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EEZOREE, ERAD 7Y U IF, ERTARER], A YEER, U7V RERNCER
SNTVWHBEFLFYE, 1,3,5- ) XU ¥R BRERESHRRS, SDE
[Crj:CD(SDYIGS] T » k& Ay, O(RER), 30, 100, 30033 & 1*1000mg/kg/day B & T N5
LV ERLUZ, BBITIHERESIRE U, TEZRT, SHIIRSPMK TRHESE, 283
B Js X UN000mg/kg D14 B BEIERE & Lz,

FORER, BEHEBLIUEREHELZEBEL T, HEOWFNIZH —FRER L OEEEOEL
RO bR o T,

FRE T, 1000mg/keBEDRETIRE8H M LMK T Bk THBRE L ESTEREETL, EEENON
R 2 FB D b7,

JRAEZE TIX, 1000mg/keff THEMEE HIROGE, MEICLLEOHFEREM, pHOE TR I U¥
Y RT DWW BRD bR,

Mg 36 & O MIRACFERE T, 300mg/kgll EOBETHIC T o bo U UM OFERIEE,
1000mg/keBECTHEIZ R Y 7V T4 FELIURE Y LE L OFERBEM, HIZy-CTPRLURY
UNEOFEREM, 2o h Y v LABITEZROARRBSBRBD L,

FREEFRRAE T, 1000mg/ke®f THEIZ R OER B L RS EE0EINERM BB 5h,

PR R CIIERE IR LR DRER DB biniz, 7o, HIIHRBOENE L UCHYEED
HERBEM, HCAROMENEECRAEREMAED N, WEERFZLIIRD 5N h
27,

EMERE T, BEHMBIUORSHMAK TRERFIIRD DNIEITRD 21T,

Z O X DT, 1000mg/kg/day TIXEH & 2 BMEEENED bz, 300mgkg/day T o b
VEVEBOEENRRL bR, EEEGEENOEILTHT,

PLEDFERLS, 1,3,5-b) e FrFi_uv¥rogy h~08BMRERSICLD E2ENE
%, PRBBIUHBICHT 52T, BRICHT2EE0R 060, LdoT, BEEE
VRiEEE & $300me/kg/day & HETE St
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1,3,5-b U kB Kax i X ¥ (CAS No. 108-73-6) 1%, ERRDFER, LRBL v 7Y o 7H,
BRI ARER, ¥AYEER, T YVRAMPICERENE, AHEOFEHEIZOWTIE, v
ADHERALDGENRE" S TWVWH2Y, FHEFOMEOHEMIIALMIINA T ARV, ZOR
B, BEEROMAFLFYHETZEMEARFEDORLLTEBLEZLDTH S,

HEB W
1,L3,5-hV b Fpfo X oPrdTy MIBBRRERRES L, FO—KREHEFOEEIZD
VWTRRET LTS,

R B KO HE
L. #B%HE (Appendices 1~3)

WEHRHE 1,3,5- VB Faxi~rEod, 5FEIL6 1, MR8 CoRBHmERTHD, R
BRI, BWEDOLD (ny bNEF , PEE
99.9%, 7K50.09%) ZAFL, HiF (4°C) FETTERRE L, EH L, KYEDOERI,
Appendix LIZRY, AWHBMELRERTHRIIOWL, EAMMTRETH -2 L 2R
Uizo KPBEIIKB X OEBYWHIZETIZCL, KEBBE TIEIN—A MPRERVBESVPEETH
S, BEA) Tl TR —RBBEROFRNRAETH 7, Lind-T, RERIL, BHA
Y7 (BRELBE, oy bESC6) ZEELE LT, MIEDKRGHEIIRD LD RREDRK
B L LCHBL, ERREE THAT 4C) EXT THERRE L, RERTORBRMEA L, B
—, 0, MEEHTTORELEHMIBEETH L Z L NHRINT (Appendix 2) DT, &
S OHERBMIZSALIA L L, sENC > THR L7z, 1EE &5EBICHN LZ&FRIZOW
TEGH L, FTERE CHRIN TS Z & 2538 L7z (Appendix 3), HHRMEOHFTO S b,
[BAEDSHTIX CEFELTEMB L,

2. BB LI UMESRM (Appendices 4~6)

4 EEDSDF (Crj:CD(SD)IGS) SPFT v h& AARTF ¥ —/L R « UsS—{ (GE)IIREATH T
RT95FH) 7 LA (MERES4ATIE) L, #3568, M0 MRRBECILEY, ToMck
BEEITV, BEDIER T REEREO BT 2RS0T, SEB TRBICH L, B8k
BOTEHAE (RESFE) 3, #144(137~152)g, M136(128~144)gTh » 7=,
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T v NI, BlE, REBSIUEESHML L, BE22.1~23.2 C, EE53~63% (BBEDHIE
FER : Appendix 4), MKEHKIOEILL LB (A= LT by a7 —FR), BEHI2KEERE (48]
TEF~FRRTED) ICHIB LIe Y 7T — U 27 ABIHE (U42) T, BEAEJICAT L RBEEr—
(260W < 380D X 180H (mm)) IZHREL, ThE AT LVABSEDT v 7 (B L THRE L, #E
(EARRETERW, BEREEZ7FAMRA Ny 7, oy bEE 000260, BLRGEONITHER
Appendix 5) BLUK (lumb—FV v P77 07 —EBHEINREBER U BREAEK, B
HOLGHTFER + Appendix 6) 13, TA LIRS LUOEHEE/KERBICL Y BEREEBREEE, B
HOBEHINL, T v 7 BROY — D ~OEEILAAT & B R FIRIZE 0T o7,

BMEORE - WERAERR, \BIOKOFEEMESTRERZE»S, BoREBEEN %

BLT, RBEEOEREICEELTRITTLEZONAIREEROE (IR o7 b D & &
i,

SHEEORE, RBEHEOBRBIUVERSHE

BREBRERRE LT, IBEHEEICOT v M, 1000, 20003 & (M4000mg/kg % BEIR N # 5
L7cfER, WTNOBHETHLREERBDO N1 oTz, TORRIZESNT, SEBOSDRT v
& IBEMEREA4PT & L, 0, 100, 250, 50035 X U*1000mg/ke/dayfiETI4E MAER NZERR
FHEE L, TOFESER, 500mg/kgbl TORETIE, —fRE, AE, BEE, RRE, MEERE,
MEAELFERE, IRBLVBEEEIIBVT, ERVEOFEMEZRET AL bk
Moiz, 1000mg/kgBElc BT, M?&E{K?Tﬁﬁ'ﬁﬁtﬁh’.ﬁ%%%ﬁi@ﬁwv7,&0)?}52/}\21120‘

ICRE Y AE L OBMBRD bz, BEEE T, HEECFREOMHENEEDOHEMBRD bhi,

UEDORERNDL, KRRIZBITAREGEIL, BEHSRETLH L FRIEIN1000mg/kg/day % &
ERE, BEUHEENEBRLLVWE TR SNZ0ng/kg/dayZHIEAEL L, SHIZINDOHRE
DRIIZ30038 L U'100me/ke/day DEHA B AR E L 1=,

RERBEOERL, (1) BFERSECT, wRE), Q1,3,5-r) b Fe®i X E230mng/ke
/day R 58 (30mg/keBE), (3)IF 100mg/kg/day$® 5-8% (100mg/kekE), (4) A 300mg/ke/day ik 55
(300mg/kg®¥), (5)[F 1000mg/kg/day#x 5-8f (1000mg/kgh) OOFE &L L, 1BEMERESGITR L L 7=,
F7-, BB L O1000mg/keBE Il >WTIE, BREHEKTHRUAAMOEERBRLZITH -, 3
(B ROIC A O HEMEHE R ERIT o, BHE~OBMORID 71, BERBROEEICES
< BRI B AV R o 72,

WEHEE, BEREFFEEIkeS00mle L, 77 BE Y UFEEE L ERE AN
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THEBRME DO. 6w/v%iE (30mg/keg®¥), 2.0w/vo%i#ik (100mg/kgR¥), 6.0% (300mg/kg) & BV i
20w/v%iE (1000mg/ke®¥) %, 1B IE(FEIF), 28BMIZL-TRARE L7, &KEZFEOKRE
HEY, REBEOCHELAFRECESHWTRE L, SR, BFEZRKCKRE LT,

LBEBIURE

BREMIT, REHEOBAMBLIVCEER TS OIZENICR EBESFAOI4BRE L, &

DEEBIUHRELEE L2,
1) — iR REER 52

#H, BMOLIE, B, TESZERELL,
2) (RER L OB ERIE

HEE, BREHMBTEL, 4, 8, 11, 15 18, 22, 25, 28H, EEHMPIEL, 4, 8 11BIV
148, Z2LTICEARBICRIE L,

BETEY, wBlE (HEEHRE3, 10, 17k L0248, BRI, 108, HiI®E2, 9, 168 L0V23
B, EE2, 9A), 18 Q4 ORAEEEESRIE Lz, BIEX, BF LR (FY000:=—7
VRFA—H) BBV TITo T,

3 RRE

BEREE2TE R LUK EHMMETRILE, HIXR5208RBLUCREHMETRIORBIZ, BW%
EEINCRB T — VA UTHER 2RI L, pi, #M, 7257, ¥, 7ok vYaAY
v, unbeY s —4r (UE BRBREE A NVA - ZHR, AT A RAT 4 v Re)RBE
L, SHIICK3FMOERICL QMBIOBZE, LEORE BT @ =/~ %) B L OVLE (7
VY y Yy IhTag s e, URI-CELL® iR THRE) #RELT,

4) MR FHRE

HRMEORTUL, RE5HRE LI UCEERRKETRZRIIET 2BRIIRBIIT o, B
BB OF %R L VIREEL, KOZEHEE L, BME, =—7 VBT CHEL TERBIRL
DTV, UTORBZRE L, 2B, BRULZLEIIZEIL, £O—FHX 3.8% 7 =B
U LRI CERERR L AAE L ChEERE, o hn s U UoBAB L OES LS ha v RS T
AF R OBIEIZ, —EIE, EDTA-2KALE L TE OO MRFREICE LT,
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5) Mg A L2 mE
FERUfiEo—#rofig2 o8 L, RKOBEELME L,

HA (B5) RE ik REHR
O BHRY (T.P.) Biuret W
®@ 77T (Alb.) BCG
® A/GH (A/G) FHEE
@ Mk (Glu) Ee#ik (GleK " -G6PDH *' i)
® #HBzarzxFu—i (T-Che.) EEFEHE (CES™-CO-PODH)
® ~YVZVE®I4F (1.6.)  EEZEE (LPLY-GK”-GPO®-POD %)
@ #HLryrry (T-Bil.) T L
® RFE=EF BUN) Urease-UV ¥ : A B BT
©® sLv7F= (Crea.) Jaffé ¥ E®E (JCA-BMS:
@ GOT (GOT) ISCCYE B AR EF6)
@ GPT (GPT) JSCC &
® vy—GTP (y-GIP) ISCC ik
@ LDH SFBC" ¥
@ ALP (ALP) ISCC ¥
® =yrxzaFT—+t (ChE) BTC-DTNB#
@ Hria (Ca) OCPC
@ EHYL P Eekik: (PNP® -XOD"™ -POD %) -
F+bhY T A (Na) A F BB EREE BB T
® #IVvAH K A F* BB ] S8 (NAKL-132:
@ H*E (C A F U ERIE A B T60)

Dr/rvaxy—¥, 2)/va—26 Y VERKERERE, )2VATe—AVz AT 5—F, 4)av
AFR—LFFUF—F, 5)RF X F—F, )y RTeTA I —¥, NSV Er—F
F—¥, 8)Fku ) LEAXVF—E, 9 BERERLES, 10) 75 UABRKREYFS, 11)
TFEALFAAY v, 12)5,5-VFFER-2-= F e BEBER, 13TV UXIUAVRERRT
F—¥, 14) FHoFroFFi—+F

6)REFERE
(1) FRBIUREEENE
FEOHREHMD A WVIIEEHMK TERORMICHEVTHIER L, BIRE{T-c, *iZ,

BT EMXFE(AT200 : 2 h T—30) 2 AWT, B, TERE, BIRER, O, BIR, 7K, B&, BE,

BT, BR, BRLABIVIMEEZFEGESER)L, FAFERGERER)ZREH L.
(2) REEBFRE

KOBERERL, 10%PH Y VEMEERL< ) VIRTEEL, BRELE, 2, BRIV
B EEIC-Y>W TR T T BB L,
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B, TR IRER, — & — 8, BRRIR (LR MEE ST, BRI, MR, SF, I (REX LR
OB, E, 56, B, 08, BRI, MU, TG, BIE, EUE, BEOE MO RS LK AUSTI W SR
TE, B, REINR (), B CHE, 100, JEED , LB, B, B GOE, KRRE), U o
i GGRE ) 0, IBRARE ) o SH) B RS (TFRESTHRS) . oA (2 80) , SLAR ()

IR, o ERBES L U1000ng/keBET SN THE, B, TEM, BRI (RS

1, Ml DBE NG, RTEL BB MR, BB, W, B W ABE BR, S0k

TIIRER, BREE BE IR, MTIHINE, FE2RELZ, 77, 1000mg/kglt TIIH

T HRB R AN EO SN0 T, MO FIRBRIZ OV TIL3036 L UN00mg/ kgE7

HOMIEERLRELE, BEIL, BEHBCLOIAT 7 L ORZERL, ~< 22 Y s g

DL U CHIE LT, 70, ULEMERET A7, TERBLU000mekgB OMERE S 0>

FRERIZ DUV TG, (N 7 —G ), —ERDRED BRI OV TPASEE R 1T o 72,

5. #eEtaLE

BONFEHELDZVIIBHEEIC ST, MBHELOROFEZE (BRE%LT) 2RO FIET
BRE LR, Thbb, R"FANY vr7—7 (KE, FERNE, BEE, RIEE OLKFBLV
MiEAELFETF — 4, BEERE)IC OV T Bartlett OSERELITY, SEA—HKR2BEEIT—T
BB OB AT, FORMBHEEZ R4, Dunnett $¥ /2% Sheffé # (BERITEA
BRNRRDLE) LY MNBRECHTAEHOMBRESR T2, BB —ETRVWEER LV
oG AN v F—4 (HMERESER L CRREICST 2 EMERT —4) 1L Kruskal-Wallis
DIENAREEITV, TORREEELZROES, Dunnett B 7212 Sheffé B (BEH THREALEN
BABBEE)ICLORECKNT ORBOEBRELIT o/, AT TV AT —F (KB OE
B2 K ORERE R A 01T H RE W D FEFR ) (213 Fisher O EHEEREE A7,

HEER

1 JE 3 L U—fR k& (Tables 1,2, Appendices 7,8)

B ER I X UEEMM P OBB L b, HEOLTRI b —RREOELERD ST, KL
LRD BN T,

2. {K#E (Figure 1, Tables 3,4, Appendices 9,10)

BBV TR, 1000mg/kgBEOHETIRE8E ALK T B E THBEE L _TEEE R L,
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FEEMOMEER RO bNniod, HEENCEEREL TR 17, ﬁt&“ﬂiﬁﬁﬁﬁ & [FlEE
DEEHB VRO b,

EEHMIZ BT, &5 SR P8 IEE OE M 23589 5372 1000mg/keBE D HED K E 3,
SHREELY FEIDEE L, TR L ASOFERBERRD bR,

3. B & (Tables 5,6, Appendices 11,12)

BEHMIZBNT, BETRVWTUOERHERSFEIIBVWTHLNRBELFELREEIRO N
Mol HETIZ100mg/ kel TiRE 48 THBEIZHLTEERBINARD v, AEFAEHE
DIEVELTH > T,

EEHIEICRNT, MRS LHRELFERZITRBO ONLhoT,

4. FRFTR.(Tables 7~10, Appendices 13~16)
BEHMPOREIZISVT, 1000mg/ke#E THERM & L ROBE, WEIILEOHRE /2N, pH
DIETEBIPE /37 DR HBEBD LT,
EHEMRTOREBEIIBVWT, SRERBICACEEBO R T,

5. MK FT R (Tables 11~14, Appendices 17~20, ¥ &5 —# : Appendices 37, 38)
REHRBETRORE IS NT, BETEMNBELESTHELREA(ERD a7, BT

13300mg/ kgl EDOBECTT 0 b EUBHOEELREENRD LN,
ERHIME TR OMEICISWT, 1000ng/keft THEIZFRMLERLOHE 2B B L OEHRMER

BREOHBREMHPRD O, METIIHBE L ~FEREILERO N o T,

6. MR A FEFT R (Tables 15~18, Appendices 21~24, & &5 —# : Appendices 37, 38)
BREHBKETEHOREIZEWT, 1000ng/kgB i THIZ N 7Y 574 REBLIURKREYALE YD
BUREM, My -CTPB R E VLV E L OFEZEN, ) 0 LABIUEREROFEERRBL N

BObNT, TOMIZ, 0B LON000mg/keBETHEIZ 2 ) V2 RT3 —EDHEERRBY, 30mg/kg

HOBTOEOBERBLONRBO NS, WThLAEREEORNELTH- 12,
EHEHRME TEOREIZB VT, 1000mg/kgBETHIZH Y U ADFEREM, HIZCPTOHER

HMARD Tz,
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7. #HEFET R (Tables 19~20, Appendices 25~28)

BE5EMB L OEHEEIME TRBRBMICB VT, HHE - LHBRYEOREIZERT A2 Ebi
RO BIRDDT,

7B, HRWEOKRES LOBEMNRBOONRVITRE LT, BEHMKTRELEY Tl
WD B AR REFOLIL, #HETEAORGRD30ng/keBEDIIE, JREOERSHBERS LIV
1000mg/kg#f TH- 4 IIIZE D b T,

8. S8 E & (Tables 21~24, Appendices 29~36)

B 5 AR TREBREMIZIBV T, 1000mg/kedE THEICATIBDMEXT B L OB EROF B /21
hn, HEZ AR OFE X EEOH BREML L NI FRBEOES B L U EEDOEIMMER SR D &
iz, £7z, 100ng/kgBE CHEZ DIBOMEMEREDOFERBOBE D vz, AEMEEHORW
EeThHot,

[ MK TR BB CIL, 1000mg/ kB RO ERBOA B RBMAED bz,
HETIIEITRO b7,

9. JRERAARR P R (Tables 25, 26, Appendices 25~28, Photos 1,2)

REHMETRERBMIZEBWT, FRBOEREEORAERD N, Thbh, RE
CHATHERS ML L, BREROINEL, 284 NIRRT 2EMICH T, 0
b, 1000mg/keghé CHEICOPLH2UT, MEZOIEATTIZERY bil, MEDOFHEIIINBE L AT
HEENRBD NI,

EE AR T BRI RN T, ML bEBRMERSILL DL BEDhHE IR b
h>o T,

2B, HIBTHRBRDERES SITERRICRDONTHEICRD DA MOREAIZE, Kl
Bdbh, ~T AV DhREFEHEoTWDE b HoT, £, BHTROONIINEDOERITIL
EEBLih ik A N | AR NP A WALl

PLEOBELAMC G, BEHMBETRERIYORE LSBT LA BB bR, #3E
b 2 WITHEERFEEORD bRRVEIR TH T,
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ERBLUER

1, 3, 5-RVEFRFIA_NUEL DT v PADRBERRERORSIZIBVLT, BRI, AFER
JOBRICHT 2B R 2B EBH b,

FORBRC AT DB & LTI, 1000mg/kg B TIEICHEM B L OB BB OHEMBER 2D b,

BEBARETIHIEREROEKRN, HTIZO6LP 20Tz, HTIX6EF4RIZED LN,
ZOEACIIHERE Y bIERR /ML, MR EROXBEL, Fa A FIPRED T HHEEICH -
oo TNERBBROBANT v MCHFRBHEORSHIZRDOONTEY, FRBEEDERES
EREENTWS 7, LA G, O R CIERRBEBECEL L TET 2RI D R
motn, £lo. AERYEOFRRICKTT A BT Bizer 57 bHEL TV 5,

RO xt9 D88 & LT, 1000mg/kg B¥ THEIZHE Fo L UMBI BB OB, MEIZFG B E DR
IMBEH O, BETL2EEZZLNDIEE LT, MEFHRAETE 300 3o LT 1000mg/kg B
T 7 e b o EoRFROER, MEACZEHRE T 1000mgkg RETHEIC FY 7V T4 F
DI, MEZ y -GTP DA, MEHIZARE U AL DEMARD bz, LrALEEL, WTh
LERT—FRBIT D EREHSEERNRO UENMCEZ 2B TH Y, REARFICEEENR
HOENTWRNWIZ &b, RERYWE OIS T 58 RITIBELR L O LTSNz,

BT DB OV, REEABRFEIIRD bR o728, RRE T 1000mg/ke
BOMREICROBRIZED2E(LLEEZ DN D BRDOBEIL, MHIZLEDOHEMI L OROBIEL S

AOLN, £, MIEN ) VLBLICERBEOED LRD LI, BREEICTTIEEN I 0
Nz, —F, BAOMTHIRY V7 OFLEIBEFHEZIZ Ly bl ans,

REBINZDWT, 1000mgkg #CHEICHESE 8 A LR EKRT AL THRHAZMIZARRENLT
AV R A R L, T 0BT, EHEEIR T 1000mg/kg REOKE N 3 BEE A
ERI>TEEZ R LIZZ &EnG, BRESEHTOEBYMERSICER LB B b,

7245, 30 3L UF 1000mgrkg BECHEIZMIE= ) 2 AT T —EOFEREL, 30mg/kelf THEZ
MAEDOHE LWL BEH O, WTHRLHAEMEEOLRVWEL, 2o, HRT—FZIIBITH
ERES#EENOELTH > 2,

EERTIX, REHMBLUCRSHMETIRER ﬁhwumgnf: LI D DR hr o T, 22
B, BICROIREOWBY, FEROBKEFELS L OMED VT L2080, 7256 ITHEIZCPTOHEAD
BRDONIDE, WTNLERT 2 OERBEHEANZV LENIEIAELTH T, ik,
HETROBMEREDFEREMAED bhh, FHREICETRD LNV L 2hb 6T,
MEEEICIEERENROONRVEPRENLTH T, TNHOEE, REHMKTHE

- 10 -
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REDIITBD oW Ehn, BRERARE LB EnE,

ZDOE DI, 1000mg/kg/day TIXBA L2 BHEENRHD S iz, 300ng/kg/day Tz 7 2 ko
CECHROEENRD bRZE, EFHEANOELTH 7,

UEDRERDD, 1,3,5- b E FEXIRuvErnTy h~n28BMEEREIC LS s
i, BRIRB X OFRIC ST 2 BE T, BRICHT32EELRD b, EEEE M- L
300mg/kg/day & #HETE S #u7e,

Sk

1) 112394010 psdn) , (LF T3 H B, 644(1994)

2)Budavari S., ., The Merck Index, 11th edition, 7303 (1989)

3)Lewis RJ., et al., RTECS, 1, 304(1980)

4)Hardisty J., er al., "Pathology of the Fisher Rat", ed. by Boorman GA..et al Academic Press.,
INC.,San Diego, 520-522 (1990)

3) Bizer D.M., et al., Nurrition Reports International, vol.36, No.1, 131-141 (1987)
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Body weight (g)

450 -
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Fig. 1 Body weight changes of rats treated orally with 1,3,5-trihydroxybenzene in the 28—day repeat dose toxicity test
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Table 1 Incidence of clinical signs and death of male rats treated orally with 1,3,5-trihydroxybenzene in the 28~day repeat dose

toxicity test

Treatment period Recovery period
Chlinical signs Dose (mg/kg) 0 30 100 300 1000 0 1000
No. of animals
examined 12 6 6 6 12 6 6
No. abnormalities detected 12 6 6 6 12 6 6
Mortality (%) 0 0 0 0 0 0 0

TK : Terminal kill
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Table 2 Incidence of clinical signs and death of female rats treated orally with 1,3,5-trihydroxybenzene in the 28-day repeat dose
toxicity test

Treatment period Recovery period
Clinical signs Dose (mg/kg) 0 30 100 300 1000 0 1000
No. of animals .
examined 12 6 6 6 12 6 6
No. abnormalities detected 12 6 6 6 12 6 6
Mortality (%) 0 0 0 0 0 0 0
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#

Body weights of male rats treated orally with 1.3.3-trihydroxybenzene

Table 3
in the 28-day repeat dose toxicity test
< g
Dose Day of treatment Gain ( Day of recovery Gain
(mg/kyg) 1 4 8 11 15 18 22 23 28 1~28 28(0) 29D 32(4) 36(8) 39(11>42(14>28™~42
0 144 169 203 227 262 286 318 340 3sz8 214 349 350 369 386 398 409 80
= 4 * 6 x££12 =15 #x£18 =21 =22 £27 =31 =30 =18 =18 =1 =19 =18 =20 =1¢C
12> (12> (12> C12) (12> {12 (123 a2 (123 a2 ¢ B « 6 C 865 ¢ 6) ( 6) C 6) ¢ 62
30 143 167 201 227 261 287 317 33¢ 355 212
= 4 4+ 5 = 898 =12 =17 =x2% =25 =29 =33 = 32
¢ 6} C &) « 6) « 6 ¢ 6) < 6 « 65 ( 6) C 83 « 65
100 143 i68 203 . 228 262 289 320 342 359 216
= 5 x®*£ 6 = 6 +x 7 = 8 =10 =11 =12 =15 = 14
C 6> « & 5 ¢ 67 ( 8> ¢ 65 {8 £ 6) {63 { 63
300 144 168 202 227 264 282 324 347 353 219
= 35 = 6 * 8 =10 = 11 =10 = 11 s 13 = 16 —~ 14
¢ 6) { 65 ¢ 6) C 6 C 62 « B8 C 5 « & « & {65
1000 144 166 196 219 232 277 305 325 340 186 339 3490 359 379 297 412 73
= 4 = b = 7 = 9 = 11 =12 = iz = 12 = 15 = 14 = 20 = 21 - 22 = 26 = 28 = 31 = 11
12> 12 (125> (12 (12> {12) (125 {12 (12> (122 C 57 « &) { 67 6> ( 67 6 C 62

Each vaiue is expressed as meanzS.D.
(n): No. of animals
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Table 4 " Body weights of female rats treated orally with 1.3. 5-trihydroxybenzene

in thq 28—-day repeat dose toxicity test

¢ g D
Dose Day of itreatment Gain ( Day of recovery ) Gain
(mg/kg) 1 4 8 11 i5 18 22 25 28 1~28 28(0> 29(1) 32(4) 36(8) 38(11)4214>28~42
0 136 149 163 173 187 187 211 218 222 86 213 218 221 230 241 246 33
= 5 == 7 +® 8 =30 =12 14 =*15 =15 =16 =14 =14 =16 =18 =21 #*22 =18 = 8
(12> (2> (S99 i 12> 12> (12> a2 (12> 12> « 6> ¢ 6> ¢ 8 ¢ 6> C & « 8 C 8
30 136 151 1586 178 191 201 215 222 227 a1
* 3 == 5 = 7 £ 9 =10 =13 *x12 =13 =14 = 13
« 6> « 6 ¢ &6) « 6 « 8 ( 6) « B « & « & « 8

100 135 151 166 . 177 194 205 218 230 236 100
5 * 9 £13 =153 =19 £ 15 =17 =22 =24 = 21
« 6 < 6) ¢ 62 ¢ 6 « & ¢ 65 ¢ 6 «¢6> (& ¢ 6

.
2

300 136 150 165 178 192 202 215 224 227 g1
= 4 = 6 *= 7 = 7 = 8 == 9 + 10 * 14 — 15 = 12
« 6 « 6) ¢ 6) C 67 « 6 « 8 C 6) « 8) C 63 « B
1000 136 152 171 181 193 203 216 223 230 95 229 231 236 242 248 253 23
+ 4 + 5 =9 = 7 = 7 =1i0 =13 =11 =12 = 12 = 7 - 8 =7 = B =z 12 =16 = 13
« 6 « 6 C 6J C 6 C 65 C 6)

aLy a8

12y a2z a2 G2 a2 a2y a2 a2

Each value is expressed as mean=S.D.
(n): XNo. of animals
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Food consumption of male rats treated orally with 1.3.5-trihydrexybenzene

Table 5
in the 28-—-day repeat dose toxicity test

( g/rat/day )

( Week of recovery -

Dose Week of treatment
(mg/kg) 1 2 3 4 4 (O 5D 6 (2>
0 23 24 27 27 27 31 31
=2 += 2 = 2 += 3 + 3 + 3 = 2
a2 (12) 12) 12D C 6 C 6) ¢ B8
30 22 24 26 ' 28
= 2 = 3 = 2 = 3
¢ 6) ¢ 8 (¢ 6) « 8
100 22 . 25 27 29
= 2 = 2 + 2 = 2
C 6) ¢ 6 ¢ 6) ( 8)
300 23 25 30 30
= 2 = 2 = 2 = 2
C 6) ¢ 6) « 6) C 6)
1000 22 23 28 28 27 31 32
+ 2 = 2 = 2 = 1 = 2 = 2 = 4
(12 (12> a2 (12 C 6> ¢ 6 « 6)

Each value is expressed as mean*S.D.
(m): No. of animals
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Food consumption of female rats treated orally with 1.3. 5—-trihydrexybenzene

Table 6
in the 28—-day repeat dose toxicity test
( g/rat/day >
Dose Week of treatmwent ( Week of recovery D )
(mg/kg) 1 -2 3 4 4 (0> 51> 6 (2>
0 18 16 18 17 15 21 22
= 1 + 2 = 2 += 3 = 3 += 2 = 2
(12) 12> (12> (12 « 8 « 6) ¢ 6)
30 19 18 21 18
= 2 = 2 = 3 += 3
¢ 6) C 6) ( 6 ( 6
100 18 ‘18 20 21%
) += 2 = 2 = 1 + 3
« 6 « 6 « 6) « 6
300 18 17 18 19
= 2 += 2 = 3 = 3
« 8 C 8) « 8 « B8
1000 19 17 19 20 20 23 22
=2 = 2 = 3 = 3 += 2 = 2 = 3
a2 a2 a2 Qa2 ( 6 ¢ 6) C 6)

Each value
of animals

(n): No.

is expressed as meaniS. D.

% : Significantly different from control at 5% level of probability
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Table 7 - 1
in the 28-day repeat dose toxicity test

< Treatment period >

Urinary findings of male rats treated orally with 1,3,5-trihydroxybenzene

Dose No. of Color Cloudy Specific pH Protein
(mg/kg) animals PY PB - + gravity 50 6.0 6.5 7.0 7.5 8.0 8.5 — + o+t +H
0 12 11 1 10 2 1.054 a) 4 8 5 5
+ 0.019
30 6 4 2 5 1 1.058 1 1 4 3 2
+ 0.017
100 6 2 4 6 1.054 1 5 2 2
+ 0.018
300 6 5 1 6 1.058 2 4 5
+ 0.017
1000 12 2 10 *xx 12 1.069 1 3 6 6
+ 0.010
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — ¥ "+ ++ —  F T A -  * H 0.T 1 2 -+
0 12 12 3 5 4 12 12 12
30 6 6 1 3 2 6 6 6
100 6 6 2 3 1 6 6 6
300 6 6 3 3 6 6 6
1000 12 12 3 8 1 12 12 12

a) : Mean+S.D.

Color : PY(pale yellowg PBépale brown)

Cloudy : ?neg ligible cloudy)

Protein : —(neg11g1b1e3 +(15~30m /dL), +(30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —(negligible), +(0.1g/ % +(0. 25g/dL) }4(0.5 /dL§

Z(negligible) ?5r_ng/¢) +(15mg/dL), ++(40mv/ L), +++(80mg/dL)
Occult.blood —(negligible), *+(trace), +(slight), ++(moderate), +++Zmarked)
Urobilinogen : Ehrlich unit/dL

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

x : Significantly different from control at 1% level of probability

Ketone body :



Urinary findings of male rats treated orally with 1,3,5-trihydroxybenzene
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Table 7 - 2
in the 28-day repeat dose toxicity test
< Treatment period >
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — F i+t - F e — 4+ H i — F — +  t+ FHF
0 12 12 12 7 3 2 12 12
30 6 6 6 5 1 6 6
100 ] 6 ] 3 1 2 6 6
300 6 6 ] 5 i 6 6
1000 12 12 12 6 6 12 12
’ _ Epithelial cells ~ Casts -  Fat
Dose No. of  Sq - R S G H ¥ _globules
(mg/kg) animals  — + T+ T+ TH = F - + -+ -+ =+ -
0 12 4 8 12 12 12 12 12 12
30 6 2 4 b6 6 b 6 6 6
100 b 6 6 6 6 6 6 6
300 6 6 6 6 6 6 6 6
1000 12 4 8 12 12 12 12 i2 12
— . Not observed; + : A few in some fields; ++ : A few In all fields; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcium carbonate) R(round) H(hyaline)
S{spindle) W(waxy)

Ams(amorphous)
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Table 8 - 1 Urinary findings of female rats treated orally with 1,3,5-trihydroxybenzene

in the 28-day repeat dose toxicity test

< Treatment period >

Dose  No. of Color Cloudy Specific pH Protein
{mg/kg) animals PY PB Y - + gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 - x4+ 4
0 12 12 11 1 1.053 a) 1 1 3 7 3 9
+ 0.019
30 6 6 6 1.074 1 1 1 1 2 1 3 2
+ 0.011
100 6 6 6 1.069 1 1 3 1 1 5
+ 0.014
300 6 4 2 6 1.068 1 5 2 1 3
+ 0.031
1000 12 4 7 Toxx 11 1 1.086 *x 3 1 2 1 3 2 xx 5 ) 1 %%
+ 0.022
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — F* F ++ — F F — F T FH i 0.1 1 2 4 — +
0 12 12 9 3 12 12 12
30 6 6 4 2 6 6 6
100 6 6 2 4 6 6 6
300 6 b 4 2 6 6 6
1000 12 12 6 6 12 12 12
a) : Mean®S.D.

Color : PY(pale yellowg PB?paIe brown), Y(yellow)
Cloudy : —(negligible cloudy)
Protein : —(negligible), +(15~30m /dL), +(30mg/dL), ++(100mg/dL), +++(300mg/dL)
Glucose : —(neghglble) +(0.1 /d{g +(O 25g/dL), ++(0 bg/dL
Ketone body : —(negl 1g1ble) %%mg/d_) +(15mg/dL) ++(40mg/d¥) +++(80mg/dL )
Occult blood : —(negllglbl(e} +(trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dL
Blhrubm . —{negligible), +(slight), ++(moderate)

: Significantly different from control at 1% level of probability
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Urinary findings of female rats treated orally with 1,3,5-trihydroxybenzene

Table 8 - 2
in the 28-day repeat dose toxicity test
< Treatment period >
Crystals
Dose No. of Erythrocytes Leukocytes Mg C a Ams
(mg/kg) animals — O+ -+ -+ + -  +  F ¥ — F H
0 12 12 12 6 12 12
30 6 6 6 5 1 6 6
100 6 6 6 3 3 6 6
300 6 6 6 3 1 2 6 6
1000 12 12 12 7 5 12 12
o ~ Epithelial cells - Casts Fat
Dose  No. of B Sq B R G H W _ globules
(ng/kg) animals  — "+  H TH+ T =+ H -~ — -+ - 4 -+
0 12 12 12 12 12 12 12 12
30 6 1 5 6 6 6 6 6 6
100 6 1 5 6 6 6 6 6 6
300 6 1 5 6 6 6 6 6 6
1000 12 1 11 12 12 12 12 12 12
— . Not observed; + : A few in some fields; ++ : A few in all Tields; ++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq(squamous) G(granule)
Ca(calcium carbonate) R(round) H(hyaline)
S(spindle) W(waxy)

Ams(amorphous)
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Table 9 - 1

Urinary findings of male rats treated orally with 1,3,5-trihydroxybenzene
in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloudy Specific pH Protein
(mg/kg) animals PY — + gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 -  + 4+ 444+
0 6 6 6 1.052 a) 6 5 1
+ 0.012
1000 6 6 6 1.041 4 6
+ 0.007
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — " F F ¥+ —  F T H - ¥ F " # "+ 0T T 74—+ TH
0 6 6 4 2 6 § 6
1000 6 6 1 4 1 6 6 6
a) : Mean+S.D.
Color : PY(pale yellow)
Cloudy : —(negligible), 4+ (cloudy)

Protein : énegllglble} 4‘(15ﬂv30m§/dl) +(30mg/dL), ++(100mg/dL), +++(300mg/dL)

Glucose :

Ketone body :
Occult blood :
Urobilinogen :
Bilirubin :

negllglble) +(0.1
— (negl lglble) %Smg dL) ~%§15mg/dL) ++(40mg/dL)
-—(negllglble)

Ehrlich unlt/dL

—(negligible), +(slight), ++(moderate)

+(0.25g/dL), ++(0.5g/dL
+++(80mg/dL)

+(trace), +(slight), ++(moderate), +++(marked)
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Table 9 - 2 Urinary findings of male rats treated orally with 1,3,5-trihydroxybenzene
in the 28-day repeat dose toxicity test
< Recovery period >
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals — -+ + — 4+ — + — + 1
0 6 6 6 2 2 1 1 6 6
1000 6 6 6 1 1 3 1 6 6
Epithelial cells Casts Fat
Dose No. of Sq R S G H W globules
(mg/kg) animals —  F - + T+ =+ H - + - 4+ - + -+ #
0 6 6 6 6 6 6 6 6
1000 6 1 5 6 6 6 6 6 6

— : Not observed;
Crystals

Mg(ammonium magnesium phosphate)

Ca(calcium carbonate)

Ars(amorphous)

+ : A few in some Tields;

++ - A few In all fields; +# : Many in all fields

Epithelial cells Casts
Sa(squamous) G(granule)
R(round) H(hyaline)
S(spindle) W(waxy)
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Table 10 - 1 Urinary findings of female rats treated orally with 1,3,5-trihydroxybenzene
in the 28-day repeat dose toxicity test
< Recovery period >
Dose  No. of Color Cloudy Specific pH Protein
(mg/kg) animals C PY ¥ PB - + gravity 5.0 6.0 6.5 7.0 7.5 8.0 8.5 - + o+ HH
0 6 1 5 6 1.043 a) 6 1
+ 0.007
1000 6 4 1 1 5 1 1.043 1 5 3 2
+ 0.014
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — F F ¥ — * F +  +H — £ F 0.7 1 2 — ¥ #F
0 6 6 6 6 6 6
1000 6 6 6 6 6 6
a) : Mean+S.D.
Color : C(colorless), PY(pale yellow) Y(yellow), PB(pale brown)
Cloudy : —(negligible), +{(cloudy
Protein : —-(neg11g1b163 4‘(15ﬂv30m /dL), ~F(30mg/dL) ++(100m /dL), +++(300mg/dL)
Glucose : % —F(O 25g/dL), ++(0 5g/dL

Ketone body :
Occult blood :

Urobilinogen :
Bilirubin :

<A(neg11g1ble) +(0 g/
——(negllglble %
-(negllglbles
Ehrlich unlt/dL
—(negligible), +(slight),

omg/dL) —F(lSmg/dL) ++(40mg/dL)

+(trace),

++(moderate)

+(slight), ++(moderate), +++

80mg/dL)
marked)
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Table 10 - 2

in the 28-day repeat dose toxicity test

< Recovery period >

Urinary findings of female rats treated orally with 1,3,5-trihydroxybenzene

Crystals
Dose No. of Erythrocytes Leukocytes Mg C a Ams
(mg/kg) animals — 4+ -  + -  F O+ —  F H T+t — +  ++ ¥t
0 6 6 6 | 1 3 1 5 1 6
1000 6 6 6 3 3 4 2 6
Epithelial cells Casts Fat
Dose No. of Sq R S G H ) globules
(mg/kg) animals —  + - F+ H = ¥ - 4+ - + = + -+
0 6 1 5 6 6 6 6 6 6
1000 6 1 4 1 6 6 6 6 6 6
— . Not observed; + : A few in some fields; ++ : A few In all fields; +++ : Many in all fields
Crystals Epithelial cells Casts
Mg(ammonium magnesium phosphate) Sq{squamous) G{granule)
Ca(calcium carbonate) R(round) H(hyaline)
Ams (amorphous) S(spindle) W(waxy)
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Hematological findings of male rats treated orally with 1,3,5-trihydroxybenzene

Table 11
: in the 28-day repeat dose toxicity test
< After treatment period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/uL) (g/dL) (%) (fL) (rg) (%) (%) (sec) (sec)
0 6 749 14.9 43.9 59 20.0 34.0 29 12.9 19.4
+ 31 + 0.3 + 0.8 + 2 + 0.5 + 0.5 + 4 + 0.6 + 2.5
30 6 730 14.5 42.5 58 19.8 34.1 28 13.0 20.0
+ 18 + 0.6 + 1.6 + 2 + 0.9 + 0.3 + 4 + 0.5 + 0.7
100 6 731 14.6 43.0 59 20.0 34.0 33 12.6 19.9
+ 29 + 0.4 + 0.9 + 2 + 0.6 + 0.5 T 8 + 0.3 + 1.1
300 6 755 15.2 44.4 59 20.2 34.2 28 13.2 20.3
+ 32 + 0.4 + 0.8 + 2 + 0.7 + 0.4 + 10 + 0.4 + 1.4
1000 6 741 14.7 42.5 58 19.9 34.6 36 13.1 19.5
+ 22 + 0.2 + 1.2 + | + 0.4 + 0.7 + 8 + 0.4 + 1.8
; Differential leukocyte counts (%)
Dose No. of WBC Neutro. Plat.
(mg/keg) animals  (10°/uL)  Baso. Eosin. Stab. Seg. Lymph Mono. Other (10%/ 12L.)
0 6 63 0 0 0 10 88 1 0 137
+ 6 + 0 + 1 + 0 + 3 + 4 + 1 + 0 + 19
30 6 63 0 0 0 11 86 2 0 130
+ 11 + 0 + 0 + 0 + 3 + 4 + 1 + 0 + 11
100 6 66 0 0 0 13 85 2 0 143
=+ 15 + 0 + 1 + 0 + 2 + 2 + 1 + 0 + 9
300 6 51 0 l 0 13 85 1 0 130
+ 7 + 0 + 1 + 0 + 4 * 4 + 1 + 0 + 18
1000 6 56 0 1 0 15 83 1 0 115
+ 12 + 0 + 1 + 0 * 2 + 4 + 1 + 0 + 17

Each value is expressed as mean*S.J.
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Table 12 Hematological findings of female rats treated orally with 1,3,5-trihydroxybenzene
in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(ng/kg) animals (10°/uL) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)

0 6 754 14.8 42.2 56 19.7 35.2 23 13.0 18.3

+ 39 *+ 0.5 + 1.5 + 1 + 0.5 + 0.5 + 5 + 0.2 * 1.5

30 6 742 15.2 43.1 58 20.4 35.2 23 13.3 18.0

+ 38 + 0.8 + 2.2 + 1 + 0.6 + 0.9 * 6 + 0.2 + 0.7

100 6 721 14.6 41.8 58 20.2 34.9 23 13.1 17.1

+ 27 + 0.4 + 1.4 + 2 + 0.4 + 0.7 + 4 + 0.6 +* 1.0

300 6 749 14.5 41.7 56 19.4 34.9 24 13.5% 18.1

+ 27 + 0.4 + 1.3 * 1 + 0.3 + 0.5 + 6 + 0.2 + 0.7

1000 6 739 14.7 41.9 57 19.9 35.1 27 13. 8xx 18.9

+ 26 + 0.7 + 1.6 + 1 + 0.5 + 0.5 + 8 + 0.5 + 0.9

S - Differential leukocyte counts (%) B

Dose No. of WBC Neutro. Plat.
(mg/kg) animals  (10°/uL)  Baso. Eosin. Stab. Seg. Lymph  Mono. Other (10*/ L)

0 6 42 0 0 0 11 88 1 0 145

+ 10 + 0 + 1 + 0 + 5 + 6 + 2 + 0 + 13

30 6 45 0 0 0 11 87 2 0 141

+ 11 + 0 + 0 + 0 + 4 + 4 + 1 + 0 + 13

100 b 35 0 0 0 10 89 1 0 139

+ 12 + 0 + 1 +* 0 * 6 + 7 + 1 +* 0 * 19

300 6 28 0 1 0 14 84 1 0 140

+ 9 + 0 + 1 + 0 + 5 + 5 + 1 + 0 * 13

1000 6 34 0 2 0 12 85 2 0 141

+ 6 + 0 + 1 + 0 + 5 + b + 2 + 0 + 16

Fach 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
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Table 13 Hematological findings of male rats treated orally with 1,3,5-trihydroxybenzene
in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT

(mg/kg) animals (10*/uL) (g/dL) % (fL) (pg) (%) (%) (sec) (sec)

0 6 321 15.5 4.5 54 18.9 34.8 32 13.0 20.0

+ 31 + 0.6 + 1.5 * 2 + 0.7 + 0.7 + 5 + 0.4 + 0.8

1000 6 775% 15.0 43.3 56% 19.4 34.7 35 12.5 19.2

+ 19 + 0.5 + 1.4 + 1 + 0.3 + 0.6 + 4 + 0.4 + 1.6

Differential leukocyte counts (%)

Dose  No. of WBC Neutro. Plat.
(mg/kg) animals  (10%/ulL)  Baso. Eosin. Stab. Seg. Lymph Mono. Other (10*/ L)

0 6 67 0 1 0 11 87 1 0 143

+ 14 + 0 + 1 + 0 + + 4 + 1 + 0 + 14

1000 6 71 0 1 0 11 87 1 0 149

+ 14 + 0 + 1 + 0 + 3 + 3 + 1 + 0 =+ 18

Each value is expressed as mean+S.D.
* : Significantly different from control at 5% level of probability
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Table 14 Hematological findings of female rats treated orally with 1,3,5-trihydroxybenzene

in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/ul) (g/dL) (%) (fL) (pg) (% (%o) {sec) (sec)
0 6 784 15.4 43.4 55 19.7 35.5 23 13.1 16.7

+ 31 + 0.6 + 1.5 + 1 + 0.5 + 0.5 + 6 + 0.4 + 1.1

1000 6 788 15.3 43.3 55 19.4 35.4 25 13.2 17.1
+ 36 + 0.7 + 1.9 + 2 + 0.8 + 1.2 =+ 7 + 0.5 + 1.4

Differential leukocyte counts (%)
Dose No. of WBC Neutro. Plat.
_(mg/kg) animals  (10°/uL) Baso.  Fosin.  Stab. ~  Seg.  Lymph  Mono. Other (10%/ L)

0 6 44 0 1 0 11 86 0 133

+ 8 + 0 + 1 + 0 + + 4 + 1 + 0 + 15

1000 6 34 0 1 0 10 88 2 0 141
+ 7 + 0 + 1 + 0 + 4 + 5 + 1 + 0 + 13

Fach value is expressed as mean+S.D.
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Blood biochemical findings of male rats treated orally with 1,3,5-trihydroxybenzene

Table 15
in the 28-day repeat dose toxicity test
< After treatment period >

Dose No. of LDH G0T GPT ALP v ~GTP ChE T.P. Alb. A/G T-Cho.
(ng/kg) animals  (IU/L) (1U/L) (1u/L) (1u/L) (16/L) (1u/L) (g/dL) (g/dL) (mg/dL)

0 6 328 71 39 884 0.58 51 5.88 3.01 1.05 72

+ 118 * 6 * 6 + 272 + 0.28 + 16 + 0.25 + 0.12 + (.10 + 22

30 6 470 75 39 830 0.51 50 5.75 3.00 1.09 61

+ 154 + 10 + ) + 223 + 0.08 + 17 + 0.10 + 0.07 + 0.08 + 9

100 6 406 71 38 795 0.57 59 5.78 2.88 1.07 60

+ 127 + 8 + 4 + 142 + 0.20 + 9 + 0.17 = 0.10 + 0.05 + 20

300 ) 399 75 37 §29 0.82 56 5.84 3.05 1.10 53

+ 73 + 7 * 4 + 53 + 0.19 =+ 9 + 0.11 + 0.10 + 0.06 + 14

1000 6 490 82 44 814 0.9t 61 5.92 3.08 1.09 55

+ 68 + 18 + 11 + 145 + 0.42 + 19 += (.12 + 0.10 + 0.10 + 4

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 6 57 143 12.2 0.50 0.33 9.9 8.5 145 4.77 104

+ 29 + 12 + 1.7 + 0.08 + 0.02 + 0.2 + 0.9 + 1 + 0.17 * 1

30 6 48 124x% 12.4 0.47 0.34 9.9 8.4 145 5.08 104

+ 15 + 10 + 3.8 + 0.04 + 0.02 + 0.3 = 0.5 + 2 + 0.22 + 2

100 b 65 133 12.3 0.46 0.32 9.9 7.9 146 4.88 103

=+ 14 + 5 + 0.8 + 0.03 + 0.01 + 0.1 + 0.3 + 1 + 0.24 + 1

300 b 40 132 11.0 0.47 0.34 9.9 7.0 146 5.00 103

+ i1 + 12 + 1.3 + 0.05 + (.01 + 0.2 + 0.3 + 1 + 0.24 + 2

1000 6 89x 153 11.8 0.53 0.39xx 9.7 8.0 146 4.85 104

+ 25 + 11 + 2.5 + 0.04 + 0.01 + 0.3 + 0.7 =+ 1 + 0.27 + 1

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 16 Blood biochemical findings of female rats treated orally with 1,3,5-trihydroxybenzene

in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of LDH GOT GPT ALP 7 -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals  (IU/L) (1U/L) (1U/L) (IU/L) (1U/L) (1u/L) (g/dL) (g/dL) (mg/dL)
0 6 512 72 29 521 0.71 395 6.10 3.37 1.24 62
+ 170 + 11 + 2 + 124 + 0.31 + 110 + 0.35 + 0.21 + 0.05 + 11
30 6 494 74 33 551 0.91 258% 5.84 3.24 1.25 73
+ 14 + 7 * 6 + 130 * 0.37 + 77 + 0.22 + 0.06 + 0.08 x 11
100 6 476 72 3 529 0.90 290 6.05 3.22 1.14 66
+ 129 + 8 + 7 + 157 + 0.4 + 58 = 0.30 + 0.20 + 0.08 + 8
300 6 599 76 34 568 0.88 308 6.04 3.27 1.18 64
+ 217 + 13 + 7 + 88 + 0.15 + 33 + 0.18 + 0.06 + 0.05 =+ 12
1000 6 558 73 31 501 1.39x% 286x 6.04 3.32 1.22 49
+ 165 + b o 4 + 101 + 0.4 + 58 + 0.19 + 0.14 + 0.07 + 10
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 6 25 130 15.3 0.54 0.31 8.9 7.0 145 4.72 105
+ 9 + 15 + 2.4 + 0.05 + 0.02 + 0.4 + 0.8 + 2 + 0.43 =+ 1
30 6 23 124 15.2 0.56 0.31 9.8 7.3 145 4.41 105
+ 9 + 16 + 1.9 + 0.06 + 0.02 + 0.3 + 1.3 x 1 + 0.26 + 1
100 6 22 124 15.6 0.55 0.30 9.8 6.5 145 4.66 105
+ 8 + 14 + L7 + 0.05 + 0.02 + 0.2 + 0.8 + 1 + 0.25 + 2
300 6 21 112 14.5 0.52 0.33 9.7 6.4 146 4.90 106
+ 5 + 10 + 1.0 + 0.08 + 0.01 + 0.3 + 0.3 + 1 + 0.24  + 1
1000 b 17 115 15.1 0.51 0. 46%x 9.5 6.4 146 -3, 93xx 102%
+ 6 * 9 + 2.7 + 0.04 + 0.04 + 0.3 + 0.7 + 1 + 0.33 + 3

Fach 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




Blood biochemical findings of male rats treated orally with 1,3,5-trihydroxybenzene

Table 17
in the 28-day repeat dose toxicity test
< After recovery period >
Dose No. of LDH GOT GPT ALP y -GTP ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals  (IU/L) (1U/L) (IU/L) (IU/L) (1U/L) (1U/L) (g/dL) (g/dL) (mg/dL)
0 b 420 T4 35 608 0.57 39 6.04 3.0 1.01 59
+ 188 + 8 + 4 4+ 88 + 0.23 + ] + 0.26 + 0.12 + 05 + 10
1000 6 552 82 40 597 0.68 40 6.06 2.98 0.97 63
+ 441 + 10 + 6 + 92 + 0.23 + g + 0.34 + 0.12 + (.10 + 9
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)
2
[¥®]
0 ) 54 130 15.6 0.52 0.33 9.7 7.4 145 4.8 104
+ 19 + 13 + 1.5 + 0.02 + 0.02 4+ 0.2 + 0.3 -+ 1 +  0.17 + 1
1000 6 60 125 14.9 0.55 0.35 9.9 7.5 145 5. 23%x 104
+ 19 4+ 15 + 3.1 + (.05 4+ 0.01 + 0.1 + 0.3 + 1 + (.18 + 1

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

¥k : Significantly different from control at 1% level of probability

2-LL1-66 *ON Apmg
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Table 18 ‘ Blood biochemical findings of female rats treated orally with 1,3,5-trihydroxybenzene
in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of LDH »GOT GPT ALP v ~GTP , ChE T.P. Alb. A/G T-Cho.
(mg/kg) animals  (IU/L) (1U/L) (1U/L) (1U/L) (18/L) (10/L) (g/dL) (g/dL) (mg/dL)
0 6 575 74 27 402 1.26 31 6.22 3.33 1.16 69
+ 198 + 8 + 3 + 43 + (.18 + 149 + (.31 + 0.14 + 0.09 + 20
1000 6 894 83 33% 386 1.53 293 6.34 3.32 1.10 63
+ 397 + 12 + 4 + 2 + 0.66 + 64 + 0.35 + 0.14 + 0.04 + 14
Dose No. of T.6. 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) (nEq/L) (mEq/L)
0 6 21 114 14.9 0.57 0.36 9.8 6.7 146 4.56 106
+ 6 + 17 + 1.5 + 0.06 + 0.03 + 0.3 + 0.7 + 2 3 0.46 + 3
1000 6 16 119 16.2 0.63 0.36 9.7 7.0 145 4.65 106
+ 6 + 12 + 2.8 + 0.08 + 0.03 + 0.3 + 0.6 + 1 + 0.31 + 1

Each value is expressed as mean®*S.D.
% : Significantly different from control at 5% level of probability
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Table 19 Incidence of necropsy findings of male rats treated orally with 1,3, 5-trihydroxybenzene in the 28-day
repeat dose toxicity test
After treatment period After recovery
period
Dose (mg/kg) 0 30 100 300 1000 0 1000
Organ : Findings (rade No. of animals 6 6 6 6 ) 6 6
Lung : Black spot - 5 6 8 6 6 6 6
+ 1 0 0 0 0 0 0

- : Negative; + : Slight



Table 20 Incidence of necropsy findings of female rats treated orally with 1,3, 5-trihydroxybenzene in the 28-day
repeat dose toxicity test

After treatment period After recovery
period
Dose (mg/kg) 0 30 100 300 . 1000 0 1000

Organ : Findings Grade No. of animals 6 6 6 6 6 6 6
Lung : Black spot - 6 5 6 6 6 6 6
+ 0 1 0 0 0 0 0

Ovary : Cystic ovarian bursa 5 6 6 6 5 6 6
0 0 0 1 0 0

~ : Negative; + : Slight

14
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Absolute and relative organ weights of male rats treated orally with 1,3,5-trihydroxybenzene in the 28-day repeat dose toxicity test

Table 21
< After treatment period >

Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Thyr. Pitui.  Adrenal Testis Epidid.
(mg/kg) Animals (g € (® (& (® (® (2) (mg) (mg) (mg) ) (&
0 ) 332 1.95 10.71 2.52 0.75 1.21 0.58 26.4 11.7 48.9 3.03 0.75

Absolute +35 +0.07 +1.35 +0.28 +0.12 +0.10 +0.10 +2.5 +1.4 *+2.6 *+0.29 +0.08
30 6 327 1.96 10.25 2.52 0.78 1.12 0.51 25.5 11.3 57.0 2.92 0.71

+30 +0.04 *1.15 +0.28 +0.10 +0.15 +0.08 +3.2 *1.9 +7.9 +0.20 +0.04

100 6 330 1.87 11.01 2.62 0.72 1.10 0.54 24.1 11.3 54.0 2.94 0.74

+14 +0.05 +1.04 +0.20 +0.12 +0.07 +0.05 *+20 +1.2 +4.4 *0.15 +0.05

"~ 300 6 331 2.00 10.64 2.71 0.67 1.19 0.54 27.6 11.8 53.0 3.07 | 0.79

*+15 +0.07 +0.71 +0.23 +0.07 *0.09 +0.10 *+2.5 +0.8 +4.8 +0.26 +0.03

1000 6 312 1.96 12.62 2.47 0.66 1.13 0.44 28.4 10.6 50.1 2.82 0.71

+8 +0.09 +0.83 +0.14 +0.06 +0.06 +0.06 +5.9 +1.3 +8.2 +0.31 +0.09

0 6 332 0.59 3.23 0.76 0.22 0.37 0.18 8.0 3.5 14.9 0.92 0.23

Relative @ +35 +0.05 +0.18 +0.07 +0.02 +0.03 +0.03 +0.9 +0.1 +1.3 +0.08 +0.03
30 6 327 0.60 3.13 0.77 0.24 0.34 0.16 7.8 3.4 17.4 0.90 0.22

+30 +0.06 *0.15 +0.06 +0.03 +0.02 +0.01 +0.6 +0.3 1.5 +0.14 +0.03

100 6 330 0.57 3.33 0.79 0.22 0.34 + 0.17 7.3 34 16.4 0.89 0.23

+ 14 #0.01 +0.21 +0.04 +0.03 +0.01 +0.02 *+0.5 +0.3 +1.7 +0.04 +0.02

300 6 331 0.60 3.22 0.82 0.20 0.36 0.16 8.4 3.6 16.0 0.93 0.24

*+15 #*0.03 +0.16 *0.04 +0.02 +0.02 +0.03 +0.8 +0.1 +1.2 +0.07 +0.01

1000 ) 312 0.63 4.05 0.79 0.21 0.36 0.14 9.1 3.4 16.1 0.91 0.23

+8 40.03 +0.28 +0.05 +0.02 +0.02 +0.02 +1.38 +0.4 *+2.5 +0.10 +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
%k - Significantly different from control at 1% level of probability
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Tahle 22 Absolute and relative organ weights of female rats treated orally with 1,3,5-trihydroxybenzene in the 28-day repeat dose toxicity test
< After treatment period >
Dose  No.of B.W. Brain Liver  Kidney  Spleen Heart Thymus Thyr. Pitui.  Adrenal Ovary
(mg/kg) Animals  (g) (g (&) (g (g) (2 (g) (mg) (mg) (mg) (mg)
0 &) 209 1.86 6.04 1.57 0.48 0.78 0.45 21.7 12.6 63.8 79.7
Absolute +13 +0.03 +0.41 +0.03 +0.08 +0.04 +0.08 +2.3 *1.7 +5.9 +13.2
30 6 210 1.81 6.31 1.68 0.47 0.79 0.49 21.2 13.2 66.0 80.6
+13 +0.07 +0.59 +0.14 . %=0.06 +0.05 +0.10 +3.1 1.5 +£13.0 +12.1
100 6 217 1.85 0.46 1.64 0.49 0.80 0.50 21.5 13.2 63.3 84.7
+20 +0.04 +0.80 +0.22 +0.08 +0.09 +0.08 +3.9 +1.8 *6.5 +12.2
300 6 209 . 1.83 6.05 1.68 0.41 0.78 0.44 21.6 13.3 56.7 78.3
+13 +0.03 +0.41 +0.13 +0.05 +0.05 +0.13 +3.8 +0.9 +4.1 +11.9
1000 6 212 1.82 6.67 1.75 0.52 0.82 0.45 26. 3 12.2 63.3 88.3
+14 +0.05 +0.59 +0.18 +0.04 +0.05 +0.08 +6. 2 *+1.6 *£2.6 *21.8
0 6 209 0.89 2.89 0.75 0.23 0.38 0.21 10. 3 6.0 30.6 38.0
Relative @ +13 0.05 +0.14 +0.04 +0.03 +0.04 +0.04 +0.9 +0.7 +3.7 +5.5
30 6 210 0.87 3.01 0.80 0.22 0.37 0.23 10. 1 6.3 31.5 38.7
+13 +0.05 +0.14 +0.05 +0.02 +0.01 +0.04 +1.3 +0.7 +5.6 +7.2
100 ) 217 0.86 2.98 0.76 0.23 0.37 0.23 9.9 6.1 29.4 39.3
+20 +0.07 +0.14 +0.05 +0.04 +0.01 +0.03 +1.4 +0.4 +3.7 +6.0
300 6 209 0.88 2.90 0.80 0.20 0.37 0.21 10. 3 6.4 27.3 374
+13 +0.06 +0.09 +0.04 +0.02 +0.02 +0.05 +1.4 *0.6 +2.6 *=4.0
1000 6 212 0.86 3.15 % 0.83 0.25 0.39 0.22 12. 3 5.7 30.1 42.2
*14 +0.05 +0.12 *0.07 +0.02 +0.03 +0.04 +2.2 *0.5 +3.0 *+12.4

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

#k 1 Significantly different from control at 1% level of probability
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Absolute and relative organ weights of male rats treated orally with 1,3,5-trihydroxybenzene in the 28~day repeat dose toxicity test

Table 23
< After recovery period >
Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Thyr. Pitui.  Adrenal Testis Epidid.
(mg/kg) Animals  (g) (8 (@ (& ® ) (® (mg) (mg) (mg) ® (g)
0 6 376 1.94 10.87 2.81 0.79 1.24 0.58 24.7 11.9 60.5 3.15 1.08
Absolute +16 +0.02 +0.42 +0.22 +0.15 +0.09 +0.12 *+2.6 *0.9 +8.7 +0.18 +0.17
1000 6 376 2.02 *+« 11.10 2.79 0.87 1.25 0.46 27.4 12.0 54.5 3.21 1.09
+29 +0.05 +0.91 +0.30 +0.12 +0.11 +0.10 +2.7 *1.7 +5.6 +0.22 *0.13
- 0 o 376 0.52 2.90 0.75 0.21 0.33 0.16 6.6 3.2 16.1 0.84 0.29
Relative @ *16  %0.02 +0.05 +0.04 +0.04 +0.02 +0.03 +0.6 +0.2 +2.1 +0.03 +0.04
1000 6 376 0.54 2.96 0.74 0.23 0.33 0.12 7.4 3.2 14.5 0.86 0.29
+29 +0.04 +0.11 +0.07 +0.03 +0.01 +0.03 +0.8 +0.3 +1.4 +0.07 +0.02

Each value is expressed as mean & S.D.
@ : Relative organ weight per 100g body weight
*k ¢ Significantly different from control at 1% level of probability
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Absolute and relative organ weights of female rats treated orally with 1,3,5-trihydroxybenzene in the 28—day repeat dose toxicity test

Table 24
< After recovery period >
Dose No.of B.W. Brain Liver  Kidney Spleen Heart Thymus Thyr. Pitui.  Adrenal Ovary
(mg/kg) Animals (g (& (& ) ® ® ® (mg) (mg) (mg) (mg)
0 6 223 1.90 6.03 1.69 0.47 0.80 0.37 22.9 13.8 69.4 86.0
Absolute +19 +0.07 +0.67 +0.18 +0.03 +0.08 *+0.06 +3.4 *+1.2 *56 +19.5
1000 6 226 1.85 6.05 1.65 0.48 0.84 0.39 22.5 13.7 65.4 79.7
*11 +0.06 +0.37 +0.20 +0.05 +0.04 +0.10 *t1.8 *1.1 +6.2 *8.6
0 6 223 0.86 2.71 0.76 0.21 0.36 0.17 10.3 6.2 31.3 38.7
Relative @ +19 +0.06 +0.14 *0.05 +0.01 +0.02 +0.02 +1.3 *0.3 *3.6 *+8.1
1000 6 226 0.82 2.67 0.73 0.21 0.38 0.17 10.0 6.1 29.0 35.4
+0.03 +0.04 +0.9 +0.5 34 +4.6

+11 #0.056 *0.12 +0.07 *0.02

Each value is expressed as mean &= S.D.
@ : Relative organ weight per 100g body weight
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Incidence of histopathological findings of male rats treated orally with 1, 3,5-trihydroxvbenzene

Table 25 -1
in the 28-day repeat dose toxicity test
After treatment period After recovery
period
Dose (mg/kg) 0 30 100 300 1000 0 1000
Organ : Findings Grade No. of animals 6 6 ] 6 6 6 6
Lung . Hemorrhage with hematoidin - 5 - - - 6 - -
crystals + 1 - - -~ 0 - -
Accumlation, foam cell - 5 - - - 5 - -
1 - - - 0 - —
Heart : Myocardial degeneration/ - 6 — - - 5 ~ —
fibrosis + 0 - - - 1 ~ —
Liver : Microgranuloma - 4 — - — 6 - —
2 — — — 0 - —
Kidney - Cyst, solitary 3] - — — 4 - ~-
0 — - ~ 2 - -
Basophilic tubules - 3 — — - 5 — —
3 - — - 1 — —
Hyaline droplet, proximal - 1 - — - 2 — —
tubular epithelium 1 5 — - - 4 - —
Urinary : Cellular infiltration, - 5 - — - 6 - —
bladder lymphocyte, submucosa + 1 — — - ¢ - —
Prostate : Cellular infiltration, - ) — - - 5 - —
lymphocyte, interstitium + 0 — - - 1 - -
- : Negative; + : Slight; ~— : Not examined
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Incidence of histopathological findings of male rats treated orally with 1, 3,5-trihvdroxybenzene

Table 25 - 2
in the 28-day repeat dose toxicity test
After treatment period After recovery
period
Dose (mg/kg) 0 30 100 300 1000 0 1000
Organ : Findings Grade No. of animals 6 6 6 6 ) 6 6
Spleen : Hematopoiesis, - 0 - - — 0 - —
extramedullary + 1 - — — 2 — -
+ 5 - - - 4 - -
Deposit, Hemosiderin - 0 - - — 0 - —
: + 6 - - - 6 - —
Thymus : Hemorrhage 5 - - - b - —
1 - - - 0 — —
Thyroid  : Hypertrophy, follicular 5 ) 6 6 4 6 6
cell 0 0 0 0 2 0 0
- : Negative; + : Slight; +f : Moderate; — : Not examined
spinal cord. sciatic nerve, irachea, stomach, smali intestine,

No abnormalities were detected in the brain,
large intestine, bone marrow, lymph node, pituitary, parathyroid, adrenal, testis,

from animals of control and 1000mg/kg groups.

epididymis and seminal vesicle
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Incidence of histopathological findings of female rats treated orally with 1,3, 5-trihydroxybenzene

Table 26
in the 28-day repeat dose toxicity test
After treatment period After recovery
period
Dose (mg/kg) 0 30 100 300 1000 0 1000

Organ - Findings Grade No. of animals 6 6 6 6 6 6 6

Lung : Hemorrhage with or without - 6 —- - - 5 - -

hematoidin cristals + 0 1/12 - - 1 - -

Liver : Microgranuloma 5 — - — 4 — -

1 -~ - - 2 - —

Degeneration, fatty, - 4 - - — 4 - —

hepatocyte, periportal } 2 - — - 2 — —

Kidney . Basophilic tubules - o) - - - 5 — —

t [ — — - 1 - —

Cellular infiltration, - 5 - - — 6 - —

fymphocyte, cortex 1 1 - - - 0 ~ -

Spleen : Hematopoiesis, - 0 — - — 0 - -

extramedullary + 6 - - — ) — -

Deposit, hemosiderin - 0 — ~- - 0 - —

+ 6 — - — 6 — -

Thyroid : Hypertrophy, follicular - 6 6 6 6 2 6 6

cell + 0 0 0 0 4% 0 0

- - Negative; + : Slight; — : Not examined; a : Examined the animal with a macroscopic abnormality in the Iung
Significantly different from control (¥ : p<0.05)
spinal cord, sciatic nerve, trachea, heart, stomach, small intestine,

No abnormalities were detected in the brainm,

large intestine, urinary bladder,

thymus,

hone marrow,

lymph node, pituitary, parathyroid, adrenal, ovary and uterus
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