendix 7 1R, i, BRRITIA L FTITHI 70, ZR2BEES
b TEY BRES 2T, BRELNOEVECHNESERR LT — VO
AEBEBESOARR LIZHALICIROER, BEEZREESIRCEECIT 7.

3) REGIHERE

BEBARVEIEIAEICBWTE, FHESIERBEICNA T, BERIS (EXEy b
TEL Y — VR FICHT 2ENOPrever ) , MERE EREICELZEDTIE
BOERENRED . BERIS ERICENBEORIE) . B (BMCin/igs
DEAORED , BERIG (BIRSEE 2y MTHAKREBEORE, REFOMIL |
LS (R S &Il A WIgIck LcioBsfloKE) . REIEHBRG &ED
RBEZEE vty N TRAKBSOBEHORE) . IRERDET (R ICENE L 7284 OiRER
DORIE) RUIERRE (HLTEMEEAMLIC LBEOIEREBICH EBRE) %2
~ (13010 ~168%1143) , A OSNARIGEFTS (Appendix 8) Tiddk L7
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4) ZEARNE, 1ENRUBREHEE

e 48 (%5238) RUEHE 28 (EE13A) cBWT, FROfR ER%] (B
SEEN R (31300853~ 15853043, EHIBAMIER: (B /131485200~ 1683023) 12, FHitl
BARNE (ERLICEZEZED, 0mDBFHINSELE Lo BIOEEZRE) , fiRO®
DR (5 v b« v ZBEHAELESE, MK-380R/FR, ZEIHHASH) LECE
FEHE (HRHEMEBATEESE, SUPERMEX, =ZETEMHANEH, HERENOXHETRO
60 BBBEIRZAE) ZRIE L7

5) BEMUEESENE

(REIR, %51 H GS5MBEOHREER) ., 3AKVZORIGE2E (3EWIE4H
A4 LCIREBFRAIICHIEL, RSIRPROEEHBPOFERENEZREL L7, &
R, B 10 GRS 3, 10, 17, 24RUEHE 3, 108, #HIEEE2, 9, 16
28RUMEHE2, 9R) , ¥AFToURMEEHEBRELAE (FY-3000, —— -7 K
- T4 Ui

6) FRig#&

526 AR UEIER TR E SIICEHE12H 1T, AR U CHitR e HEmL, Ao
gt oTpl, #l, 7 %7, B by EULEVREYOEY) ) - U DE
RS GRERGE : w71 271 v 7 R, SA 1) - KAL) 2iT-7

T Mk

FRIMiE, #5HEACREHEKR T OB R — 7 URFEE T TR L TRERE ) S
T-7 BMIATHOFHRSELOBREL, KOAEFZ /1, BEILMKEILIHEL,
TO—E EDTA-2K TR IR L, £IHE BENMBkETEERE (B-4000, FREEME
FHRASH) kb, Rk RBC BRIEHREAR) . mMEFEE W, >V VYL
MEEF MY T L-~NESOELE) , NT Uy ME HL SV IBRHAR
RIMMBKAR MOV, EE , FHRMmEkmEsiE MCH HEME , FERmskimms
BE (MCHC, LI LETEME) . OimBkik (WBC, |ERIBEHTRHA) ROIvIMRE (Plat.,
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BLERREAR) %, £BHERLER L TRRARINKE. (Ret., Brilliant
cresyl bluerBEARDER) ROBEMEKE DR (May-GiensapBEAZHERL, HE
HFF (Baso.) , IFEETR (Bosin.) , IFPER (Neutro.) DRI (Stab.) RUpHITE
(Seg.) , V> s<Bk (Lymph.) , BEEK (Mono.) ZH¥H] %2HEIE L7, 51T, —#fF
3.8% 7 U b YU U AR TR L TMIEES, MRGEEERERE (KC-104 K
TANLIHE) kb, Yooy U] (PT, Quick —BE) RUTEMALESS bo
VET S 2F VISR APTT, 15 U UBREMALE) ZRE L

8) ML A

BREN L - i D—8B S MEESBE L, ALEAEHITERE (JCA-BM8RZ U F 51
¥ -, GAEFHRSH) kb, By %7 (TP, Ea-Lby bR, LTIV
(Alb., BCG 7£) . A/G W (A/G, FTEME , Mk [Glu., BEFEE (Gluk" -G-6-PDHY
-W %) 1, #aLvzxF7o—)b [T-Cho., BEFRH: (CES® -CODY -POD¥ %) 1, hUY
Je54 K [1.G, B%&E (LPLY -GK” -GP0® -POD> %) 1, ME UL E Y (T-Bil.,
T, REZEE BN, LT -¥-WE , ZLT7F= (Crea., Jaffei®) ,
GOT (JSCC” ), GPT (JSCC® i) , ALP (JSCC¥ &), y-GTP (8sCC'™
#), LDH (SFBC'Vik) , Ao h (Ca, OCPCHEE) RUMEEREY » [P, BERE
(PNP'® -X0D'* -POD® ) 1 %, F/-EMHEBEESHTEE (NAKL-132, REEKRIE
BRLH) kb U IA Na, fAVEER , AYTL K 14 ERE) K
UHEFR (G, 1A B ZHIE LT,

Dorpatt-¥, 2 a-2-6-UUEERE K ZEES, P VAFO-NIATI-E, Y aVATO-NAEVA -4,

SRR 7 £ 7 RSN E v DTS ARRIRY AL 3030 5 2 AL IR A U RS LIV v B a8

O HABERILES, 'O anIrETEREREES, 1 T BEREES,

IRV UVE V% 25 v YR DR SR 0 0 £ 70 B2 4

9) Bk UOSEERAE
FE O SHARIE O X EERRE TR B O RISk W ORIMER U, &, BIOHEES

ERURNEHESRECNBIICBE L, /o, K TEGE BRIER KRR Ok FE
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R, B BIE, XOCETIME BRLA HTIEIR FEEIRE GENEE
BF FIMER AT200, # b5 -4 L, BREOKEZ b LISHEER (EXUER) %=
B L, B B R BEEAROIIRR, L ELTHEL.

10) FREEAR A E R A

ROBSEARINL, 10%hi) CEEfRL <) ViR ER, BREKRTT VIRT
AIEE) TREL, RELI.
B CRIN, /N, BEE) . TEE B PR (EENMEESD) OB
B (SRR, MOER, EER) . LB [EROW (BERETEARRE , WK
FFig, Bk e 2% 8§ S RB NG [F2EE =6 [BiE
(g, 1 e ad) 1, KB (8B #8B. BB . Bt A
GEBZONE) | BIAESS BRE LG X EFE) , SEME U
PSE (SRR Y o, IRRIIRY voNED , Bt (KB

R R, BB R U600mg/keBhic oW TId EEEDaE, 10, 405 T150mg/
kgBEAE OO [EEEEIC DWW TR, 600mg/keBE THEBMB O SIC X 2E(LOZD S/ i
HEOKER, HEOMREER ORI OO BEORIBHEEBLICOWT, FBiEIRE
S TG T4 VU EERIL, AN hE UL s A VREARL THEBE L, FHER
IZOWTIIPASREBER BRI L, BFHEERY 7 (X7 —V -1, V, VIRUXID
DR 1D bITR T, F2, WBWERET 2700, MARBEEOHD 2 LOBEREIZ
PASBEBR 21778 - 72,

5. WEatERHT

BohfcEERVEEICOVWT, BBRYERSEROORBE L OROREE (&
BRES BLUT) %, ROBETRE L, T8b5, /724 )y rF—5 GEHEN
fw #N, BEREHE E FENNE BEE MRFRCMERELFERET -5,
ZEER) 3 Bartlett OBREEIT - 720 TORER, DB —RRBGR—TiE
DABAFETY, BEEZRDIIGE DunnettEdkBWE Scheffeik (B TERARND
RISBIFE) ICLD, MBEEOHBBIEZT > 7o DN —RTEVESRU/ V3
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SA MYy F—y (AMRESR, RRET -5 13 Kruskal-WallisOIRMRE %
TV, Z0EREBEEERDIISE DunnettBai i3 Scheffe® (FFRTEARMDERD
BIBE) ODREET-7T0 #TTYHILF — 5 (—HHREBORE, FMISEREE &
YRETHSAERE, B R OVREESFREIC KT AREFORBE) 1Z3 FisherdER
FERIEAE R\ o, 7KL, EHEBROBRSHBRTRO/XTA M v/ F - BFREE
T, 7 DEBRSEN—BRIBEE Studentd t EE, —BRTRRWEEIE Aspinn-
Welchd t BEZRIT-120 /7854 M) w 7 F~ 7123, Mann-Whitney® URTEZEH

W e
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R
1. —#%iK#E (Tables 1, 2, Appendices 9, 10D

PYEHICE W, BRR5% 5 ~405 ORICRE S B REETES150ng/kgBE D
O 5 PErf 5 VLl 02 600mg/ kgBED & 10PE D 4 LR OHED 9 IEIERD 641, oD
FHELIF VTN LB ENTEREENRO SN, Fo, BREFHTENHER L
%, HEWTEERS W UPEEOBREHE TR OB REDHE T PO—RHIRREZN
600mg/kgBEDMEESFICERD SN, HEEHE TR, HRSMEREAMRIRSREA
6 E THED LN, 4~6 BEMIZBWTIE, 5% 2~ JEFELIPAICEIEL 72,

EEHRIC B W TR, —BIKEEORILIIERD SN - 7,

T3, HERUEIEHREZ®E U TERD SNEn -7,

2. FEMIISEEIREHEX (Tables 3~8, Appendices 11~16)

BEPRE RO EEMEToBRICENT, SEREEBITEEGTERLERD ok
2720

¥, BRESHBHOEEICBVT, 600ng/keBtDHEDORERDOIFEORRKLVEHY)
A -T2 T4 = FICBEWE ZOPROEEICEELBDARED ol NI,
HE S BRSO X BBE O 1 D S ORI CHER DA i DFFIC HA TR AR &
722 EIREB DT, HEREROMBEIDE SRERDFERE OFEHR K UHERO[]
HELRDL, SEMEICEERD N7,

3. BB EIMEERRE (Tables 9~12, Appendices 17~20)
BREES R OOESBTOoREICHVT, FBREEOICEEREIZED SN

272,

4. EHIFEMIE ENRCAREER (Tables 13~16, Appendices 21~24)
BEHMTOREICH VT, 600mg/keBf THOERIENICHEERBDONRD 507,

AHFEEERCHREHRITT, BELAELREBD oNLEN 70
EHEHRFORIFEICH VTR, EHEEE BHIRCESESHEL IS, FELEL
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BERD LN -1,

5. {&& (Figures 1, 2, Tables 17, 18, Appendices 25, 26)

PrHERRIC BT, 600ng/keBEDIED AT 1AL FEID, #5 3 HLROWRER
QSRR ERNBICERENRD 5N, HBHOFRELDERKGORAL &
BICHEAT BHEANCSH - oo 150mg/keBEDHEDAFE b3 BEL TR - THR I 2 RIS
b, RHEEHESOKERCERSHETOFARERRNIRICEEZRED o NN -7,
/e, BV TE, AEICTTAEBIEDSNEN -7,

EHEEAEIC BT, 600mg/keBfDHEOREICHEEZ IR S b0, HIREE & #i¥T
LTHER L7,

6. fEEEE (Tables 19, 20, Appendices 27, 28)

HEHRICH VT, 600ng/keBE O OEER L, KEHMEZE U TEREREEEZRL
teo FEEOMHTIE, %5 1 Bicod, FELEENIZD SN/, 150ng/keB T3, O
EEEMY SR ZE U TEEERICH - 72, BEEEFRD SNEh- 70

EHEMARTIC B WT, 600me/keBEOMEMEDIBEER IS, MRELHNTHFEZERD oM

t:{f)\ s f:o

7. IR#&E (Tables 21~24, Appendices 29~32)
BEMRPOBREICEWT, 600ng/kef CHEDIRHDBEEZETHNRD LN, E£/0F

BEERD SN - bOD, FEFOHEICENT HEROMEMHED S,
EHEEARIPOREICEWT, SRERBICHFELELBRD N -7,

8. MFFME (Tables 25~28, Appendices 33~36, &F&7 —# : Appendices 53
54)

RS HARHE TR BREYICHB T, 600ng/ kel THENE ISRk BRE, Tk

IMBKEREE, BOMEEROIMEORRLREDENIC o o v e U RHOAEE

IR, & oIEICMBRBEEOR/ AN OMRFONREOFTELRED, #icmtR
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BEOHEISREDIAD oNTs

Bl IR TEBRBYICEW T, RSHIRIE T REREY TR S NI R LIEERD
¥ ¢RACALECY fs

754, [OHELIRGK THBREY T, RS YIRK TREREN TR o N7 - 7okl
BRER DA B EIOMEREICERY S 41, HERE O FIIR MERE R K U 7R BRI &5 &l
IO FRIMIKIMARBE VTN O EBUEMEER L. &/, BICEEERS
bo RS T ESHOFEIEGREERD 617,

0. [t L¥Me (Tables 20~32, Appendices 37~40, Fs7 — % : Appendices
53, 54)

Hr S AR T M B EIIC B\ C, 600mg/keBECHEMEICALD, BBY X, TIT S
v, BEYILVE Y ROANY T L, SOIHECELIE, MY 7Y S A KRGS YD
LOWTN G EELFEDIEONICRREBROFESEM, I IILDHO B HEILED o
Nico 150mg/keBE TR, HEICR S /3 OFBREWIBRD ONI, B, TILT IV
RO AOFELBDE40ng/kg BFOMIC HiBH SNfA, 150ng/ kgBEDIED T
VT I VRUOHL Y LMZEREIRED SN T, &z, TNoDELLACDS

BEODH BIHEMRD SNc)Y, ZBLICHEMERMEEEED ol -7,

[EERARI TEFBRREIC BV T, SEHER TRERSMIC B W TED o NI
b5 5, WEHED AL o7 LHNCHEOR S 3 RURRERICHEEENERS HOO,
ZOMOZELREE L, Frps vy RURZREZROE(IC bEIEMRINZED 5117,
ik, EEHRKTHERSM TR, S5 THERIMCEWTEEERRRYD S
NN - 7c b ODEMEMICH - 7clfD T Y L2 X7 5 —BITHEEMRY o,

10. #I# (Tables 33, 34, Appendices 41~44)

LHK TEBREMCEWT, flRo/NEEA600ne/ kel THED 5 ILR UMED 4
PLicER s, EHEMIRR TIREZRSYIcE W T, RRO/NULIGHED 2 IEo A
R SNIED, BECEREO/NUEN I ILICED o i, 58, HicknwTid, Wi
oS & IEBIHRIC, FERKENERINICED o1,
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11. 23EHEE (Tables 35~38, Appendices 45~b52)

RS THEREYIC BT, 600mg/ keBF THERE IS MR K OIS T Sfk D it K
UHESERICHE LFERBOAED O, £/, 600mg/ ket T I BRAENE
BOFEHM, 150ng/kgBED#E T3 T EEMEDEROFESHDNED Sl

1535, 600mg/keBEDHEDRAAE ITHBEEOME & bNTHI9%D78 <, BN, g O
B TEA, AR BERCBRLAOCEWERIEFARLGEMEERLY, HEMERIC
FEBEZERDONEN -1,

CHERARHE TRBREYICH VT, OO R N ERDEDICHEEZNE
3500, BEHRKRTHREREY & ENTEOBRERBRET ERICH T, F2,
HEORHAE TR & TR0 % D, g, BiE M Bl BRRUER
FRRENEROAOEER &M B OBNMUTERIECGEROADHELSESL
L7, oI, HTRPIREOERNRFHEMERDHRELEHENRD SN,

12. REMERFRA (Tables 39, 40, Appendices 41~44, Photos 1~9)

HREHFR TRERIYICBWT, BRYBEOREICERY 220, MIEDMRIRIE
QDRI TR RIZRD S i,

MaBR T3, 600mg/keBrDMEIEDL2HIT, RERUBERRD Y v/ BRAVERR L 3D,
BERLERNAD SN,

BT, WREO2F|OREHICHEELH/AEMNRED onf, —5F, 600mg/ke
HOWAEIMBIL2FANEETH D, FEBOERIRD SN, £, BHEO—BICH
KR TP LS 2 P D BEEISSOIEDS,  150mg/kgBE CHED 1 PLR 0600mg/ kg BE THED 3
UL o T>F g B i

BT, B LERMIaDBEEA150mg/keBED 2 PEX U600ng/keRED 5 FLITFEM S,
EFRY A 7 VREICE D EIL M ) il 2 Ao LREEE LR, X
7=YI-M, VERXINCEWT, BT (round) DENEDERICHD, 27
- VI-MEMXITHEERENZD SN,

[EHEEARI TIRBAEY T3, D MIRR R OO BB O Z LI B EHEERIAEED &
e LLED S, WMBOW EEMIOBEOBRE SBINT 2EEICH D, BFER
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YA T VBREBETRAT - VT -IDROV T/ 3F T VR R O FHIfE (round) @
hEROFELEDIED S,

i, HRBRYEOERS L BBEBREEIONABEE LT, FMOBIKESVEILE,
SFROBUNAZEE R GBS, BRo%ER, FEEERMERKRE Y o Bkidi,
BB ERnE, WIROBMANRES S, WREFIC LR oh, HEBRMERE
HORHEPOE(OBREICEERD oW idh - o ofakililan, SEECEERD S
119, 600mg/keFEDMED 1 PLICFRD Safedy, TOEIRT v MCEARREIZ LIZL
TROONIRETHS &S, HRMBEOHRS & IMBRGSHA LI N/, %
o, HIETHBMEORS & ZEBRICED SN FEOFERKEDH TR, FEK
DILFENERBD LT,
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E N

F RS ERE7A7YLTILa- LORERSEEEZ®RET LD, FAPEZI v b
W28 HRIEN®RS LT,

MERORERE UT, 150mg/kel Ttz AREBHTTA, 600ng/keB¥ T I BHE
B O Z hicks < BREBE T ROBEASEI RS 51t 600ng/kehE D T2
B ONIRKENORD G, o PREEEEEIC T B LEE LR EELS
nNo,

BTSRRI, BERSHERERVEREHRAEICEVTE, FRYEORS
Ik BRI ONIE o T,

MR T, 600ng/keBE CHEICMERBE, Mo RMRMBRER T
R BRI 2 75 788 B 3 O B IMBRER R O IV MR B D I D203 380 Stz BrEEE IR 13
ZFBED SN -2 bDD, HETERBOBAEMEREIC & 5 IREEHEDZHE R AR
MR AR ISR OB DHERD Sh, HERYME OEMBEEI 3 2 MIGIREEG RE S
Nic. Tz, METIVMEEORDICIMA TS o boy EVEHOZE HEREDH N, M
BRI BB LR ST

s, BIROREMASENELE LT, FREHOEMIINAT, BEOWROREN
150K T'600ng/keBEDHEICED STz, ZOE LR, AMED T v MIB T B
- BAESERRY TREHICRD SN TED, EIUFFEOELTRAEWERbN S,
ZORBEHEEICOVTIAETH %,

Mg AL FERA TId, 600mg/ kg THEMEICALD, #5 /X7, TILT Iy, BEUL
B, By T L, SOIHITLE, MY 7Y LT NRGF YT LORDORD S
N, Ky 280 O F150ng/kgBEOHEIC HERD b N, BY VX7 BT T LD
W, SIS EROZATYALT LI -LDTy hADI0H BRERSIC L SHEEMH
HEURRY KBV THRH SN TED, By vy DR EEET T ILT I LV OFED
LEHT, FhIERO7LTY LTIV Ik 2HEENEELEEZ SN S, ALP,
LDH RURRE N LE Y OEGEDHEDO O TH D, BHEFNERIZ/DNIWV LD L A
St PUZVERTA FRUF MY T LORBDOEET — 510k 2 IEHEH (Appen-
dix 53 &) OETH -7,
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ks, TILT I VRO T LOEEIZIOng/ ke BEOHEIC HBD ShfA, 150mg/
keBEDOMTIZ N SOIEEICEERE(LRRY NG, FhAl vy LIEREH, 7
VT3 v bRERER (Appendix 54 BH) DETHYS /37 ItBE(LEFADHOLNT
WIS Eh D, EERME RS & ITEEHSERNE R Sl s i

BB BT OWT, 150K U600mg/ ket TH_ LMD EIENZRD o1, 14
A RO E{EEE Tk LM 3 1ER T 2 A S5 - 72,

Y 7 VRE T, 600ng/keBETHIL b VMBS S 573 7 L EIE R AR
R UK FHIE (round) DEERMBZD L TWA T E0BER SN, MR IERICIZNAS
SEALARD SNIEh oo L LA S, MEAmEEHARY Tr o a7
LTV TI - LVEATHERORS LS v b efEERRY T 35» H REE&K
BLESy FOBETE, LM HEOAZELTERFLICBENENREDONTED
Bl E SUAERRSRICEEERIET IO EEZL 6N D,

Moo d 3 REIC W, 600ng/keBE CHEICHIBRER OB LR D S, REM
BEENCE, RROEESED ORI, CORBROEL BIBOERZMHE > TV
TENS, BHICKBR ML RICHE) TIREETIREL, HRYEORICNT 5E
B BB L O LHERINS,

BBt A BT OWT, 600ng/keBET, HETIIRFEZROMEM, HTIL BT
EEOENNA & D Shic, RIEMAGERE CRHERICKBYE OREIER 241t
BEDSNEN -T2 LHOLENS, GO F k1) 7 Lo 2600mg/keBEDHEICRD
Lo pHOET bERBIC T 2B LR T 2B THEAEELEL SN, T L
Ko7 7Y A7la— LB L TbBELSEELET 50 EBbhd,

MO THAERIT, 600mg/keBf TIIMSGR O HEREICHKBEL T, £7150mg/kgBE T
BHENEEORDVRRD o, FTERIORIHE ANELIIES oNEh 72 b DD,
600mg/kegFE R U 150mg/kgBE CIIBFEOEAIZE D SN TWEIWI &S, TEEERD
ZACIEBRYMBE ORI L AHE L aN D, £/, TEEAEFEOZR(LEEEY 5T
REM D& HELE LT, AMEDT v MBI AL - REFHRAR'Y T
DRI T 2 EENRD SN TV 5,

ERDZECIA T, 600mg/kel TidMEICIBEROR/D R MAERMOIH], Mk
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51 8icBiF HEHAROELNED SN

1545, 600mg/keREDHETRD Htz, g, L TEERVEIBEOHENGERDSHD
HELBEMIIOVWTIR, YEEOBORKEE (290g) ASHHEEE (3578) & HATHII
%1, FhINSOBREICKEASFNEERDOhEh -/l Eho, KEIC
T B Bk S IR RIE(L & Hikr S s, ERFOBICERYD SNIER HEDOKENE
BOERICOWTIR, BRI 5% & BE L /R BAPNIE T ORDERE
TEHRLBEZOSNDD, BEREAOREESENELCHETEROENRD o1
TWEBWIENS, FIEBICHTAHEICLEbDEEL OGNS, 351, FAEOHE
KRS SN RO EROEE CHlEEE : 1.94g, 600ng/keB¥ : 1.778) 12V T,
INER A ELELOEEEZFIC VD, 600ng/keBEDNER IR, AR
THRELAZS v FER—EBROKEROERT — ¥ © 5 LHEHAED /NS 75310gKH
DHD CH9EE : 290g) M oBH LEEME (1. 71~2.00g) OffR#EENICH D,
WERE OB 2 R EATRET 5 LTIV &Il L7,

EE AR E I EE R THORE T3, RO S 200 3% 5 HR
THOBRETAEHONLELD S B, BROZE(LIBEMT 2MMICH - /LA, [E){E
B B\ FEEEEZER LT

b, EHERTIE HSHEKTEREREY TRD O NS - FoRIMBRE D A i
RH oM, MO FEIRIMERERE R O PR BRI R B O O 7R MER M &,
ZEEIVTNOLEELR LY, RS L 2EMERICET 5 U N7 v FRE
LiEEOND, $/, ZToOMIZHEEHTRDOoNLNIELRS - 7chy, REHRE®
THERSM CRIRDONTE ST, BREMREHfrans.

PDED#HENS, S5 Fa7A7 00703 —LDF5y hAO28HBRIEROE
Hickb, BE IR EBROSEICYT 2EET MR TR R CIRELFEE
EHRDoNI, BMEERIL, HHEE H40ng/ke/day LiEmI NI,
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# : Significantly different from control at 5% level of probability

** ; Significantly different from control at 1% level of probability
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Body weight changes of male rats treated with 2-furanmethanol, tetrahydro— in the repeated dose 28-day oral toxicity study
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Fig.2 Body weight changes of female rats treated with 2-furanmethanol, tetrahydro- in the repeated dose 28-day oral toxicity study



Table 1  Incidence of clinical signs and death of male rats treated with 2-furanmethanol,tetrahydro-
in the repeated dose 28~day oral toxicity study

L8Z-T0 "ON Apnig

- Administration period _ Recovery period
Dose(mg/kg) 0 10 40 150 600 0 600
Clinical signs Grade No. of animals 10 o 5 5 10 5 5
Increase in locomotor activity - 10 b B 5 6 5 5
0 0 0 0 4 * 0 0
Decrease in locomotor activity - 10 5 5 5 0 5 h
++ 0 0 0 0 10 * 0 0
Prone position - 10 5 5 ) 0 5 5
+ 0 0 0 0 10 * 0 0
Mortality(%) 0 0 0 0 0 0 0
- : Negative
+ : Slight

++ : Moderate
* : Significantly different from control at 5% level of probabililty
*%* : Significantly different from control at 1% level of probabililty



L8%°T0 "ON 4pnig

Table 2 Incidence of clinical signs and death of female rats treated with 2-furanmethanol,tetrahydro-

in the repeated dose 28—day oral toxicity study

Administration period

Recovery period

Dose(mg/kg) 0 10 40 150 600 0 600
Clinical signs Grade No. of animals 10 5 5 5 10 5 5
Increase in locomotor activity - 10 5 5 0 1 5 5
+ 0 0 0 5 ® 9 ¥ 0 0
Decrease in locomotor activity - 10 5 5 4 0 5 5]
+ 0 0 0 1 0 . 0 0
+ 0J0 o0 o J1 Jw 0J 0 o]0
Prone position - 10 5 5 5 0 5 5
+ 0 0 0 0 10 * 0 0
Mortality(%) 0 0 0 0 0 0 0
- : Negative
+ : Slight

++ : Moderate
* : Significantly different from control at 5% level of probabililty
*% : Significantly different from control at 1% level of probabililty



Table 3

dose 28-day oral toxicity study

< Before administration period >

Incidence of detailed clinical signs using FOB(Functiona! observation batteries)
of male rats treated with 2-furanmethanol,tetrahydro— in the repeated

Dose{mg/kg) 0 10 40 150 600
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 8 5 5} 4 9
from the cage Slight difficulty 2 0 0 1 1
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5] 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth~nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 4 3 5 5 9
Temporally in handling 6 2 0 0 17
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 9 5 5 4 10
Slight decrease 1 0 0 1 0
Locomotor activity Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consciousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 10
Urination Not detected 4 4 4 4 6
! 2]6 0]4 1]5 0]4 4]10
2 or more 4 1 0 1 0*
Color:Pale yellow 6/6 1/1 1/1 1/1 4/4
Defecation Not detected 9 5 5 4 10
) 1]10 0]5 0]5 1]5 0]10
Appearance:Normal 1/1 - - /1 -

* 1 Significantly different from control at 5% level of probability

Study No. 01-287




Table 4

< Before administration period >

Incidence of detailed clinical signs using FOB(Functional observation batteries)
of female rats treated with 2-furanmethanol,tetrahydro— in the repeated
dose 28-day oral toxicity study

Dose(mg/kg) 0 10 40 150 600
[tems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 3 10
from the cage
Reactivity on handling Normal 10 5 5 3 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 3 10
Piloerection Not detected 10 5 5 5 10
Eve discharge Not detected 10 5 5 5 10
Paipebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth-nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 8 4 3 5 8
Temporally in handling 2 1 2 0 2
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 10 5 5 5] 10
Locomotor activity Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 h 10
Failure of conscicusness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 10
Urination Not detected 5 4 1 3 5
1 O:| 5 0:| 4 1:| 2 0:| 3 1:| 6
Z or more 5 1 3 2 4
Color: Pale yellow 4/5 1/1 4/4 2/2 5/5
Colorless 1/5 ~ - - -
Defecation Not detected 8 4 5 5 10
) 2]10 1]5 0]5 0]5 0]10
Appearance:Normal 2/2 1/1 - - -
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Table 5-1

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of male rats treated with 2-furanmethanol,tetrahydro— in the repeated
dose 28-day oral toxicity study

< On week 1 of administration period >

Dose(mg/kg) 0 10 40 150 600
[tems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handiing Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 h 5 5 10
Eve discharge Not detected 10 b 5 5 10
Palpebral closure Not detected 10 5] b 5 10
Exophthalmos Not detected 10 b 5] 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth-nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 7
Temporally in handling 0 0 0 0 3
Breathing Normal 10 ) 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 o 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 10 5 5 5 9
Slight decrease 0 0 0 0 1
l.ocomotor activity Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consciousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 10
Urination Not detected 10 5 4 4 9
) O:|10 0]5 1]5 1]5 0]9
2 or more 0 0 0 0 1
Color: Pale yellow - - 1/1 1/1 /1
Defecation Not detected 10 4 5 5 10
| O]10 1]5 0]5 0]5 O]10

Appearance:Normal

1/1
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Table 5-2

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of male rats treated with 2-furanmethanol,tetrahydro— in the repeated
dose 28—day oral toxicity study

< On week 2 of administration period >

Dose(mg/kg) 0 10 40 150 600
[tems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth—nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 9
Temporally in handling 0 0 0 0 i
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5] 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 3 10
Exploration Normal 10 5 3 4 10
Decrease 0 0 2 1 0
Alertness Normal 10 5 5 5 10
Locomotor activity Normal 10 5 3 3 9
Decrease 0 0 2 2 1
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consciousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 10
Urination Not detected 10 5 5 5 7
) 0]10 0]5 0]5 0]5 2]9
2 or more 0 0 0 0 1
Color: Pale yellow - -~ - - 3/3
Defecation Not detected 10 4 5 57- 10
) 0]10 0]4 0]5 O]a 0]10
2 or more 0 1 0 0 0
Appearance:Normal - 1/1 - - -
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Table 5-3

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of male rats treated with 2—furanmethanol,tetrahydro— in the repeated

dose 28-day oral toxicity study

< On week 3 of administration period >

Dose(mg/kg) 0 10 40 150 600
[tems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 ) 5 5 10
from the cage

Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eve discharge Not detected 10 5 ) 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth—nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotied fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 7

Temporally in handling 0 0 0 0 3
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 10 5 5 5 10
Locomotor activity Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consciousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 10
Urination Not detected 10 5 5 4 5

) O]10 0]5 0]5 1]5 5]10

Color:Pale yeliow - - - 1/1 5/5
Defecation Not detected 10 5 5 5 10
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Table 5-4

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of male rats treated with 2—-furanmethanol,tetrahydro— in the repeated

dose 28-day oral toxicity study

< On week 4 of administration period >

Dose(mg/kg) 0 10 40 150 600
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exaphthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth-nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 4 8
Temporally in handling 0 0 0 1 2
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 10 5 5 5 10
Locomotor activity Normal 10 5 5 5 9
Decrease 0 0 0 0 1
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consciousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 10
Urination Not detected 7 4 2 4 8
1 3]10 O]4 1:|3 1]5 O:|8
2 or more 0 1 2 0 2
Color: Pale yellow 3/3 1/1 3/3 1/1 2/2
Defecation Not detected 9 4 4 5 7
) 1]10 1]5 1]5 0]5 1]8
2 or more 0 0 0 0 2
Appearance:Normal 1/1 1/1 1/1 - 3/3
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Table 6-1

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of female rats treated with 2-furanmethanol,tetrahydro— in the repeated
dose 28-day oral toxicity study

< On week 1 of administration period >

Dose(mg/kg) 0 10 40 150 600
[tems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 b 5 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth-nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 h 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 9 5 4 5 9
Temporally in handling 1 0 1 0 1
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 10 5 5 5 10
Locomotor activity Normal 10 5 5 5 10
Walk Normal 10 H 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consciousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 ) 10
Urination Not detected 9 5 5 5 10
| O]9 0]5 0]5 0]5 O]10
Zor more 1 0 0 0 0
Color: Pale yellow 1/1 - - - -
Defecation Not detected 10 5 5 5 10
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Table 6-2

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of female rats treated with 2-furanmethanol,tetrahydro— in the repeated

dose 28-day oral toxicity study

< On week 2 of administration period >

Dose(mg/kg) 0 10 40 150 600
[tems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth—-nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur arcund anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 8
Temporally in handling 0 0 0 0 2
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convuision Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 10 5 5 5 10
Locomotor activity Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consclousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 10
Urination Not detected 9 5 5 5 8
1 0] ) O:l 5 O] 5 0:| 0 1:| Y
2 or more 1 0 0 0 1
Color: Pale yellow 1/1 - - - 2/2
Defecation Not detected 10 5 5 5 10
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Table 6-3 Incidence of detailed clinical signs using FOB(Functional observation batteries)
of female rats treated with 2—furanmethanol,tetrahydro— in the repeated

dose 28—day oral toxicity study

< On week 3 of administration period >

Dose(mg/kg) 0 10 40 150 600
ltems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth—-nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 9 5 4 3 8
Temporally in handling 1 0 1 2 2
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 10 5 5 5 10
Locomotor activity Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consciousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 10
Urination Not detected 10 5 5 5 10
Defecaticn Not detected 10 5 5 5 10
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Table 6-4

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of female rats treated with 2—furanmethanol,tetrahydro— in the repeated

dose 28—day oral toxicity study

< On week 4 of administration period >

Dose(mg/kg) 0 10 40 150 600
[tems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eve discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Smudge around mouth—-nose Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 9 5 4 4 8
Temporally in handling 1 0 1 1 2
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Alertness Normal 10 5 5 5 10
Locomotor activity Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Failure of consciousness Not detected 10 5 5 5 10
Limb tone Normal 10 5 5 5 i0
Urination Not detected 8 4 4 5 8
1 l:| J 1:l g 1] 5 O:J > 0] 8
2 or more 1 0 0 0 )
Calor:Pale yellow 2/2 1/1 1/1 - 2/2
Defecation Not detected 10 5 5 5 10
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Table 7-1

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of male rats treated with 2-furanmethanol,tetrahydro- in the repeated
dose 28-day oral toxicity study

< On week 1 of recovery period >

Dose(mg/kg) 0 600
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eve discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected b 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected 3 5 B:I 4
1 2 1
2 or more 0 1
Color:Pale yellow 2/2 2/2
Defecation Not detected 5 4
1 O] 5 0] 1
2 or more 0 1
Appearance:Normal - 1/1
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Table 7-2

Incidence of detailed clinical signs using FOB(Functional observation batteries)

of male rats treated with 2—furanmethanol,tetrahydro- in the repeated
dose 28-day oral toxicity study

< On week 2 of recovery period >

Dose(mg/kg) 0 600
[tems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces

Vocalization Not detected 4 3
Temporally in handling 1 2
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5

Urination ll\lot detected 2] 3 3:| 3
1 0
Z or more 2 2
Color:Pale yellow 3/3 2/2

Defecation ];ot detected 5] 5 4] 5
0 1
Appearance:Normal - i/1
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Table 8-1

of female rats treated with 2-furanmethanol,tetrahydro- in the repeated
dose 28—day oral toxicity study

< On week 1 of recovery period >

Incidence of detailed clinical signs using FOB(Functional observation batteries)

Dose(mg/kg) 0 600
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage

Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye discharge Not detected 5 o)
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5]
Lacrimation Not detected 5 5
Smudge around mouth—nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of conscicusness Not detected 5 5
Limb tone Normal 5 5
Urination Not detected 3] 5 3] 5

1 2 2

Color: Pale yellow 2/2 2/2
Defecation Not detected 5 5
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Table 8-2 Incidence of detailed clinical signs using FOB(Functional observation batteries)
of female rats treated with 2—furanmethanol,tetrahydro— in the repeated
dose 28-day oral toxicity study

{ On week 2 of recovery period >

Dose(mg/kg) 0 600
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eve discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Smudge around mouth-nose Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 4 5
Temporally in handling 1 0
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Alertness Normal 5 5
Locomotor activity Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Failure of consciousness Not detected 5 5
Limb tone Normal 5 5
Urination [Ilot detected 4] 5 4:| 4
1 0
2 or more 0 1
Color:Pale vellow 1/1 1/1
Defecation Not detected 5 5
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Table 9

On week 4 of administration period

Incidence of responses in the sensory/reflex function test of male rats treated with
2-furanmethanol,tetrahydro- in the repeated dose 28-day oral toxicity study

Dose(mg/kg) 0 10 40 150 600
[tems No. of animals examined 10 5 5 5 10
Hearing reaction Normal 10 5 5 5 10
Eye sight reaction Normal 10 5] 5 5 10
Sense of touch reaction Normal 10 5 5 5 10
Pain reaction Normal 10 5 5 5 10
Pupil reflex Normal 10 5 5 5 10
Pinna reflex Normal 10 5 5 5 10
Ipsilateral flexor reflex Normal 10 5 5 5 10
Eyelid reflex Normal 10 5 5 5 10
Righting reflex Normal 10 5 5 5 10
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Table 10 Incidence of responses in the sensory/reflex function test of female rats treated with
2-furanmethanol,tetrahydro- in the repeated dose 28-day oral toxicity study

On week 4 of administration period

Dose(mg/kg) 0 10 40 150 600
Items No. of animals examined 10 5 5 5 10
Hearing reaction Normal 10 5 5 5 10
Eye sight reaction Normal 10 5 5 5 10
Sense of touch reaction Normal 10 5 5 5 10
Pain reaction Normal 10 5 5 5 10
Pupil reflex Normal 10 5 5 5 10
Pinna reflex Normal 10 5 5 5 10
Ipsilateral flexor reflex Normal 10 5 5 5 10
Eyelid reflex Normal 10 5 5 5 10
Righting reflex Normal 10 5 5 5 10
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Table 11 Incidence of responses in the sensory/reflex function test of male rats treated with
2-furanmethanol,tetrahydro- in the repeated dose 28-day oral toxicity study

On week 2 of recovery period

Dose(mg/kg) 0 600
[tems No. of animals examined 5 )
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Pinna reflex Normal 5 5
Ipsilateral flexor reflex Normal 5 5
Eyelid reflex Normal 5 5
Righting reflex Normal 5 )
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Table 12 Incidence of responses in the sensory/reflex function test of female rats treated with
2-furanmethanol, tetrahydro— in the repeated dose 28-day oral toxicity study

On week 2 of recovery period

Dose(mg/kg) 0 600

[tems No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 3

Slightly slow 0 2
Pupil reflex Normal 5 5
Pinna reflex Normal 5 5
Ipsilateral flexor reflex Normal 5 )
Evelid reflex Normal 5 5
Righting reflex Normal 5 5
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Table 13 Mean value of landing foot splay, grip strength and motor activity of male rats treated
with 2-furanmethanol,tetrahydro— in the repeated dose 28-day oral toxicity study

On week 4 of administration period

Dose No. of [Landing foot Grip strength(g) Motor activity
(mg/kg) animals splay (cm) Forelimb  Hindlimb (Counts/0~60_,,)

0 10 8.3 670 235 11491
x 2.3 * 141 + 61 + 3793
10 5 8.8 744 270 11600
+ 14 + 142 + 60 = 1989
40 5 7.7 621 296 9427
+= 1.9 + 132 + 102 = 2332
150 5 9.7 532 138 13066
= 3.5 + 117 = 50 + 2925
600 10 8.7 554 126 * 12451
= 1.5 + 114 = 54 + 2976

L8G-10 "ON Apnig

Each value is expressed as mean+S.D.
% : Significantly different from control at 5% level of probability



Table 14 Mean value of landing foot splay, grip strength and motor activity of female rats treated
with 2-furanmethanol, tetrahydro— in the repeated dose 28-day oral toxicity study

On week 4 of administration period

Dose No. of Landing foot Grip strength{g) Motor activity
(mg/kg) animals splay (cm) Forelimb  Hindlimb (Counts/0~60 ;)

0 10 51 451 241 12863
+ 1.1 + 107 + 93 + 2122
. 10 5 5.5 447 239 12810
e + 1.7 + 91 + 109 + 1167
40 5 4.4 438 124 12782
+ 0.7 + 158 +* 17 + 2910
150 5 4.9 454 170 13399
+ 1.1 + 122 + 71 + 5001
600 10 5.2 342 150 13142
+ 0.9 + 133 + 88 + 2540

Each value is expressed as mean=®S.D.
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Table 15 Mean value of landing foot splay, grip strength and motor activity of male rats treated
with 2—-furanmethanol,tetrahydro—- in the repeated dose 28-day oral toxicity study

On week 2 of recovery period

_gz_

Dose No. of Landing foot Grip strength (g) Motor activity
(mg/kg) animals splay (cm) Forelimb  Hindlimb (Counts/0~60,,, )
0 5 9.2 686 405 11064
+ 2.9 += 271 + 54 + 2351
600 5 7.5 548 339 12098
+= 2.0 + 149 += 85 + 3876

L83-10 "ON Apnig

Each value is expressed as mean=®S.D.
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Table 16 Mean value of landing foot splay, grip strength and motor activity of female rats treated
with 2-furanmethanol, tetrahydro— in the repeated dose 28-day oral toxicity study

On week 2 of recovery period

Dose No. of Landing foot Grip strength(g) Motor activity
(mg/kg) animals splay (cm) Forelimb  Hindlimb (Counts/0~60 ;)
0 5 6.4 541 301 13376
+ 2.8 + 266 £ 73 + 3307
600 5 6.4 428 228 11772
+ 24 += 117 £ 43 + 2986

Each value is expressed as mean=+S.D.



Table 17 Body weights of male rats treated with 2-furanmethanol, tetrahydro— in the repeated dose 28-day oral toxicity study

{g)

Dose Day Gain (Day of recovery period) Gain
(mg/kg) 1 3 7 10 14 17 21 24 28 1~28  28(0) 31(3) 35(7)  38(10)  42(14) 28~42
0 168 187 226 255 291 319 351 374 394 226 393 407 429 441 460 67

* 7 £ 9 =+ 12 + 13 + 15 * 37 £ 20 £ 21 £ 23 £ 20 15 £ 14 £ 15 * 17 £ 14 =+ 6

10 10 (10) (10) (10) (10) (10) (10) (10) (10) {5 {5 (%) (5) ) ()

10 168 190 226 255 250 314 346 372 388 220
* 6 +x 9 =+ 11 £ 13 £ 15 =*x 15 =+ 22 =+ 25 =+ 32 == 28

B G 5) ®) 5) ®) (5) ®) (5) 5)

40 168 188 225 255 292 320 358 382 402 233
+ 7 * 9 *+ 13 £ 20 * 24 £ 28 =+ 35 =+ 38 £ 41 =*= 34

GG (5) ®) ®) ®) ®) ®) ®) (5)

-Lz_

150 166 183 219 246 278 303 331 348 362 196
£ 5 + 5 £ 7 4+ 8 + 9 * J1 *£ 11 * 13 £ 19 L 16
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
600 166 178*  203™ 226™ 253* 274 297 312* 322% 156 321" 339%™ 357" 367 389° 68
£ 6 * 7 £ § *+ 13 £ 17 £ 20 + 23 + 24 £ 26 + 21 +£27 =+ 25 £ 33 =+ 38 + 4 + 18

a0 ao (10} (10) (10) (10) (10) (10) (10) (10 (5) (%) (5) (5) (3 (5)

Bach value is expressed as mean=*3S5.D.

(n) : No. of animals

* : Significantly different from control at 5% level of probability
*% ; Significantly different from control at 1% level of probability

L8%-10 "ON Apmag
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Table 18  Body weights of female rats treated with 2-furanmethanol, tetrahydro— in the repeated dose 28-day oral toxicity study

3]
Dose Day Gain  (Day of recovery period) Gain
(mg/kg) 1 3 7 10 14 17 21 24 28 1~28  28(0)  31(3) 35(7)  3810)  42(14) 28~42
0 149 158 173 183 195 206 218 222 228 79 227 239 251 261 264 37

t 5 + 8 £10 £10 =+ 12 * 13 * 14 + 14 =+ 10 £ 13 £ 16 =+ 17 =+ 15 =+ 13 * 5

* *x 7 = *
(10) (10) (10) (10) (10) (10) (10) (10) (10) (10) () ®) ®) () (5) (5)

10 148 160 173 184 196 207 220 225 234 86
£ 5 + 6 + 9 £ 8 + 10 * 11 * 12 * 12 £ 13 =+ 13
&) (5) (5) &) (5) (5) ) (5) (5) ()

40 150 158 176 189 201 216 228 237 246 96
* 6 £ 7 £ 6 £ 9 £ 9 + 12 10 £ 12 =+

+ + + + + + 13 = 9
(5) (5) (5) (5) (5) (5) (5) ) (5) (5)

150 151 162 180 191 204 212 227 231 239 88
£ 4 x5 * 6 £ 9 10 * 10 £ 14 £ 16 + 15 * 12
) ) © (5) (5) &) ) () 5 &)

600 149 151 170 182 194 204 217 223 228 79 233 248 252 261 262 29
+ 5 £ 6 +* 8 + 1 £ 12 *x 14 * 13 * 18 £21 19 £25 3 =+ 33 £ 31 £33 * 9

o) (o) o) (e ) 0 o) (o @ 10  ©) ©) ©) ) ) ®)

Each value is expressed as mean3-S.D.
() : No. of animals



Table 19 Food consumption of male rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

(g/rat/day)
Dose Week (Week of recovery period)

(mg/kg) 1 2 3 4 4(0) 5(1) 6(2)

0 31 33 36 38 38 38 37

+ 2 + 3 + 3 + 4 + 3 + 4 + 4

(10) (10) (10) (10) (5) (5) (5)
10 30 32 35 36
. + 1 + 2 + 3 5
© (5) (5) (5) (5)
40 30 32 35 37
+ 3 + 4 + 6 + 5
(5) (5) (5) (5)
150 28 29 32 32
+ 2 + 2 + 1 + 3
(5) (5) (5) 5)

600 23 ** 27 ** 28 ** 28 ™* 27 ™ 37 33

+ 2 + 3 + 3 + 3 + 3 + 6 + 5

(10) (10) (10) (10) (5) 5) ®)

Each value is expressed as mean+S.D.
(n) :No. of animals
*% 1 Significantly different from control at 1% level of probability

L8Z-10 "ON Apnig
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Table 20  Food consumption of female rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

(g/rat/day)
Dose Week {Week of recovery period)
(mg/kg) 1 2 3 4 40) 5(1) 6(2)
0 22 22 24 23 23 26 25
+ 2 + 3 + 2 + 2 + 2 + 3 + 1
(10) (10) (10) (10) (5) (5) (5)
10 22 22 24 22
+ 2 + 2 + 3 4
5) (5) 6)) 5)
40 24 24 26 28
+ 2 + 3 + 3 + 4
5) (5) () (5)
150 22 22 22 22
+ 1 + 1 + 1 + 3
) 5) (5) (5)
600 19 * 19 21 22 22 30 24
+ 2 + 5 + 3 + 3 + 3 + 5 + 2
(10) (10) (10) (10) (5) 5) 5)

Each value is expressed as mean=*S.D.
(n) :No. of animals
* : Significantly different from control at 5% level of probability
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Table 21 Urinary findings of male rats treated with 2-furanmethancl, tetrahydro-
in the repeated dose 28-day oral toxicity study

< On day 26 of administration period >

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg) animals PY — + 6.0 6.5 7.0 7.5 8.0 8.5 = £+ v +++ s
0 10 10 10 4 1 b 1 5 4 10
10 5 5 5 4 1 1 2 2 5
40 o 5 5 3 2 2 3 5
150 5 5 5 1 4 2 3 5
600 10 10 10 4 1 3 2% 1 9 10
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — = +  ++ +++ R 0.1 1 2 4 8 —  F A+ e
0 10 19 10 10 10
10 5 5 5 ' 5 5
49 5 4 1 5 5 5
150 5 5 5 5 5
600 10 2 8 10 10 10

Color : PY(pale yellow)

Cloudy : —(negligible), + (cloudy)

Protein : —(negligible), =+ (15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —{(negligible), +(0.1g/dL), + (0.25g/dL), ++(0.5g/dL), +++(lg/dL)

Ketone body : — (negligible), =+ (5mg/dL), + (15mg/dL). ++(40mg/dL), +++(80mg/dL)
Occult blood : — (negligible), +(trace), +{slight)., ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —<{negligible), + (slight), ++(moderate), +++(marked)

*¥x . Significantly different from control at 1% level of probability



Table 22 Urinary findings of female rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

< (n day 26 of administration period >

Dose No. of Color Cloudy pH Protein Glucose
(mg/kg) animals PY — + 6.0 6.5 7.0 7.5 8.0 85 e A S S S — 4 4
0 10 10 10 2 2 4 2 4 4 2 10
10 5 5 5 1 1 1 2 1 2 2 5
40 ) 5 5 l 3 | 1 2 2 5
150 5 5 5 | 3 1 5 5
o 600 10 10 10 5 1 3 1 1 9 10
[g™]
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — +  + 4+ +++ —  *  + 4 0.1 1 2 4 8§ — 4+ 4+t
0 10 10 9 1 10 10
10 5 5 5 5 5
40 5 5 5 5 5
150 5 5 5 5 5
n 600 10 73 10 10 10
£
2; Color : PY(pale yellow)
) Cloudy : —{megligible), + (cloudy)
= Protein @ —(negligible), = (15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300me/dL)
Lo Glucose : —(negligible), =(0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(lg/dL)
s Ketone body : — (negligible), = (5mg/dL). + (15mg/dL), ++(40mg/dL), +++(80mg/dL)

Occult blood @ — (negligible), =*(trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL
Bilirubin : —{negligible), + (slight), ++(moderate), +++(marked)



Table 23 Urinary findings of male rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study
< On day 12 of recovery period >
Dose No. of Color Cloudy pH Protein Glucose
(ng/kg) animals PY - + 6.0 6.5 7.0 7.5 8.0 8.5 —TE ¥ et — &£ ¥ AT
0 5 5 5 1 | 3 4 | 5
600 5 5 5 2 | 2 2 3 5
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin

(mg/kg) animals — £ +  ++ +++ e N ¢ e 01 1 2 4 8 T F vt ot
0 5 2 3 5 5 5
& 600 5 4 5 5 5
Color : PY(pale yellow)
Cloudy : — (negligible), + (cloudy)
Protein : —(negligible), =+ (15~30mg/dL), + (30mg/dL), ++{100mg/dL), +++(300mg/dL)
Glucose : —(negligible), =+ (0.1g/dL), + (0.25g/dL), ++(0.5g/dL), +++(1g/dL)

Ketone body : — (negligible), + (5mg/dL), + (15mg/dL), ++(40mg/dL), +++(80mg/dL)
Occult blood : — (negligible), = (trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : —(negligible), + (slight), ++(moderate), +++(marked)

L83-10 'ON Apmig
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Table 24 Urinary findings of female rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

< On day 12 of recovery period >

Dose No. of Color Cloudy pH Protein Glucose
(ng/kg) animals PY — + 6.0 65 7.0 7.5 80 85 — & F 4+ +++ = T w4t
0 5 5 5 4 i 4 1 5
600 5 5 5 i 1 2 1 2 3 )
Dose No. of Ketone body Occult blood Urobilinogen Bilirubin
animals — * 4+ ++ 4+ R 0.1 1 9 4 8 =¥ 4+ 4+
0 5 5 4 1 5 5
600 5 5 5 5 5

Color : PY(pale yellow)

Cloudy : —(negligible), + (cloudy)

Protein : —(negligible), =+ (15~30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —(negligible), =(0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(lg/dL)

Ketone body : — (negligible), = (5mg/dL), - (15mg/dL), ++(40mg/dL), +++(80mg/dL)
Occult blood : — (negligible), =+ (trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL

Bilirubin : — (negligible), +(slight), ++{(moderate), +++{marked)



Table 25 Hematologicai findings of male rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study
< End of administration period >
Dose No. of RBC Iib Ht MCY MCH MCHC Ret. PT APTT
(mg/kg) animals (104/ L) (g/dL) %) (fL) (pg) % (%a) (sec) (sec)
0 5 840 16.3 48.2 58 19.4 33.8 a7 12. 9 19.0
+31 + 0.6 + 2.1 + 2 + 0.5 + 0.3 + 6 += 0.5 + 1.9
10 5 806 16.0 47. 1 58 19.8 33.9 42 12.8 18.5
+42 + 0.9 + 2.5 + 1 + 0.6 + 0.4 + 5 + 0.2 += 2.7
40 5 814 15.7 47 4 58 19.4 33.2 41 12.7 18.3
+34 + 0.5 = 0.7 + 2 = 0.4 4+ 0.7 + 3 + 0.3 += 1.1
150 5 824 15.9 48.0 58 19.3 33.1 30 13.2 19.6
& +18 + 8.5 + 1.6 + 1 + 0.4 4+ 0.5 + 5 + 0.6 + 1.8
@3]
' 600 5 829 15.2 46.9 57 18.3 32. 3%x 21 %% 13.9 19.0
+35 + 0.3 + 0.7 + 2 + 0.8 + 0.5 + B += 0.1 + 2.9
Differential leukocyte counts (%)
Dose No. of ¥BC Neutro. Piat
(mg/kg) animals (102/uL) Baso. Fosin. Stab. Seg Lymph. Mono. Other 104/ L)
0 5 63 0 2 0 12 85 1 0 152
+15 + 0 + 1 = 0 * 5 + 8 + 1 + 0 + 6
10 5 63 0 0 0 13 85 1 0 151
+11 + 0 £ 9 + 0 + 5 + 5 + £ 0 +12
;UB 40 5 61 0 | 0 11 88 0 0 159
2 +16 + 0 + 1 + 0 + 3 + 2 + 0 + 0 +18
z 150 5 54 0 i 0 9 89 ! 0 134
- 412 + 0 + 1 + 0 + 4 + 4 = 2 + 0 +15
& 600 5 37% 0 0 0 7 93 0 0 8Tk
+ 9 + 0 + 1 + 0 + 3 + 4 + 1 + 0 +12
Each value 1s expressed as mean=®S.D.
x . Significantly different from control at 5% level of probability

*% | Significantly different from control

at

1% level of probability



Table 26

Hematological findings of female rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

< End of administration period >

Dose  No. of RBC b fit HCY WCH HCIIC Ret. PT APTT

(mg/kg) animals (10%/ L) (g/dL) %) (fL) (pg) %) (%o) (sec) (sec)

0 5 823 15.7 46.5 57 19.1 33.8 26 13.3 17.6

+90 + 0.4 + 0.3 + ] + 0.3 + 0.7 + 3 + 0.6 + 0.9

10 5 803 15.8 45.7 57 19.7 34.5 26 13.2 16.6

+59 + 0.6 + 1.5 + 9 + 1.2 + 0.8 + 4 + 0.3 + 1.1

40 5 816 15. 4 46.6 57 18.8 32.9 21 13.8 16. 4

+49 + 0.7 + 2.2 + 1 + 0.5 + 0.7 + 5 + 0.6 + 1.0

150 5 833 15.8 46.7 56 18.9 33.7 23 13.6 18. 1

. +29 + 0.3 + 1.5 + 0 + 0.4 + 0.6 + 9 + 0.2 + 2.5

(2]
' 600 5 815 14, 6xx 45.7 56 18. 0% 32. 1%% 22 14. 6xx 18. 1
+37 + 0.4 + 2.5 + ] + 0.5 + 0.8 & 8 + 0.6 + 0.3
Differential leukocyte counts (%)

Dose No. of WBC Neutro. Plat.

(mg/kg) animals (10%/uL) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/ L)

0 5 50 0 1 0 14 85 1 0 141

+19 + 0 + 1 + 0 + 4 + 5 + 0 + 0 +22

10 5 52 0 ! 0 11 87 | 0 153

+15 + 0 + 1 + 0 47 + 7 + o] + 0 +14

= 40 5 50 0 0 0 9 90 1 0 145
& +11 40 + 1 + 0 + 4 + 4 o + 0 + 9
z 150 5 40 0 0 0 8 91 0 0 134
o +13 + 0 + 0 + 0 + 2 + 9 + 1 + 9 +99
& 600 5 23 0 1 0 13 86 I 0 85k
+ 7 + 0 + 1 + 0 + 7 + 6 + 1 + 0 +15

Each value 1s expressed as mean=S.D.
¥ © Significantly different from control at 5% level of probability
¥ . Significantly different from control at 1% level of probability
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Table 27 Hematiological findings of male rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study
< End of recovery period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (104/ L) (g/dL) %) (fL) (pg) %) (%a) (sec) {sec)
0 5 813 15.6 45. 4 56 19.3 34.5 25 12.9 22.8
+23 + 0.7 + 1.0 + 1 + 0.8 + 1.0 + 3 + 0.3 = 1.8
600 5 876% 15.5 46.5 H3xx 17. 8% 33.4 24 12.6 19. 8xx
+53 + 0.7 + 2.1 + 1 + 0.7 + 0.5 -+ 3 + 0.2 + 0.9
Differential leukocyte counts (%)
Dose No. of ¥BC Neutro. Plat
(mg/kg) animals (102/ kL) Baso. Eosin. Stab. Seg Lymph. Mono. Other (10¢/ L)
0 5 77 0 0 14 82 3 0 147
+18 += 0 + 1 += 0 + 4 + 5 + 2 + 0 +12
600 5 56 0 1 0 13 83 3 0 143
+17 + 0 + 1 + 0 + 7 + 7 + 1 + 0 +30
Fach value 1s expressed as mean=+S.D.
¥ . Significantly different from control at 5% level of probability
*x [ Significantly different from control at 1% level of probability



Table 28 Hematological findings of female rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

< End of recovery period >

Dose No. of RBC Hb Ht MCY MCH MCHC Ret. PT APTT
(mg/kg) animals (10%/uL) (g/dL) %) (fL) (pg) ) (%) (sec) (sec)
0 5 794 15.2 44 .4 56 19.2 34.2 23 12.7 17.7
+49 + 1.1 + 2.6 + 2 = 0.6 + 0.8 + 6 + 0.5 = 0.6
600 5 876x 15.3 46. 7 53% 17. bxx 32. Ox 21 13.1 17.3
+13 + 0.6 = 1.0 += 1 + 0.7 += 0.7 + 4 + 0.4 += 1.1
Differentiai leukocyte counts (%)
Dose No. of WBC Neutro. Piat.
(ng/kg) animals (10%/ L) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 107/ L)
o 0 5 48 0 3 0 18 78 1 0 135
® +20 + 0 + 1 + 0 +10 + 9 + 0 + 0 + 8
600 5 42 0 2 0 16 81 1 0 135
+14 + + 2 + 0 + 8 + 8 + 0 += 0 +14

Each value 1s expressed as mean+S.D.
¥ . Significantly different from control at 5% level of probability
xx | Significantly different from control at 1% level of probability

L8%-10 'ON Apnig



Tabie 28 Blood biochemical findings of male rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

< End of administration period >

Dose  No. of M| GOT GPT ALP v -GTP ChE T.P. Afh. 4/G T-Cho.
{mg/kg) animals (1U/L) (/L) (1u/L) (u/L) (10/L) (1u/L) (g/dL) (g/dL) {mg/dL)
0 5 251 71 30 761 0.73 36 5.89 2.89 0.96 62
+ 85 + 5 + 4 + 170 + .11 + 8 + .12 + §.12 + 0.06 +19
10 5 421 74 30 765 0.85 49 5.74 2.84 0.98 T
+ 212 +9 + 3 + 148 + (.27 + 8 + 0.10 + 0.08 + (.06 +15
40 5 242 73 33 736 1.01 54 5.77 2.85 0.98 74
+ 4] + 6 + 3 + 115 + (.69 +24 + 0.12 = 0.15 + 0.08 +15
150 5 186 70 28 650 0.76 50 5.51%x 2.69 0.95 54
& + 38 + 7 + 2 + 103 + 0.09 +12 + 0.20 += 0.16 + 0.05 +12
]
' 600 5 134x 68 27 499% 0.75 67 5. 20%x 2.59% 0.99 63
+ 32 + 6 + 6 + 79 + (.17 +19 + 0.17 + 0.16 + (.06 + 8
Dose  No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 5 50 142 13.0 0. 36 0.34 10.2 7.6 148 5.05 106
+11 . +=13 + 1.0 + 0.0 + 0.04 + 0.3 += 0.4 + 1 + 0.15 + 1
10 5 61 155 15.6 0.40 0.32 10.0 7.8 147 5.29 107
+=11 +20 + 2.4 + 0.07 + .04 + 0.2 + 0.8 + 1 + (.33 + 1
w0 40 5 49 141 13.5 0.42% 0.34 10.1 8.0 148 5.17 107
é’ +26 +15 + 1.1 =+ 0.02 + 0.04 + 0.1 + 0.4 + 1 + (.23 + 1
et
Z 150 5 28 141 14.8 0.36 0.30 9.9 8.0 146 5.23 107
° + 8 +15 + 1.8 + 0.03 + 0.01 = 0.1 + 0.4 + 1 + 0.22 + 1
(en]
E; 600 5 26% 140 17. 0% 0.37 0.25% 9. T*x 7.8 1 45%x% 5.20 107
3 += 8 =10 += 3.1 + .03 + 0.01 + 0.2 + 0.3 + 1 + (.12 + 1

Fach value is expressed as mean=S.D.
¥ . Significantly different from control at 5% level of probability
% . Significantly different from control at 1% level of probability



Table 30 Blood biochemical findings of female rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

< End of administration period >

Tose  No. of LBH GOT GPT ALP y -GTP ChE T.P. AlD. A/G T-Cho.
(mg/kg) animals  (1U/L) (1U/L) (/L) (1u/L) (1u/1L) (/L) (g/dL) (g/dL) (mg/dL)
0 5 202 70 28 485 1.46 367 6.16 3.20 1.08 73
+74 + 7 + 4 + 97 + (.64 + 135 + (.41 + (.31 + (.08 +11
10 5 235 71 27 414 1.26 354 6. 14 3.08 1.01 85
+57 + g + 8 + 144 + 0.38 + a1 + 0.14 + (.11 + 0.08 + 8§
40 5 230 72 27 459 1.66 264 5.83 2.82x% 0.94 68
+57 + 4 + 4 + 70 + 0.39 + 66 + (.23 += (.26 + (.13 +14
150 5 178 62 20% 375 1.01 297 5.76 3.02 1.10 86
A +27 += 7 + 2 + 56 + (.22 + 61 + (.16 + (.14 + 0.05 +13
o
600 5 115 63 21 2TTxx 2.01 256 5. 30xx 2. bB*x 0.95 71
+10 + 4 + 5 + 43 + (.73 + 102 + (.23 + (0.22. + (.11 +10
Dose  No. of T.G. Giu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (mg/dL) (mg/dL, (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L)  (mEq/L)
0 5 22 139 17.4 0.45 0.23 10.1 7.1 147 5.18 108
&+ 7 +11 + 3.4 +0.05 + 0.01 + 0.3 += 0.7 + 2 + (.21 + 2
10 5 21 127 16.0 0.43 ¢.22 9.9 6.5 148 4.92 108
+= 6 +13 + 3.1 + 0.05 + 0,02 += 0.1 + 0.3 + 1 + (.16 + 2
w 40 5 16 119 13.9 0.41 0.22 9. 7« 6.8 149 4.98 110
g_’ + 5 + 8 + 0.9 + (.04 + 0.03 = 0.0 + 0.5 + 0 + .32 + 1
e
Z 150 5 21 121 16.4 0.46 0.21 9.9 7.0 147 5.06 110
2 +10 +12 + 2.0 + 0.06 + (.04 + 0.2 + 0.5 + 2 + .07 + 2
(;l\g 800 5 26 127 13.4 0.39 0. 17%x ‘ 9 Tx 7.1 146 5.07 110
-3 =10 +10 + 2.7 + 0.03 += 0.0 += 0.0 += 0.5 + 1 + (.33 + 1

Fach value is expressed as mean=S.D,
¥ | Significantly different from control at 5% level of probability
xx | Significantly different from control at 1% level of probability



Table 31 Blood biochemical findings of male rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study

< End of recovery period >

Dose No. of LDH GOT GPT ALP y —-GTP ChE T.P. Alb. A/G T-Cho
(mg/kg) animals (/L) (1u/L) (/L) (/L) (1u/L) (1U/L) (g/dL) (g/dL) (mg/dL)
0 5 221 73 36 591 0.61 48 577 2.85 0.98 61
+= 66 + 3 + 5 + 176 + .23 *15 + .23 + .24 + 0.11 + 9
600 5 296 78 38 702 0.64 49 5. 44x% 2. 068 0.97 58
+ 134 +11 + 7 + 120 += (.22 + 6 + 0.18 + 0.18 =+ (.08 +12
Dose No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 ) 89 165 13.6 0.51 0.31 9.7 7.1 145 5.05 106
A +18 +14 + 1.0 + (.07 + 0.05 + 0.1 + 0.4 + 1 + 0.20 + 2
ot
’ 600 5 66 153 15. 8% 0.48 0. 31 9. 3% 6.9 145 5.16 108
+30 + 8 + 1.1 +0.13 + (.03 + 0.2 + 0.4 + 0 + 0.17 + 2

Each value 1S expressed as mean=3.D.
¥ . Significantly different from control at 5% level of probability

L8Z-10 "ON Apmig



Table 32 Blood biochemical findings of female rats treated with 2-furanmethanol, tetrahydro-
in the repeated dose 28-day oral toxicity study
< End of recovery period >
Dose  No. of LDH GOT GPT ALP y ~GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals (10/L) (/L) (IU/L) {1U/L) (1U/L) (16/L) (g/dL) {g/dL) (mg/dL)
0 5 336 69 29 350 1.23 459 6. 42 3.43 1.15 79
+ 120 + 8 + 5 + 49 + 0.39 +84 + 0.37 + (.36 + 0.13 +14
600 5 393 81 32 515 1. 74 266%x 5.83 2.91 0.99 64
+ 151 +11 + 7 + 171 + 0.78 +43 + 0.50 + (.4] + 0.11 +12
Dose  No. of T.G. Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (mg/dL> (mg/dL (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L)  (mEg/L)
0 5 26 156 14.5 0.73 0.25 9.9 5.7 147 4.59 109
I + 6 +10 + 1.2 + 0.08 + 0.01 + 0.4 + 0.9 + 1 + .31 + 1
[\
' 600 5 32 150 17.3 0.74 0.26 9. 4x 5.4 146 5.00x% 108
+20 +22 + 3.6 +0.05 = 0.02 + 0.3 + 0.4 + 1 + 0.24 + 2

Each value 1s expressed as mean=S.D.
x | Significantly different from control at 5% level of probability
xx | Significantly different from control at 1% level of probability

L8%-10 ON Apmig



-gv.

L82-10 "ON Apnig

Table 33
in the 28-day repeat dose toxicity test

Incidence of necropsy findings of male rats treated orally with 2-furamnmethanol, tetrahydro-

End of administration period

End of recovery

period
Dose (mg/kg) 0 10 40 600 0 600
Organ : Findings Grade
Fate KT KT KT KT KR KR
No. of animals b5 5 5 5 5 5
Thymus : Small - 5 5 5 0 5 3
+ 0 0 0 5 %% 0 2
Testis : Small - 5 b o) 5 5 2
+ 0 0 0 0 0 1
+4 0 0 0 0 0 2

KT : Killed by design after 28-day administration period; KR : Killed by design after 14-day recovery period

— : Negative; + :Slight; ++ : Moderate
Significantry different from control (%% : p<0.01)



Table 34 Incidence of necropsy findings of female rats treated orally with 2-furanmethanol, tetrahydro-
in the 28-day repeat dose toxicity test

End of administration period End of recovery
period
Dose (mg/kg) 0 10 40 150 600 0 600
Organ : Findings Grade

Fate KT KT KT KT KT KR KR

No. of animals 5 5 5 5 5 5 5)

2

Thymus : Small - 5 5 5} 5 1 5 5
+ 0 0 0 0 4% 0 0

Uterus : Hydrometra - 4 5 3 4 5 5 5
+ 1 0 2 1 0 0 0

KT : Killed by design after 28-day administration period; KR : Killed by design after 14-day recovery period
— : Negative; + :Slight; +4: Moderate
Significantry different from control (% : p<0.05)

L8310 ON Apnig
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Table 35 Absolute and relative organ weights of male rats treated with 2-furanmethanol, tetrahydro—- in the repeated dose 28-day oral toxicity study

<End of administration period>

Dose No.of B.W_. Brain Liver  Kidney Spleer} Heart Thymus Thyroid Pitui. Adrenal Testis  Epidid.
(mg/kg) Animals (g (2) (& (& (@) (@ (=) (mg) (mg) (mg) (g) (2
0 5 357 1.94 10.11 2.75 0.70 1.24 0.64 25.1 12.6 58.0 3.50 0.85
Absolute +30 +0.07 +1.34 +0.25 +0.10 +0.08 +0.14 +3.0 +1.6 +9.6 +0.33 +0.05
10 5 348 1.87 10.24 2.74 0.66 1.24 0.56 26.3 11.8 59.1 3.17 0.89
+28 +0.04 +0.54 +0,27 +0.06 +0.23 +0.05 +3.3 +1.6 +10.1 +0.28 +0.11

40 3 362 1.99 10.32 2.89 0.74 1.21 0.61 26.1 11.8 56.0 3.49 0.83
+43 +0.07 +1.32 +0.31 +0.09 +0.08 +0.16 +3.9 +0.9 +6.6 +0.33 +0.08

150 5 326 1.82 8.76 2.54 0.61 1.15 0.42 25.0 10.8 52.2 3.21 0.78
16 +0.08 +0.70 +0.08 +0.05 +0.04 +0.04 +2.4 +0.8 +4.9 +0.20 +0.03

600 5 290 = 1,77 7.32 2.46 0.63 1.04 0.25 =k 224 9.1 = 41.9 2.78 0.68
+28 +0.08 +0.60 +0,28 +0.10 +0.09 +0.04 +1.0 +0.6 +4.0 +0.24 +0.06

0 5 357 0.55 2.83 0.77 0.20 0.35 0.18 7.1 3.5 16.2 0.98 0.24
Relative @ +30 +0.06 +0.18 +0.04 +0.04 +0.04 +0.03 +1.0 +0.2 *+1.5 +0.04 +0.01
10 5 348 0.54 2.95 0.79 0.19 0.35 0.16 7.6 3.4 17.1 0.91 0.26
+28 +0.03 +0.08 +0.04 +0.02 +0.05 +0.01 +0.8 +0.3 +3.8 +0.06 +0.04

40 5 362 0.56 2.85 0.80 0.21 0.34 0.17 7.2 3.3 15.5 0.97 0.23
+43 +0.07 +0.05 +0.05 +0.04 +0.03 +0.04 +0.4 +0.3 +0.6 +0.13 +0.03

150 5 326 0.56 2.68 0.78 0.19 0.36 0.13 7.7 3.3 16.0 0.99 0.24
+16 +0.05 +0.18 +0.06 4+0.02 +0.02 #0.01 +1.0 +0.3 +1.0 +0.10 +0.02

600 5 290 #k  (0.62 2.53 0.85 0.22 0.36 0.09 sk 7.8 3.1 14.5 0.97 0.24
+28 +0.07 +0.06 +0.04 +0.02 +0.03 +0.01 +0.7 +0.2 *1.5 +0.13 +0.03

Each value is expressed as mean % S.D.
@ : Relative organ weight per 100g body weight

% : Significantly different from control at 5% level of probability
##% : Significantly different from control at 1% level of probability



Table 36 Absolute and relative organ weights of female rats treated with 2-furanmethanol, tetrahydro- in the repeated dose 28-day oral toxicity study
{End of administration period>

Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Thyroid Pitui.  Adrenal Ovary Uterus

(mg/kg) Animals  (g) (&) (& (&) (e) (&) () (mg) (mg) (mg) (mg) (&)

0 5 208 1.84 5.99 1.62 0.43 0.77 0.42 20.8 13.2 63.0 34.0 0.46

Absolute +16 +0.06 +0.62 +0.21 +0.07 +0.11 +0.04 +1.6 +1.0 +12.7 +17.9 +0.19
10 5 213 1.78 6.08 1.61 0.49 0.74 0.43 19.9 13.6 59.0 80.1 0.44

+15 *0.04 +0.68 +0.12 +0.09 +0.04 +0.07 +2.4 +1.1 +7.6 +10.9 +0.10

40 5 222 1.87 6.22 1.77 0.49 0.83 0.52 23.2 14.0 65.5 81.6 0.58

+15 +0.10 +0.53 +0.23 +0.07 +0.08 +0.11 +2.2 +25 +9.8 +4.2 +0.18

150 5 219 1.78 6.21 1.74 0.46 0.79 0.42 19.4 12.1 61.5 83.8 0.51

+14 +0.05 +0.43 +0.12 +0.05 +0.05 +0.10 +2.8 +1.1 +6.4 +5.3 +0.20

600 5 201 1.77 5.89 1.75 0.38 0.79 0.25 &k 199 10.3 * 51.1 74.9 0.39

é +13 +0.07 +0.57 +0.21 *=0.03 +0.09 +0.04 +2.0 +1.1 +8.5 +17.4 +0.10
0 5 208 0.88 2.87 0.78 0.21 0.37 0.20 10.0 6.4 30.1 40.1 0.22

Relative @ +16 +0.09 +0.16 +0.08 +0.02 +0.04 +0.01 *1.3 +0.7 +5.2 +6.5 +0.08
10 5 213 0.84 2.84 0.76 0.23 0.35 0.21 9.4 6.4 21.7 37.4 0.21

+15 +0.06 +0.14 +0.04 +0.04 +0.02 +0.04 +1.5 +0.3 +3.0 +2.8 +0.05

40 5 222 0.84 2.80 0.79 0.22 0.37 0.23 10.4 6.3 29.5 36.8 0.26

+15 +0.03 +0.10 +0.05 +0.02 +0.02 +0.05 +0.5 *0.8 +4.4 2.5 +0.08

150 5 219 0.81 2.83 0.80 0.21 0.36 0.19 8.9 5.5 * 28.1 38.3 0.23

*14 +0.04 +0.11 +0.03 +0.03 +0.02 +0.06 +1.4 +0.4 +2.2 +2.4 +0.09

600 5 201 0.88 2.93 0.87 * (.19 0.39 0.12 * 9.9 5.1 & 25.6 37.3 0.20

+13 +0.06 +0.16 +0.05 +0.01 +0.03 +0.02 +1.2 +0.4 +5.2 +8.3 +0.04

L8%-10 "ON Apnig

Each value is expressed as mean * S.D.
@ : Relative organ weight per 100g body weight

* : Significantly different from control at 5% level of probability
** : Significantly different from control at 1% leve! of probability
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Table 37 Absolute and relative organ weights of male rats treated with 2-furanmethanol, tetrahydro- in the repeated dose 28-day oral toxicity study

{End of recovery period>

Dose No.of BW, Brain Liver  Kidney Spleen Heart Thymus Thyroid Pitui,  Adrenal Testis  Epidid.

(mg/kg) Animals () (@) (®) (2) (2) (2) (® (mg) (mg) (mg) (2) (2)

0 5 420 1.98 11.97 2.87 0.73 1.38 0.50 25.2 11.8 66.5 3.33 1.05

Absolute +10 +0.12 +0.58 +0.05 £0.05 +0.08 *=0.06 44,8 +1.3 +8.5 +0.12 +0.07
600 5 355 &« 1.88 9.81 #k 2,57 #k 0.63 * 1.30 0.34 257 11.2 49.8 ®k 2,47 k(0,79 ok

+39  +0.09 +1.12  *£0.15  £0.07 +0.17  %0.06 +5.2 +0.9 +2.7 +0.52 +0.09

0 5 420 0.47 2.85 0.68 0.18 0.33 0.12 6.0 2.8 15.8 0.79 0.25

Relative @ +10 *0.02 +0.10 +0.02 +0.01 +0.01 +0.01 +1.3 +0.3 *+1.8 +0.04 +0.02

600 5 355 %k (0.53 % 277 0.73 0.18 0.37 #x 0,10 * 7.2 3.2%  14.2 0.71 0.23

+39  =+0.05 +0.08 +0.07 =*=0.03 +0.01 +0.02 +1.2 +0.2 +1.2 +0.19 +0.04

Each value is expressed as mean + S.D.
@ : Relative organ weight per 100g body weight

# : Significantly different from control at 5% level of probability
* *; Significantly different from control at 1% level of probability
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Table 38  Absolute and relative organ weights of female rats treated with 2-furanmethanol, tetrahydro— in the repeated dose 28-day oral toxicity study

<End of recovery period>

Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Thyroid Pitui. Adrenal Ovary Uterus

(mg/kg) Animals  (g) (8 (&) (2 (=) () € (mg) (mg) (mg) (mg) (®

0 5 237 1.83 6.58 1.65 0.45 0.84 0.40 19.4 14.1 62.5 78.7 0.62

Absolute +15 +0.06 +0.73 +0.06 +0.05 +0.04 +0.08 +2.7 41.4 +3.9 +5.6 +0.14
600 5 240 1.79 6.56 1.72 0.50 0.89 0.42 24.7 * 12.0 57.8 86.4 0.51

+29 +0.07 +0.90 +0.13 +0.08 +0.11 +0.10 +3.0 +1.7 +2.6 +8.9 +0.08

0 5 237 0.77 2.78 0.70 0.19 0.36 0.17 8.2 6.0 26.4 33.3 0.26

Relative @ +15 +0.03 +0.24 +0.04 +0,03 +0.03 +0.03 *+1.3 +0.4 +1.8 +2.7 +0.06
600 5 240 0.75 2.73 0.72 0.21 0.37 0.18 10.3 * 5.1 24.4 36.2 0.22

+29 +0.11 +0.15 +0.07 +0.03 +0.01 +0.04 +1.1 4+0.9 +3.8 +3.4 +0.05

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight
* : Significantly different from control at 5% level of probability



Table 39 -1 Incidence of histopathological findings of male rats treated with 2-furanmethanol, tetirahydro- in the repeate
dose 28-day oral toxicity test

End of administration period End of recovery
period
Dose (mg/kg) 0 10 40 150 600 0 600
Organ : Findings Grade
Fate KT KT KT KT KT KR KR
No. of animals 5 5 5 5 5 5 5
Liver : Microgranuloma — 4 # # # 5 # #
+ 1 # # # 0 # #
Kidney : Cyst, solitary/muitiple — 3 # # # 3 # #
+ 2 # # # 2 # #
2 Basophilic tubules — 1 # # # 4 # #
+ 1 # # # 1 3 #
Hyaline droplet, proximal - 1 # # # 2 # #
tubular epithelium + 4 # # # 3 # #
Cellular infiltration, — 4 # # # 5 # #
lymphocyte, cortex + 1 # # # 0 # #
Spleen : Hematopoiesis, - 0 ) 0 ) 0 ) 0 ) 0 ) 1% 0 ) 0 )
extramedul lary + 0 W 2@ 1°) 3713 570 0/ W 2°@
+t 5 3 4 2 0 5 3
? Deposit, pigment, brown - 0 0 0 0 0 0 0
& + B 5 5 5 ) 5 5
Z
i Inflammation, capsule - 5 5 5 4 2 5 4
= + 0 0 0 1 3 0 1
b
%

- : Negative; +: Slight; ++: Moderate; # : Not examined
Significantly different from control (% :p<0.05; %% : p<{.01)
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Table 39 - 2 Incidence of histopathological findings of male rats treated with 2-furanmethanol, tetrahydro- in the repeate
dose 28-day oral toxicity test

fnd of administration period End of recovery
period
Dose (mg/kg) 0 10 40 150 600 0 600
Organ : Findings Grade
Fate KT KT KT KT KT KR KR
No. of animals 5 5 5 ) 5 5 5)
Testis : Necrosis, seminiferous — 5 5] 5] 2 1 5 0
epithelium + 0 j o 0 J o o ] 0 2 ) @ 14 ) (5) 0 ] 0 2 ] )
+ 0 0 0 0 0 7 #x 0 3 7 %%
Thymus . Atrophy - 5] 5 5 5 0 5 5]
+ 0 0 0 0 R 1 0 0
Hemorrhage - h 5] 4 s) 5) 4 5
+ 0 0 1 0 0 1 0

— : Negative; +: Slight; ++ : Moderate

Significantly different from control (¥% : p<0.01)

No abnormalities were detected in the brain, pituitary, eve ball, thyroid, parathyroid, trachea, lung, heart, stomach
intestine, adrenal, urinary bladder, epididymis, prostate, spinal cord, sciatic nerve, bone marrow and lymph node from
animals of control and 600mg/kg groups.
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Table 40 - 1 !ncidence of histopathological findings of female rats treated with 2-furanmethanol, tetrahydro-
in the repeate dose 28-day oral toxicity test

End of administration period End of recovery
period
Dose (mg/kg) 0 10 40 150 600 0 600
Organ : Findings Grade
Fate KT KT KT KT KT KR KR
No. of animals 5 5 5 5 5 ) o)
Lung : Mineralization, artery - 4 & # # 5 # #
+ 1 # # # 0 # #
Accumulation, foam cell — 5 # # & 4 # #
+ 0 # # # 1 # #
Liver : Small granuloma - 4 # # # 4 # b3
+ 1 # # i# 1 # #
Necrosis, focal - | # # # 4 b3 #
+ 1 # # # 1 # #
Kidney : Cyst, solitary — 4 # # # 3 # #
+ 1 # # # 2 # #
Spleen : Hematopoiesis, — 0 # # # 0 # ®
extramedullary + 5 # # # 5 # #
Deposit, pigment, brown - 0 # # % 0 # #
+ 5 # # # ) # #
Uterus : Dilatation, lumen — 4 # 0/2° 0/12 5 # #
+ I # 2/2 1/1 0 # #

L8%-10 "ON Apnig

— : Negative; +: Slight; 2 :Examined the animal with macroscopic abnormalities



Table 40 - 2 Incidence of histopathological findings of female rats treated with 2-franmethanol, tetrahydro- in the repea
dose 28-day oral toxicity test

End of administration period End of recovery
period
Dose (mg/kg) 0 10 40 150 600 0 600
Organ : Findings Grade
Fate KT KT KT KT KT KR KR
No. of animals 5 5 ) 5 b 5 5
Thymus . Atrophy - 5 5 5 5 0 5 5
+ 0 0 0 0 5 %% 0 0
Hemorrhage — 4 4 5 4 5 5) 5
+ 1 1 0 1 0 0 0

— :Negative; +: Slight
Significantly different from control (x%:p<0.01)
No abnormalities were detected in the brain, pituitary, eye ball, thyroid, parathyroid, trachea, heart, stomach, intestine,

adrenal, urinary bladder, ovary, spinal cord, sciatic nerve, bone marrow and lymph node from animals of control and 600mg/kg
groups.
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