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2. HABRIEmME

21 HBRES
R-1133

22 HEBXRE

1,35- PV e R N80Ty b2 VORI K55 EMELEENT
B

(30K © A reproduction/developmental toxicity screening test of

1,3,5-Trihydroxybenzene by oral administration in rats)

2.3 HEBRE®

1,35-h Ve Fafo_o¥rgz, 7y MORER 14 HREIEAORZEHM 28 LT
WIRRATH £ C. T > MOIXARERT 14 H B M OSEHIF I QN AR HI R A0 L TR
SLIBETEE L, MHET v NMISTORE, RrCHIREE, SRITE, ZHE O
Were EOLETBAEIZRIETEEZHMBENICRFT O EZAME LT,

2.4 AEREEEE
EAREE EXReNR FTETEMR (R ELXENR=E
T100-8916 WHRHETRHAXENE 1-2-2

2.5 AEZERE
KBAXEHARV VY —F o 7 —
T151-0065 HEEEAIX KINET 36-7

2.6 AERFEER
R SHR Y Y—F & —  HERIENERT
T412-0039 Frfm REES A E L 1284

2.7 BEBEYME
Z2 : 1,3,5-F Ve Rk ¥
CAS & & : 108-73-6
BHRAREREES (3)-554 ({bFEiE)
AFU : 201356 4201
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2.8 HAEBRBE

A BRBA 5 A : 20134 10R 7R
i A faf B © 20134 10A 9H
PER ) E H R A : 20134 10K 18 H
EBBRMG A (5B A)

© 2013 10 A 28 A
AN B A5 H © 2013%F 11 A 11 H
HEE S H © 2013 11 8 25H
Sy B iR A © 20134 12 H 3 H
e mEAGAR  © 20134 1283 7R
B BRi& T R © 20137 12 H 13 R

KB TH FEAREREKLTH)
20145 2 H 2648
AEKTH : 201448 3 H 27H

29 HREES
MABHARY U —F o s — HEBHSRET A

210 HEREZHE
RRFHLE :
WRMBERTFRLE
B A A AR
Lot BT H
HERATEE
et AR AT B AR

211 HREBRAEOEHEMEICEEZRIILEZEELNIBEZERHDL VLT
ALELHSBESTVICHRFEECKDOENMZ &

HREBREO LFH (EES 0 3110) &, B4 BISHAROKRNIZ LY KRBT
v, AW 14 U 13 LAY, EMOREENE (22 ¢) XFEBEOMO LEY
EOxBHO®M (—13~17g) LHBLTEBCEMBTH-~, LEB- T, KR
RSB L RE LA RERND B0, AFICBIT A 4 HOKE, 14
BEROMFFRALEAMELCICINEROES 4 BHOALFFE, L CIREIZ DOV TR
SHERMT X W RS L T,
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212 EBHRE

HBAEERA GRRIEELFELED) | LEXE, EF—¥, BEEHE (&
BREEDFEALZET) ROEA (HBRUERERBZET) IHRRSHERY U H—
Fv v F — ST O G BHR T M R BRI S EMRET 5, HIK
THOBFIZOWTIE, EAESBEERAE N RDES S M EE L F e LR
SHAV VY —Fe ¥ —THEL., TOLBERET D, B, RHRGFICHL
BAL7e VIR HE R AR R ONILIE I I LT,
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2.13 HEBHEEHEDER « LD

o070 [
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3. E

1,3,5-F Ve FeF xR Braes ) 7o iE s H.100,300 £ TF 1000 mg/kg/day
D ERT, | BEMES 12 IED Sprague-Dawley & SPF 7 v M, HEIZIZAECAT 14
AR M OZRHIM A2 L CHMATH £ T 28 B, MHCIZRCAT 14 B R M O3 Bl ]
W ONZ AR 2@ L Torifetk 3 HE T (40~46 A 1 A 1 [EREOKE L, HEHEE)
MR 5 BB R AT O W THIIEEICRE Lz, 228, STIEEC I3
KThHorA Y TmERS LT,

3.1 ST T HEE

1000 mg/kg 5B DM I W TR BN EI AR O O v, FIFEDOME 7 41 53 4 R K HA
B D VITREP THET L7, 1000 mg/kg & 58 DOHE M U 300 mg/kg LA L DR GO
B W THRBREEOHMMAE O b, FRIBOFHMAEHRE 1L, MEL S
300 mg/kg UL E OB G HICE W THAAZE & L CIER LB AR O REK/18 5 A 78
bivlc, H 4 BOREWITOWTER L7 R LT BIE TR, 300 mg/kg L O
ERZBOWT T RO Ty MEEZ R LA, TSHIZIEWME 2L BIA LN R o7z,

3.2 EWREICHT HEE

MBI DR R DM FE TOEFMHEARICT 2B IEICBRmE &%@%@iﬁb
biviginolo, LAl 1000 mg/kg B EHIZBWTE LW ESERZED L, =
K¢5%t%§%L\Wﬁfﬁﬁiﬁ%ﬁ&hf%é:kﬁ?%ﬁ#otoit\ﬁ
HCTHERENMUMEA T L7, 300 mg/kg & 78 CRIERMMAMNEE L, 100 X
300 mg/kg EHBECBWTINAERRE AR 4 HEGENRMEE 22ES B S, #
BREHRE L OBEREDbN T, HAEROKRLE HIE TIE 300 mg/kg LA EOR S
IZEWTC TSH O S ERFED Hiv,

INOLDOERML, ARBEHTICRTS 135-M e FrF X B romEEe
BEEROEFMEEIL, AL HIZ 100 mg/kg/day TH D, W@iﬁ%% DV TiE
300 mg/kg/day. MDA AEHERE K OV A RSO T 100 mg/kg/day % D EHIE S
i,
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4.

il

EABBEEEALREEEAREMELEFRBORFIZCLY, 1,3,5-FU &
Faxo_oPrody haAVERNBEEICXLAEE FHEAENRBRE2ER L
DT, TORBEWET D, 2B, KRBRIIUTOREELETL, VA FT74 5
VEHL U T L 7=,

4.1 GLP £ #
o THHAFWES IR AR L T+ 2 BRI CB T 5 KU
(GERE 2345 3 A 31 AP, #AEFREE 0331008 SREASHEEXKENRE. F
AKX 23-03-29 BRI 6 BRRAEXEMEEERK, BREEHED 110331010 53R
REEREGREBRFEEBED)

4.2 HAEBAEZFICET B
o THHILEYEEIHRAIRBRO FIEIZOWT)
(ERk 234 3 71 31 HEFO ., JRAEREE 0331007 RS MEERELRDE.
B 23-03-20 BIFE 5 BRFEEEUEEELXRE. BRIBRMDCIHKEE 110331009 58
REREREBRHEILA)

4.3 B EAL
o [EHMOEERVCERIZET HILEE]
(BF1 484 10 A 1 AIERESE 105 5)
o EBREMYOEE L ORE I OV OB IC B4 5 H Y
CERR 18 4E 4 A 28 HEREAH 5 /RE 88 &)
o W EBROBELREBIMTETARNTIA )
(AARZFM 3 PRk 186 H 1 H)

ek, ARBRIIRBHEROBMEREBESOATE (KREF : G130297) 2R T,

ARBRER D ED D ERBYOEHEEOBAICET 2 (st A Yy Vb —F&
Z— B EERTES) (TR THER L,
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5.

5.1

5.1.

ABMBERUFE

HEYPERUVAENE (EE)

1 WERME

UTCrd#BRmE 2R BN L, s, M LB E I oW TR b
RAIZB W TAKBRBAGBATNICHRABRIN A7 PAOREIZ LD MEPHERINAT VD

[l]o

4 B

CAS &=

B AR R
R E

B2y FE
%

s

TR

flifE (HPLC)
MEHIREE (20°C)
2N

t

ZEM

AT i 15

RAF S BT

BHW LorE

1,3,5-h Ve RefFoX B
108-73-6

(3)-554 ({b5{iE)

Rl bak T¥R S

JAMSI

CosHeO5

OH

HO OH

126.11

99.9 area%*

fi] {4 *

i i~ Ay A

SRR PRI AR NN S

M ERT — 4 v— MCEAIEREN e DOSET @S S
NTHELT, @UREHFETIEBOWTEREE ST
D, REMMKETH., BREBRYEORNRIL A~
Mg RlE Lo R, SR AR O R HEEAER & IZIZTH
AR bRl REWBEZBLTEETH >
7o &I Uiz,

WML RT—F L — M T, MUARRESREE LTEHE
HBEEBRLAKE L, TEETAEZRETLHLLT
BY, IWEMETOH T AT AT (AFEIR
KR mEEAN (BEIEE : 1~10°C, FEHEE
3~80CH**) (ZIRFFL., HRBRIIERT A2 KE L,
HER W TEET R B ARATE . 5 2 W70 4 PSR
BB R O AR W) B A5 T

R, IRKEOKRIE E Oz 5, **
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TR E DML - HBRME 1 g ZREREE LTREL, BIHRBEAD
PR TR OIRRITETEREL T,

* B TLRBUREE IS

w WEELHERST -8 v— MoESK

wek L AFNLBMHBK T £ TOR

5.1.2 EME (BEIF)

2 : il R

g : NS5

HETC : A BB R A &t

oy EE : 38131

R AT 71k : =g

TRAZ ST : B SRR 2 MR 4 BB B R s

B, MEYEICOWTE, RlcEExN M135-F e bFedxrXrE8ro7
v hEHWS 28 HEIRERN®RSHZMLRR ) RICBWTREROEAE L L THWS
N4 THERESESDE E L TERLE,

5.2 k5%

5.2.1 A &

SN EROWRYE A ISR Y . R TERLSE. HhEr &
TOMATHRBERTARLY VX —IZB L, Wk ABELERTRENL, FITH
EWEE L 2% X o Ik 2N 2 THEENR I L7,

5.2.2 R#E

TR WBRMERGRI~ A F v 7 AFZ =T —THRBPLEDL L AFEAS &
BT T AN T Le, £, dREORSICHERT LAY 7mb 1 HERASZ
CE T T AT L, TSNS LERERIZG T (GEEN, SHIEE -
1~10°C, FEMIRE : 3~6°C) ZRFL. WHABEZ 0H & LM% 7 BUNIZERL
776

5.2.3 ZEHRUVY—H

FV T MAEERE T 5 AKEHRYE D 0.5 & T 200 mg/mLiREEDOBREBRKRIZOWT, 1§
BT A AN, WA (WMEBEN, BHIERE : 1~10°C) T 8 HI#, FIZ=EET 24
REHIRAFE LT, <R F v 7 RFZ =TT LIZEE, BENODH -THDZ &
MR ICBWTHE I TS, [3]

13
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5.2.4 %Fiﬁ&mu&vﬁ_'lio)ﬁmu
ENICIES SER APBE i SL hal IAA

L7 A ODWTHPLCIC AW RERZRAIT L, FOME., R REE
%/7meE&FVE?\‘i%51m0%\W@Hﬁ10536%f%@
100.0£10.0%. ZEh{%% -

FRAEIFANY G RRE B R

FREOHBRMEERSHED L, P, Tfibhﬁ
X H %
Wb
10%LN) Tho7o, H

W EHEY)E . HPLC ¥ AT LR VAESEIZULTOmML TH - 7=,

[(FEHED S ]
WRMEO—MEREME L LTHEMLZ, (RE
EWME R BT N OSSR E R (FE - EMERE : 3~8°C)

[HPLC ¥ A7 4]

YrET B AT S AT AR AR AT

i 4 R OV S

A==

HPLC 2600 LR L— g L ETS a0 — L
& H 2R 2487 F = 7 4 AUV/VIS & H8S

FNMHER SL=T LV u~ kST AT x—

Waters Corporation

[HPLC #HIE 4]
BT A CAPCELL PAK C18 AQ

(4.6x250 mm,

3um, HRASHE L)

40°C

B EH FEIAK/ A 7 —/) ERRIE (60:40:0.1 v/v/v)

&= 0.5 mL/min

Fr UV (& 225 nm)

57 B RE R 10 min

FEAE 10 uL

Yo TN RIERE 10°C

=— R PR BE

& NE )T

(ﬁ'JTI?JII’E'W M 7E (5] £ HENK

1 3 W (VAT LESHH)
2 3 EREER EEH)
3 1 B FEHIFE 0 20 mg/mL HE B - EE
4 1 B EERFEE 20 mg/mL BIERE-FB
5 1 BIEEBFE 20 mg/mL BIERHE-TE
6 1 B EEBFE : 60 mg/mL BlERHE- LB
7 1 B 7E WK 60 mg/mL BIERE-FE
8 1 BE AR - 60 mg/mL BIERE- B
9 1 B ESRBEE 200 mg/mL BITERE- EE
10 1 B EEBEE 200 mg/mL AIERB-TE
11 1 B EERRA 200 mg/mL BIERE-TE

14
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5.3 HEREYERUVRMKOEREH

BERBETA R4 XV T o wmEERAWERBERALE L AN TEY, Ek,
MAE#GHMRER, AWMEAEERBICECHVLL, BEAR< AL TEY &
BRENBETCHARMABIRLE, £/2. T135-FV e Fnfxs oo v b
ZRDH 28 HREIREE D EGEFEERR] RIICBOVTLIRIZHKO T v b2MEHA ST
W5,

54 HERHY

Sprague-Dawley 52 SPF 7 » b [Crl:CD(SD), HATF ¥ — /L & « U R—HK St
BEARMEBTEZ—] OMES 62 L FnEhn §HEETATY L, AWAZEIME 1A
LT, 3HHOBRERMMAEET 20 A, B{LEEF L7z, ZOM, —MKEEZEH 1
EEEL, AEEZHIE 1. 3, 6. 13 X 20 BT L, Bio, #Hiz >0 THIHER
THICRENORKELZMZ L TRXAHEOBIZE L, HicHoWTIZESH YL 4~17 H
OB L., 2HOALL EEMBEN S EEEZREOREE LT4~5 HOMY T
ERTHb0&ERHE L, HEABMANOFELRA -, ZORKR, FEHEBRIITEY
XA LT, BB T H ORI IX., B 352~474 g (E¥) 1 427 g) | MEAS 225~300 g
(¥ :255g) ThHo ., MHEL L TFHHEL20%UNOEKREHBHE CH-~, F/o, HO
BROMZTIREFEIAON T REERNSERBICELZREAHTH 2. L L,
— R W THE [ TIZRARNZED L, ZOfKEED M SILoERIC R
WHRHL LT, TN ZREE LD HEMES 48 ILE FNFNBIRL T 10 BT
AERICHEH L,

W) o RBRFIEECEY.. BB EHIIHEES 60 L TH o720, EREICIEE 62 ILAMASH

7=
5.5 Haolr
ATEIC R SN =B R OB, MEAEFRICIE SO TR ST MEHES 48 PLit,

BB (KERMRA) ORREZRECEHOFEHYERENTELETHELRDL LD
KR HEIS T 72, BEROEFFIIa sy Ea— 2207 ay 7 BEER O#AE S
HEOHAGE DY (o y 7EEETHLELRBELER L, ABRELOHERNORERE T
HEEERIZEIE Tle) TITo7c, AT OIS 14 TEEMEABIREOM 5
PLid, B0 A, BMEREEMLEEICBE L THRRA LR L, Y Ot 9L
AR FE & L TRk E L7, REICHW R o 7o/o, Rk Tk, BimE
HEMREICBE L THABRNOERS LT,

5.6 FHBEEH

BT L 21~23°C (B & : 23+3°C ) AR L 50~62% (RF A &1 : 50£20%) |
Ba B 10~15 [B1/1 HERE], BRAA 1 H 12 HE[E (07:00~19:00) (ZHEFF L - R 5 = (FF
HFHEED 901 FE) T, 794w hRAF UL A8MEY—Y (W 254 x D 350 x

15
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HI170mm: Y — Rz o=7 U o ZFHERaH) R 2ROV TREBINCIE Lz,
R, R 17 BLABRIE, K& (RYA M7 Lb—7  BAF ¥y — /LR« ) R—HA
fh, 2y &R 12013-3) EANL T TAF v s By —2 (W340xD400xH185
mm: BARZ L7 HRADH) 12 1 BT EWNAE Lz, SR OCEEIKICONTiE, BEE
BB NMF B BRI A ) = o Z VB T ERAS® . vy PS5 :130718.130822)
T OAE K (EBRSE i AEK) 227 0 L 2GS AR KER H 20 ITHAK
MEHOTEFNEFAHHICERS Y2,

57 fAH. KHKRUVEKBETORAYME
R R R BEF OBREAMEIZ O TIE EA L7 e v MZ-2WT Eurofins Scientific
Analyt1csfs‘éﬁm$§ﬂ7ﬁ SRR A AF L. BB KIZ DWW TE, AEEIZER L 72 KE
S EZEHE LT v 7RSI FE4ED ITRBEL, oM REAF L,
_ME@*ﬁEF%i DR, REIKE RS R ORERAME N ABREEI T EEL 525
ARERMEDR NI L 2R L, STEEHFOEL 2 kir L1,

5.8  BYOEI

BYiE. AWRICEAORSHAH SN/ BAZEEZLEE U CEEHE L. B
ST RIE, 1000 OALHEE, 100 DALAPE, 10 & 1 DAL AEERE S 2 RT 4 froEmE
BEREL, AB VIl icasTan, RBES. BHRK, B &,
e, BES, TEES, FimTER () | KR E (ME) ROHkE (1)
AT LT ERERL T,

5.9 BRERR., BRSHBRRUVESEHEE T o DERER

BERRIET, A RITA I URDFEEZRIRL-, &5 HRIE. B CIEREH]
14 U, ZECHAM Z@ L oMU £ Cco 28 U, MECiIzcBinr 14 U B, 2284 R
MOERMIMAEBE L Col% 3 BETE L, B, ARBIZBWNTOMK% I B ET
FG LIS O &R EBIRIL 40~46 DR & 72 o7z, &G REIIUE K GHR T—ik
MciThbhTWh 1A 1EE LT,

510 ®&E5AHE

BhHLHEE, TomBEIBNWT—RIIZITDAZMBIRAKRE E L, B5EY
SmL/kg AEOBLGERET, BY U FE2HNT 1 H 1M, 08:37~12:10 OFEIZ&E S L
oo Te2L, EFICDBPFTHS BT DK T A>T, 14:27~15:51 OMHIC
BELEMN, 17:00 ETICHERET LD Z8MIc W TIEY U o5 T h7%
molz, RBBEICITEROLZEZRRICELS Lz, BRI 0RGRER., RAROK
EHRILIZEILE,

16
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511 EHEERUHERK
581X 100, 300 %O 1000 mg/kg/day O 3 B L L, <THREEZINZ 4 BEERE L
o 1LY OBMEIIMERES 1288 L7z, BEEEREEKICRLTE,

HEAE
S -.e”-.- —
T ﬁgi) %ﬁﬁﬁf ﬁiﬁi | B | BwEs
wme | o 0 S ol A I
ERER | 100 20 5 g | |0
WAMERE | 300 60 5 g 5| e
AMER | 1000 200 S A A AT

512 EEE=DHRTERM

BHEF, BICERIN- 28 AMRERNESEEHHAR RIOBRICE SV TEE
L7z, BB, 1,35-h Y B Raxs~_2F % 100, 300 KON 1000 mg/kg/day D %5
BETT7 v MIEEEUER, 1000 mg/kgk S HOM B W THRBEEN ML,
M%wﬁﬁﬁ’FWtﬁmﬁkﬁﬁ%htcit\‘ﬁwﬁKEWT%E%m@Wﬂ
AR LTz, —FH, MO LWL ORI LM ISRy E &SI L2M
ENLITRRO b ol Liznos T, Faﬁgéﬁ@aflﬁtﬁfcﬁﬁacisw‘?é%‘kiiﬁzi
HIRROBE LA T L TA2HBMHEEENRTHEINRS 1000 mg/kgr B AHEE L, LT,
ZNEEAY 3 TR LC T 300 U 100 meg/kg# N E N R OMERA&IZHRE LT,

513 HERUBEEDODALEE
RBEUOER X, &E5HGUERSE LU, BRE 1 UG 7T UEKRE 1R, ZEMT
Hea@diRoH, D& THAWMBEOH (£%0H) L7,

5131 — %K RE

SRAEIZ DN T, 5 B i’ﬁ? B 3E (5T, #5EE%ERLOEE 1~3 BFFEHE) |
TR BRI LA, R R, RERE, B3, TEIXCY O RE o4 L2 E
gL,

5.13.2 K&

EEEIZONWT, ML HLICREAROREHEF (FEoR) 3H%E5 1, 8, 15 &
22 H, HIZHEIZHMRE, HIZEIRO, 7, 14 XT'20B, B OMN4 BIZEESL
BIE LT BIEE, FRICOMETHRERINTZMEDOHE 0 BOKEELZRWT, 4
AP OBERICITRo7, BE, ROBEHDVIIHEIROETLTHIZLY SOHICHE

17
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N EGHMEN- S ot lEIC O VW TITREHASERENO-D Y ADKES
HE L=,

5.13.3 Eiis

EERICONT, MEREE BICRERTO®RE 2, 8§ RON15 B, HICHEIZMER 1, 7, 14
FO20 B CNWCHE 2RV 4 AICAMMEZHE L. ATAOKITELO£%4 1 AENE
ELTEHLE, MMEROEME L L ICTRITORERNZAIE LT,

5134  IEERE
HED 2R (K122 T R TIEA F B SRR AED B D T R ERTIC IS & R
L. seBERTR SN 5 5000 f (b L AR 2 & 0 BE R 2 RIS O dRIE & L, %15
K H OF6 170 & ORI % Co R B (K & 3-</o, ZcRLSAR 1R 45
DT DA R I T,

5.13.5 X

ZEHTR G R T &, W RN OMEREZ 101 TRERE S, B, BEREES
HWVEERFICET2HER L bORRBHRN A Lz, REEGHEEZ 0 R & ER
LTRBETICE LA EZ RO, TORSHIHRIERE 14 HRERELEZND, £
BN AZRCPAEARTE 6 A LINIZA R LTz,

5.13.6 STRBRUOBEE

RN LT MBI, R 21 B2 E 25 AOFaiE ¢ 1A 218 (FF1. &
%) . oG RAEMER L, KRN H LD KT ETOHKEEELHME L,
I RIS G0 T ERITIER 25 B OF%IC 5.13.8 THO R FEMm AT (UL
L. iz L OOMEE 25 HICE > TH OB KT LARWEEIMIZ >\ i
FOHLBBEEMGE L, DB T LEBESIZ O VT, BB M OCER O K&
CHEROREEZEE L LToMeREZHE L%, (HAERZHEIE, WHE 4 HIZ
MHFRECHERLPREAREICH L 72, RAMAFITIERED, SREOCEALOR
REELHEEE L CHEIRELZEE L, E. MR 25 HOFRIE TIc otz it
T TERNICZBEDRRD A EKIC O TITHERME OOERE YA D2 &b
WZREDORELZBIE LT, MBRICERPIRBDO O T8I gL AR L
776

5.13.7 HER

A0 HICHAERBAORERZ LKA, 6bE THERKE Lz, HERIAE
Wz G RRFTOATELRIRMICEE L, EHZ2HE L THREZHE L7, SEER
77 ETHEE L TRE L, WEMBTEER 1H, ECROAEEBE L,
BB, ECRIZAREEOFELEL L%, 77 VIR TEEL TRELZ, £FR
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A% 4 RICHEREZHEL, ARBEFOARTELBEZ L CHKRELAE L%, 5.13.91°
DFENVECRIECHER L2 WEFERITIREET ALV @RI, 2k, HERD
REFRMEBNZAT L, MHENICEAEOFEHEEZEH L,

5.13.8 RIBFERE

) FHREOREERE

MERE AT EEIZOWT REREBBIZA Y 70T UFREET T 5.13.9THDO KL E
VDO ORI, EREIARYIET IS L 0 BTt &8, RS R ONCEEES. M En
K OREER D ERT « k42 AIRAIZHRE T 5 & L LICREI O BB U5 RIR B #%
AT, MR 25 ADOFRIE TIZHRERB LA 8, HERSETHED S N
AR LZREWITIYB A Y 7T R F ClRmMELE S, £/, L L=
BENII 3 BB ECOIOREAESR 21T o 72, FIC, FIRAR, KL, RO BIR. BUSIHR.
g BERET) LOSIRAHEL CEHE (M ERE) 2T L, FIHHEOEEN
HRE 100 g4 720 OMMEEERH Lz, ok, WAEOREIELA A ICEES
HE L=,

2) JREMRREMRE
ETOM/EOFRM, B, R LA, pissit, fg GRERET) | IRER, 72,
T K O R A B 5 AL & BRI (HFEE2EFELCEN) L vz ) g
10 vol% A< U VIR CEELE (7770, BREEROKERE LRI 7 U IRTHEE L
%, U UBERRME 10 vol% /b~ ) VRICEH L) . F£7o, MoHIm CidaHERIC
BWTHEEKOERICARMELDIHED NI, ZNHORTORERE LU R
BESPIOR —28BE 2L, U U BERERE 10 vol%dh /b~ U R THEE L7z, MRS
HEBRSINOLOBER, 7740 @ABLEEE, WhEL, ~w XY v xf
Uy (H+E) RORERZ AR L, BRI W CIRMERE 20, TR ORI ARSI
DWTIHEX R L S HE., NI ZEBD - E B &80 B L ORI & xtiREED
Fl—eEERE L TERLE,

5.13.9 mRILEVAE

Ttk 4 BICHBEEREICHR L-BEMEzoMAEREZRSRE L ChH @ TSH.
I DWW TIEHIZ Ty, Ty 2HE Lz, MEMW A OEFRIZS Y 70T VIREETIZE
fEL, ZRENEREBIRD OB L 72 (B8 T 4 mL 2R BRE (RERE
FADVRBE, X/ V=7 F-A— by 7 FUEHRASH) CERL, AR
HEHFEEZHWCTELAROY P F o — IR LU,) @m0 0 (GRT K 1,600xg,
10 o) L. MEEEL, AFROMKIEEEBA CHERERNIZ 4 Fl5 07—
HE L, 4 Bl nBRIEFoEep»0 - v 2577, fo-mniEiis
B TIEH) 0.5 mLx3 A, HAER TIER 0.2~03 mLx1~3 K& H o TNV F 2 — 70 oE
L. —80°C OwmHE (GFA#ME : —70°C LT, FAME : -81~-70°C) 7 L=,
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EHERELERNEHAE S AT 4 IMMULYZE (Siemens Healthcare Diagnostics Inc.,
Illinois, USA) Z i\ T CLEIAJEIZ X D AlE L7z, 725, 300 mg/kg G HE D 1§ (F)
WMFES 3110) FEFRBIBOARTHY, +oRIWERK/LARP O RIT L

inol,

5.14 #REHARMR

5.14.1 NS A—HZDEH
UTORXIC L )RR, SR, SRR OHERPES L0, D%, BHRE,

FEREL R, A REE R,

EICEH LT,

MR, TR 4 HARR, A% 0 R4 BOMLE HEIH S

RIEF(%) = (REESME/FRIEESWED) x100

BREE%) = (MEITFRS S BEOR/ZR LZBEOR) <100
ZHEE%) = (BFHE L =M%/ R LMo %) <100
MEER(%) = (AR EMR/AEIRMEED) <100

EIRE (%) = ERREEZ/EFL <100

SRR (%) = (HERE/FRELS) x100

FEFENL 3R (%) = (FEFEVLEU/ HE R KD %100
HERFR(%) = OERETRE/HERL) =100
HAESR %) = (HBAERSHERE) <100

Hth 4 BAETHE(%) = (A% 4 BOEFRE/HAERED <100
At 0B GEERET) oM = M E R/ HERK

A% OH (ILAEWR) oM = A VR 5/ 4 VK

A% 4 AOVEE =A% 4 BOBATRE/ AR 4 BOEFEREK
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5.14.2 1% E

K EERAER L DEIZOVW TR FMAERELZUTOFIEIZ LV BE L=,
R, RESME (F . &5 1 B~FRA., tf: &5 1~15 3, K 0~20 H,
0~4 H) | #BffE, RENEBEBEH, R (BEEY) REFTCICELEHEK.
AEARHIRT . BRAdR, SAREM. AR E. Mk (A% OoOKRT4H) | BEEELOM
FARAECREMIE, B DI EHER EER AL RS, IR THERXK O FIEIZ
o THREL, BB MU OSBTERECHOVTIEIALDAFHE TREHRIT 217\,
5.9 EICHE SN REMB A7 S ed o I EEOME B E IR L 0 R4 L,

T RE O AR R 7

p=0.01, % 575 KX p<0.01, TE 5 p=0.05, ZH45§ p<0.05, ~E 58

5 07 BT
Dunnett Steel &K Student Aspin-Welch
i E DARIE D LRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
it 8 ¥ 7T o0 A % E AR TE {81 i
% . _ .2 2
MK [ . F*Sl /Sz

(7B, s,7>s,7)

BIRE, pipFE, HAEER, HERFE, AREERROER 4 BAERERIZOV T,
BHOLICEHERCEBERZELZ KD, Wilcoxon DIESLFie T (BB KHE0.05 R TR0.01,
W) 1T o7,

REF, BRER, THRRVHEFRIZ., FHOXESWEK. A2 TR I - HEY
¥, diRME i, BAERHESESIME I VEH L, Fisher D EERRHEEICLY
B (AEKE0.05 RWU0.01, MEME) 21T~-72,
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6. HAEBRER

6.1 —f%IKBE (Table 1-1~1-5. Appendix 1- 1 1-20)

HETIE, BEHHEZEL CRETIZALONT, —REBIZEFEZEO N o T,
WETIE, MR 21 B EFTOB O —MIREEIZ B ﬁ@%h&#otobﬂb\
1000 mg/kg & 5-# D 7€ﬂ (BEh# & B : 4101, 4102, 4103, 4104, 4105, 4107, 4110)
WILHR 23 B2 6 26 BT THRET L, 2 b DN 3 4 (B E 5 :4102,4103,4107)
WIZTRICERESHOKR T, KEETHAWVITICEBEBOREALNREBD SN, #
FLUIM T O —#REBICEE IO bR T,

6.2 {AE (Fig. 1. 2. Table 2-1~2-4, Appendix 2-1~2-16)

HETIE. 1000 mg/kg % 5B O REPMECBBEL TEI-> CTHB L, SRTH DK
BIZITAEREZTRO N2 o2 GBI P OEERNENF ERKRMZRL
7=

MECIE, RECRTR G E TR 2B L TCEUEROKRERIAEME L
UL SEHEREOMICAEREZRREO bR, BAMEF. 300 mg/kg #&
BRICBWTHREEMENEEREMEEZ AL, LML, FHTHOKREIZIZIAER R
ZITFEO LT, IOOOmg/kgTQﬁﬁi’C“&ii&ﬁE?E%ﬂ BITDHECREDBICESLRVE)
YD %AW N IRFEFE I EBEALESEEEH®IE I LR E RN, AFlOKRE
s LY BED @F’?’%Téiﬁb‘léjf))%\ 300 mg/kg B HBEICEB T DALMY
MAROEREENMECOEEHITEGICER L ZZLTIERW & HE L,

6.3 {EfHE (Fig. 3. 4, Table 3-1~3-4, Appendix 3-1~3-16)

B AT G- AR R O A SIS TR S D IR LA BRI L OBICA B R EITR Y
Lo To, EIRFAETIX 100 mg/kg HEHICB W THE 14 HICHEEBEREHEE R
L7z, —RETHO . 72 300 LTV 1000 mg/kg BEHTEATERELRD LR
WZ e O MRBRY R ZEE) & L7, ik OREY T 300 mg/kg HHHEIZER N T
I OKRTVC4BOFEMENNREELLENAEREEL R L7, LU, 1000 mg/kg #
BB 1 flOEA B IL R BEE & Z2EN 70 <, 300 mg/kg E IR T 2 EALMEH O
BHEEOTENIRGICER L TIER VD, HDHNEHDRT 2EEM ORI
TV, HABRORFICENEL, BLEOETICET LI TR LF—DBAIZLES LD
ThYH, EEEHEREITFVEEZ 0N,

6.4 HEEE (Table 4-1. 4-2, Appendix 4-1~4-12)

1000 mg/kg # 58 O Y 300 mg/kg 558 O M5\ THUR IR O ffaseh o OAR =t
BEABIHELE~AERSEL R L7, 1000 mg/kg X GREORH 4 A £ THE LG
o B 10> FRR MR D #E et Je OV b FE B X, 300 mg/kg R G-BEDOMED FH)EZ FIT L
FIZ AR L, FEE, BB B2, BREROCINERIZ OV TEML K O X &
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BEODIIHNERELEAEML OMICABEREIRD DR » o7z,

6.5 H#BEYmbRILEL (Table 5. Appendix 5-1~5-4)

300 mg/kg HHEBHICBWT T KO Ty BB LA ERRMEEZ R L, TSHIZ
IEATHRREELE 100 K TY 300 mg/kg EH L OMICARERETRD N1,
1000 mg/kg & G5 REORH 4 B E TEZE LS7-E 1§ Tk, T;1E 62.7 ng/dL. Ty
(X 1.9 ng/dL, TSH (X 28.20 ng/mL TdH YV, LN ENDOFEE 83.1 ng/dL,
2.6 pg/dL X} 13.12 ng/mL {ZXF U T T3 KO T 3 ARME 217, TSH (3 & 72 m) %
~ LT,

6.6 E&FRFR (Table 6-1~6-5, Appendix 6-1~6-96)

HETIE, B ERO AN BR300 mg/kg HEREICB WO T 2 ROV #Hilic 2
BTz,

METIE, R 4 B E TEHE LG BENT 100 mg/kg B 5HO2F . 300 mg/kg
TS8O 10 Fl R 1000 mg/kg 5RO 1 FlOIFT RIZEFITRD N2 o T,
HARE 25 BIZBWTH ot 2Bt L7Roy- 72 300 X O 1000 mg/kg 5D 1 O3 4
T1E.300 TN 1000 mg/kg HGHED AL TH o724 1 Bl &2 Bx< 2 4 (Bv&EE 4109,
4111) WZIRBEHOMABERD VI EICEA NS OHIAED bz, £ ToE R
MIED D W ITAEKIZIELE L7z 300 & 1000 mg/kg BHHEDE 1 HloOFIMET R IR
WO bR hoTc, DBEERHEETH L0 IESMER THT L 1000 mg/kg %
580 76 (BVF T - 4101, 4102, 4103, 4104, 4105, 4107, 4110) Tix. &l
OREFICHERBRENEDOON M, O oM 361, /T8 SO REREN
280z, FEOEAL, BiROREHER OB KITENE 1 HIIED Hhiz,

6.7 IREBMHBFMRE (Table 7-1~7-5. Appendix 6-1~6-96)

BRI 0 8 A0 L 2 A AT o0 B KB A BR 2 300 mg/kg B GBEDOME 2 Fl. M 5 .
1000 mg/kg ¥ GREOIE 10 B KR OB L7z 361 (N 1 FlLITEEHRBIED 7= DRI %5k
SHERBIZRRD HALTz, £77. 300 mg/kg G5HEOME 1 H0 FRIE I E G
LONSY (W

Z O, 1000 mg/kg W GHEDIEIR 25 BB W T LB EZBB LR o7 26 4T
SRATS D VIE BT TRE L THICRD SR IRB I OB RERIT, EEEN
WCHOLAMBE TS, L L2 1 HNCIEEICATE OEE . RERSERMIE O 8287
Hoiv, BREICHEFMERMAE, RERCBLZOMMmM, KMAE RO GFELRE R T
ZRUEDRBDO N, TRHDOEAON, BICEBD LN EITIHAOARATHY
FOBFIITHTH oz, EWMRMEORIETAGICOW T, B, B EER, AR
FORRICEA OBCRH LT WT R0 2 O R ARG ST B A 7 8K
DEREEE LR Lz, £/, E, FERUCREICHSENEMEIAONR 5Tz,
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6.8 MR (Table 8, Appendix 7-1~7-4)
BREOEFN 2 BRI OBEMEF, 3 T 4 BOREEER L, BIF0EIE K O JHHE
ELXBEHESHERE OMICEEREZTRO AN T,

6.9 XERE (Table 9. Appendix 8-1~8-4)

XHREE A GO EBEOLFIOMERE TLR RS HiL, 300 X T 1000 mg/kg & 58 D %
1% (B ES : 3105, 4112) ZRWTHEAFINLIIRL, ZRBIZEL- B, KREHE
BREER BRI HEELSHER L OMCAEERETIRD bR 2T,

6.10 HiE#&E (Table 10. Appendix 9-1~9-4)

1000 mg/kg #& 58 Tl AEUREM) 11 B 7 61 (E14)&E 5 :4101,4102, 4103, 4104,
4105, 4107, 4110) A3 4340018 H VTS fiEH THT L, 2 4] (BFE 5 14109, 4111)
WIHIR 25 BHE TR BNRR-> o fEkEIC a Nz, Fio, FFED 1
B (BWFE - 4106) [TER25S HH 26 HIZ/™TF Tt L=t o0, £ ToHIR
WHHETH o7, LIeh>T, 1000 mg/kg BEGFICB W THARBG O RHET 1
B (BHER :4108) DI LR, Fio, FH T, BREEVERRBOHEY
BICRRELABEREIZROLNR D> 20, BIRENITEHED THRME (93.8%) %
TS REN SFAELN, AERMIEZ R L7, 300 mg/kg SLF OB SETIX, FIE
B2 CHAERNE LN, 300 mg/kg & GREIZE O TEEHIRT 28 < BBAE &

BRI AR L, 100 KT 300 mg/kg #e5-BETrx, SEERBNGREED 1 ©& (3E
FEREE 0 7.1%) [Zxt L, JEE RN S (13.3~44.4%) %3 8K (8375 : 2108,
3104, 3112) AL, WMBEEOFERZE (100 mg/kg % 58 : 3.7%. 300 mg/kg 5
BE5.5%) IS FHIAEZNRO LNV OO MO 77 — Z #iPH (0.0~2.4%,
2008~2013 /£, 143AR) & LEI- 72, #EERE, EREH, SRR OHARET 100
KN 300 me/kg e 5RE L HICH B L LLRBEERET oz, B, 100 mg/kg B
SEHIIBWTARENSRE LA AEREMEZ R L7225, 300 mg/kg & 57 CldE
EREIRDONT, HELOBEOZ2WEHTH 72, INEROARIZITHTHO
BB THRFIIRD N oz,

6.11 HHERODEHFM (Table 11, Appendix 10-1~10-4)

HAERBNOAER 4 HETREDICHBELSAER L OBMICAERRETROONR
Modz, UL, BIEICF L7z 100 XV 300 mg/kg BEREDERNHME TH o723
Mg (EVE S 2108, 3104, 3112) Tik, HAERIHRED FIRIE (92.9%) % FE
Sfe, e, A% 4 UAGFERECIIEEDOSK 2 4 (Ei4F 5 : 2108, 2109, 3104, 3110)
3%t REED TRRAN (86.7%) % Tl 7z,
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6.12 HERDMEL (Table 12, Appendix 11-1~11-4)
HER, HARKRONER 4 BAFEROMEICIT X REEE 100 % O 300 mg/kg £ 5-8F
CE@FEﬁLC fcﬁ/J: imu &) ’5%@75“)710

6.13 HWHER®DOEE (Table 13, Appendix 12-1~12-4)

HERE & 61T 300 mg/kg £ HHEIZEB WV THIZALR @ﬁiﬁﬁfa?x‘#ﬁﬁﬁiktt&ﬁﬁfx%ﬁ%%
L7 R CRICRMHOER PFED DN TEY . ZhICE S LT L E X b,
100 mg/kg &G RED HA B OEET NS 100 & 300 mg/kg GHEDA% 4 H OB E
WA ERETRD ORI T,

6.14 ETCRDHARME (Table 14, Appendix 13-1~13-4)
WTNDORETROARICHERF TR DN -T2,

6.15 HAERDE®R 4 BSRFR (Table 15, Appendix 14-1~14-4)
S ESDEHE OHEROHARITETIZIA LN o T,

6.16 HAERMPRIE> (Table 16-1. 16-2, Appendix 15-1~15-8)

MEREH AV & 12 300 mg/kg B G BEICEB VT TSH 26 BB AT E 2 &% R
L7z, ARVE U HIE Z1T72 - 72 1000 mg/kg & G5-#£00 1 8> TSH {34 T 10.25 ng/mL,
T 8.66 ng/mL TH YV, stBBEZNZNDFHIME 5.33 ng/dL KT 5.37 ng/mL Tk L
TRl 7 im &R LTz,
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7. EE

1,3,5-F Ve FeF xR Braes ) 7o iE s H.100,300 £ TF 1000 mg/kg/day
D5 BT, Sprague-Dawley % SPF 7 » F OREICAZRIAT 14 BRI L OZZECHIF 2 L
THMRATA F T, MECIEZZEAT 14 BB X OREH N IR 20 L CE 3
BEcoROo&Esb L, MW@%’%? WE KRS, MEREEY OMERRERE. AL RATHED,
Rk Otz & DL LE FETHETRF L, 2B, SRBIZIIEXATHD
IV TmERE L,

7.1 MBI T SR8

1000 mg/kg G-EE ORI B W TR G- MR P OREIE MBS IS S /=28, KEMITE
BREOAD E e ole, ZO L) REBEHEOEEBNZ LR WEREBMIMENIL, %
? 28 HERERNFEFZMRAR 21128V T 1000 mg/kgH 512 L 0 RO 1A 538
HoNTEY, ot 1,3,5-b Ve Faxo XU B o FRIBIERCESH
WIRALVECORTICE VRO EERBEICEELRIT U@l ERE 2 bz,
METiE, RREEXCEBHEREIZIGEEEZ BT 5RO N7z, LA L, 1000
mg@& TEOMIREN 11 $lH 7 BN ENR 23 B 225 26 H ORI T Totkaidh 20

&R TR L, N 3 BHCIESE TR ﬁ%ﬁ@@ﬁ? BB T H DV IEHICE
ﬁ@ﬁam# WO HIL, TNHIEBERT L0 MEEICHEIB(LEEZX LN, RHESR
A CiX, 1000 mg/kgBe 5B O K T 300 mg/kgll FOFESFHEOMIZ B W T HIRRE
BN, $FICHRIBROMME L LT 300 mg/kglh EOFERICH W T LK
AR OB KB RD vz, Th 6 RRIIZE O b Zid, LRiZiTbhicmE
PERYE O 28 A AR D &G EERER [2]T Abﬂtﬁ%iﬁﬂ@@%kkﬁ%@
e EBEZ O, HBRMER S O HIRIERIC %%t%z%nkoik\mm
mg/kgB HBRHEOMDORE IO WEFRICEI AP LV RICLIDIELEZEZLONLT L A/
HENRO LN, . B 4 HORKIC owf;@ﬁﬁbfzﬂ“w%‘/?ﬁﬂﬁf“
300 mg/kglh EDFHERIZB WV TT, K OT, BMMEEZ /R L72h, TSHIZ i%ﬁ&%@b
LI T,

7.2 EEREICHT HHE

MBI NS B O R R K O IR IC BT 2RI R E R 5 OB L R
DEAITED SN no7z, LA, 1000 mg/kg E5FETIX, 0T H 5 W IididiE
HHABECHL M T LR HTETHIRERLREL, BICH B LETLHERD
ETCHREECLEEBELALNTE, ZORKIC 1000 mg/kg HEREICB O TRE LWk
EENFEDON, BA4BETHAERAZWT LALEERII LACRE 2hole, 2O
ﬁ%@“ﬂﬁ*’mz 1000 mg/kg & G RETITERENEEZ R L2 D, BX
Wk L TR L RITT AL BRI N7, 728, 1000 mg/kg H5# TiX, A,
RN Z B E TH ot Lo, 2T 2L 2 ToOMMHENEC LF, #1
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4 AETRTHe Etfx RBEB TR RRENEBINTZE, 2L DERIZEW
f% WWARTEHFRIBEOMBEECIZHONRBEDAITHA LN o1, o, FELTH
LTI, TOMMEREICBOVCHRNE BT 5 ELEROLNT, SihEEC
HDO&'EtJ:%z Bifc, 300 mg/kg UL T OB E5HE CIIBHE 2 S HIEEITRD b h
ST, UL, HIRBIFE 2 300 mg/kg GHECB W TIERE L, 2L &OTM$ﬁ%
EABMEE o7, £72, 100 BR300 mg/kg FHEEETIRHAERKR AR 4 BAEEFER
WO FIRMEL FRIZEA B SN, 2o ORIEICRII TRAELIIR®O L
Nehotn, ARECHEIRMBEN 21 HAWVIZ2HTHLIDOIEX L, MECBWT
BRICHEERNZ R LEE (@& S 2108, 3104, 3112) W LEEM S 23
ATdHYH, 300 mg/kg WHEHTROOLNIERMMMOERE2EZET S L. HERD D
WIEEHAERBICB T 2EFEEICERIFET 1,3,5- MV E Frd v R P R50OEEILE
mt%@w%@&%zgmkoiﬁwﬁowéﬁw TRAT ORI RE TR, MRS

B ERSICERN LEZREREERD N7z, HAERD R LT HIE T
NMmyguLmaﬁﬁ_kwTTwﬁﬁ%ﬁf%@\ﬁ%%%@m&ﬁ¢51&y%
Utkn%y&yfy%&ﬁﬁmﬁﬂ%®M$E’ﬁwfﬁﬁwmw%V@ﬁTﬁé
C,. #0774 — KR 22k EF 2067,

INOLORRNL, ARBREMTICBTDS 1,35-M) B XXy oMga
mEROEREME S, MR LE HIT 100 mg/kg/day TH DO | HEOEFHEEIZ DWW T
300 mg/kg/day. MDA GERERE B OV AR TR IS DU Tk 100 mg/kg/day % FREID & HEE &
i,
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8. XMk

sy e e v oBRE BR2HEY Y F—TE
VE— EEGARTTT, RERE S 0 A-2583, 2013 &)

2] 1,35-FV e Ry _"uvEroy h2A0nD 28 AMNKERD K SHEERR
(MERE AN SPELEMR PR MR, RBES : 99-177-2)

[3] -: 135-F U E R d oo+ HPLC % TV 7= 3B i oh i e e 1

PN F—g VR OVEEME - R EBR (B AU ) (BRSNS
—F L — HEBIBFIEA. KBRES  A-2450, 2012 4F)
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) 0 mg/kg
A~ — A 100 mg/kg
O— —0 300 mg/kg
&—-—¢ 1000 mg/kg

-

H

600~

Hh0-

G 500+
=
o
@

.. 450
D

400+

350}

ot

Fig.1

8 15 22 29 (day)

A reproduction/developmental toxicity screening test of 1,3, 5-Trihydroxybenzene
by oral administration in rats

Body weight of male rats
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450+
4001
5 350- =B
0 @7«..{,.-_.@
=)
2
-. 3001
o
@
B T o—o 0 mng/k
230 &~ — A 100 mg/kg
0— —m 300 mg/kg
&—-—¢ 1000 mg/kg
200 |—— Pre-mating period L Gestation periad | Lactation period
A1 1 L/f i I ! Ty |
1 8 157 0 7 14 20" 0 4 (day)
Fig.?2 A reproduction/developmental toxicity screening test of 1, 3, 5-Trihydroxybenzene

by oral administration in rats

Body weight of female rats
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201
OGO 0 mg/kg
A~ — A 100 mg/kg
o— —m 300 mg/kg
&—-—-<& 1000 mg/kg
19F
o I J
2 8 15 (day)
Fig.3 A reproduction/developmental toxicity screening test of 1, 3, 5-Trihydroxybenzene

by oral administration in rats

Food consumption of male rats
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Food consumption (g/rat/day)

45
401
351
30
25
20+
151
e U 0 mg/kg
10t A~ — A 100 mg/kg
M— —m 300 mg/kg
&—-—<& 1000 mg/kg
ht
Lactation
——- Pre-mating period . } Gestation period i period
O 1 1 1 ///[ { 1 i 17{// 1 |
2 8 157 1 7 14 20" 2 4 (day)
Fig.4 A reproduction/developmental toxicity screening test of 1,3, 5-Trihydroxybenzene
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Table 1-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Clinical signs in male rats
Day of administration
Dose Signs e e e e e e e e e eemooo--
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 ¢} 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings [ 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Clinical signs in male rats
Day of administration
Dose Signs e e e e e e e e e eemooo--
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28 2%a)
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 ¢} 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings [ 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Clinical signs in female rats during the pre-mating period
Day of administration
Dose F = 5 o = e e e T
ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 ¢} 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxvbenzene
by oral administration in rats
Clinical signs in dams during the gestation period

Administration
Dose F 5 e 5 o T et e e e e e
mg/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 2é6a)
o] No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 0
No. of dams with abnormal findings o] 0 Q o] 0 0 Q 0 0 Q 0 o] 0 o] 0 Q 0 0 Q 0 o]
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 Q
No. of dams with abnormal findings 0 0 0 0 0 0 0 5} 0 4] 0 0 0 0 0 0 0 0 Q 0 0 ¢}
300 No. of dams 1 11 11 11 113 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 7 Q
No. of dams with abnormal findings ¢} 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 Q 0 ¢ o} ¢ ¢} 0
1000 No. of dams 1 11 11 11 11 11 11 11 11 11 11 11 11 11 112 11 11 11 11 11 11 11 11 10 7 é 1
No. of dams with abnormal findings 4 0 0 o} Q o} a 0 0 o] 0 0 0 0 0 0 0 0 0 0 4] 0 0 3 2 3 1
Decrease in spontaneous movement 8] o] 0 o] 0 9] 0 0 0 ¢} 0 6] Q o] 0 o] Q 4] 0 o] ¢} 0 o] 1 2 1 o]
Hypothermia 0 0 0 4 0 0 Q 0 [o} 0 0 ¢} 0 0 0 0 Q 0 0 0 ] 0 0 1 1 1 0
Pale skin Q o] 0 Q 0 0 Q 0 o] (o} Q Q Q Q Q Q Q 0 9] ol Q o] Q o] Q 1 Q
Dead Q Q 0 Q 0 Q Q a Q 4} 0 Q Q ] o] 0 Q Q 0 Q 4} Q Q 3 1 2 1
Necropsy 0 Q 0 g 0 o} Qg 0 a Q 0 Q Q 0 Q 0 0 9] 0 a Q 0 Q 0 Q 2 Q0

a): Gestation day
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Table 1-5 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Clinical signs in dams during the lactation period

Administration

Dose Signs e
mg/kg 0 1 2 3 4a)
0 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
100 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
300 No. of dams 11 11 11 10b) 10
No. of dams with abnormal findings 0 0 0 0 0
1000 No. of dams 2c) 1d) 1 1 1
No. of dams with abnormal findings 0 0 Q 0 0
a): Lactation day
b): One dam was necropsied on lactation day 2 because all pups died.
c): Seven dams died during the gestation period and two dams were not delivered.
d) : One dam was necropsied on lactation day 0 because all pups were stillborn.
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Table 2-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Body weight of male rats
Day of administration
DOSe  mm e e e Gain
mg/kg 1 8 15 22 29a) 1-29
No. 12 12 12 12 12 12
0 Mean 436 461 485 502 526 90
S.D. 20 23 25 28 31 16
No. 12 12 12 12 12 12
100 Mean 435 454 476 496 518 83
S.D. 20 21 29 31 38 22
No. 12 12 12 12 12 12
300 Mean 436 457 478 492 516 80
S.D. 20 23 25 27 26 12
No. 12 12 2 12 12 12
1000 Mean 436 459 477 489 507 T1*
S.D. 20 25 29 31 33 19D
Unit: g

No.: No. of animals
a) : Day of necropsy

*: p<0.05 (Significant
D: Dunnett's test

difference from control group)
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Table 2-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Body weight of female rats during the pre-mating period
Day of administration
Dose = mmmmmm e m e Gain
mg/kg 1 8 15 1-15
No. 12 12 12 12
0 Mean 258 268 279 21
S.D. 13 17 23 15
No 12 12 12 12
100 Mean 259 265 271 12
S.D. 15 11 12 10
No 12 12 12 12
300 Mean 257 265 274 17
S.D. 12 18 15 8
No. 12 12 2 12
1000 Mean 258 268 279 21
S.D. 12 13 14 10
Unit: g
No.: No. of animals

No significant difference in any treated groups from control group
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Table 2-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Body weight of dams during the gestation period

Administration
DOSEe s e e e m e oo Gain
mg/kg 0 7 14 20a) 0-20
No. 12 12 12 12 12
0 Mean 286 317 355 438 153
S.D. 22 22 26 29 14
No 12 12 12 12 12
100 Mean 282 318 360 436 154
S.D. 15 11 15 18 15
No 11 11 11 11 11
300 Mean 282 315 353 433 151
S.D. 17 17 17 23 15
No. 11 11 11 11 11
1000 Mean 283 313 347 421 139
S.D. 17 18 19 36 32

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group
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Table 2-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Body weight of dams during the lactation period
Administration
Dose 0 @ —m--m--------- Gain
mg/kg 0 4a) 0-4
No. 12 12 12
0 Mean 350 353 3
S.D. 25 22 9
No 12 12 12
100 Mean 350 357 8
S.D. 24 22 15
No 11 9b) 9
300 Mean 332 353 18*
S.D. 27 20 16D
No. 1lc) 1 1
1000 Mean 336 336 o]
S.D.
Unit: g
No.: No. of dams

a): Lactation day

b): One dam was necropsied on lactation day 2 because all pups died and data from one dam was excluded from statistical analysis

because of water leakage.

c): Seven dams died during the gestation pericd,
because all pups were stillborn.

*: p<0.05

(Significant difference from control group)
D: Dunnett's test

two dams were not delivered and one dam was necropsied on lactation day 0
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Table 3-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Food consumption of male rats
Day of administration
Dose = meemeeeeeeeeeemmmme-o----
mg/kg 2 8 15
No. 12 12 12
0 Mean 26 27 28
S.D. 3 3 2
No 12 12 12
100 Mean 24 25 26
S.D. 4 2 3
No 12 12 12
300 Mean 25 25 26
S.D. 3 2 2
No. 12 12 1z
1000 Mean 24 27 26
S.D. 3 4 3

Unit: g/rat/day
of animals
No significant difference in any treated groups from control group

No.: No.
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Table 3-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Food consumption of female rats during the pre-mating period
Day of administration
Dose = meemeeeeeeeeeemmmme-o----
mg/kg 2 8 15
No. 12 12 12
0 Mean 18 20 21
S.D. 3 5 5
No 12 12 12
100 Mean 15 21 19
S.D. 4 3 3
No 12 12 12
300 Mean 16 20 20
S.D. 2 4 3
No. 12 12 12
1000 Mean 18 19 21
S.D. 3 3 3

Unit: g/rat/day
of animals
No significant difference in any treated groups from control group

No.: No.
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Table 3-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Food consumption of dams during the gestation period
Administration
Dose = = meemeemee e emmmmmmcm----------
mg/kg 1 7 14 20a
No. 12 12 12 12
0 Mean 19 24 22 21
S.D. 4 3 5 3
No 12 12 12 12
100 Mean 21 26 28** 21
S.D. 3 2 4D 3
No 11 11 11 11
300 Mean 21 23 25 20
S.D. 3 3 5 3
No. 11 11 11 11
1000 Mean 19 24 25 19
S.D. 2 3 3 2

Unit: g/rat/day

No.: No. of dams

a): Gestation day
(Significant
D: Dunnett's test

*%: p<0.01

difference from control group)
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Table 3-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Food consumption of dams during the lactation period
Administration
Dose smmmm——mo—-—--
mg/kg 2 4a)
No 12 12
0 Mean 19 34
S.D. 3 4
No. 12 12
100 Mean 21 35
S.D. 5 8
No 10b) ac)
300 Mean 26%* 40*
S.D. 5D 5D
No 1d) 1
1000 Mean 23 27
S.D.

Unit: g/rat/day
No.: No. of dams

o ow

*: p<0.05;

) : Lactation day

) : One dam was necropsied on lactation day 2 because all pups died.
)

)

**: p<0.01

D: Dunnett's test

Seven dams died during the gestation period,
because all pups were stillborn.

Data from one dam was excluded from statistical analysis because of water leakage.

two dams were not delivered and one dam was necropsied on lactation day O

(Significant difference from control group)
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Table 4-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Organ weight of male rats
Body Thyroid Testis Epididymis Seminal Prostate
Dose weight (R+L) (R+L) (R+L) vesicle

mg/kg g mg(mg/100g BW) gl{g/100g BW) mg{mg/100g BW) g(g/100g BW) g(g/100g BW)
No 12 12 12 12 12 12
Absolute 0 Mean 526 22.5 3.21 1189 1.79 1.18
S.D. 31 4.0 0.29 89 0.25 0.21
No 12 12 12 12 12 12
100 Mean 518 21.9 3.20 1210 1.78 1.21
S.D. 38 2.8 0.26 116 0.12 0.13
No 12 12 12 12 12 12
300 Mean 516 24.7 3.30 1217 1.75 1.25
3.D. 26 4.8 0.23 85 0.21 0.14
No. 12 12 12 12 12 12
1000 Mean 507 31.0** 3.07 1140 1.79 1.21
S.D. 33 4 .6D 0.28 71 0.16 0.12
No 12 12 12 12 12
Relative 0 Mean 4.3 0.61 227 0.34 0.23
S.D. 0.8 0.06 24 0.06 0.05
No 12 12 12 12 12
100 Mean 4.2 0.62 235 0.34 0.23
S.D. 0.5 0.07 30 0.03 0.03
No 12 12 12 12 12
300 Mean 4.8 0.64 237 0.34 0.24
S.D. 0.8 0.05 21 0.05 0.03
No. 12 12 12 12 12
1000 Mean 6.1%* 0.61 226 0.35 0.24
S.D. 0.9D 0.06 18 0.04 0.03

No.: No. of animals
*%: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 4-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Organ weight of female rats
Body Thyroid ovary
Dose weight (R+L) (R+L)
mg/kg g mg{mg/100g BW) mg(mg/100g BW)
No. 12 12 12
Absolute 0 Mean 353 16.6 104 .4
S.D. 22 2.1 11.7
No 12 12 12
100 Mean 357 17.5 112.8
S.D. 22 2.7 9.2
No 9 S 9
300 Mean 353 20.7*%* 104.4
S.D. 20 3.2D 15.5
No. 1 1 1
1000 Mean 336 29.0 86.1
S.D.
No 12 12
Relative 0 Mean 4.7 29.6
S.D. 0.5 2.9
No 12 12
100 Mean .9 31.7
S.D. 0.9 3.7
No 9 9
300 Mean 5.8%* 29.4
S.D. 0.8D 3.0
No. 1 1
1000 Mean 8.6 25.6
S.D.

No.: No. of animals

**: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 5 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Hormones of dams on lactation day 4
Dose T3 T4 TSH
mg/kg ng/dL ug/dL ng/mL
No. 12 12 12
0 Mean 83.1 2.6 13.12
S.D. 15.9 0.6 7.35
No. 12 12 12
100 Mean 74 .6 2.2 12.08
S.D. 12.1 0.7 11.56
No %a) 9a) %a)
300 Mean 65.6%* 1.7% 11.82
S.D. 6.8D 0.9D 12.67
No 1 1 1
1000 Mean 62.7 1.9 28.20
S.D.

No.: No. of dams
a): Data from one dam was excluded from statistical analysis because of water leakage.
(Significant difference from controcl group)

*: p<0.05;

* ok

p<0.01
D: Dunnett's test



A reproduction/developmental toxicity screening test of

R-1133

Table 6-1
1,3,5-Trihydroxybenzene by oral administration in rats
Gross pathological findings (End of administration period)
Organs Sex: M M M M
Dose (mg/kqg) : 0 100 300 1000
Findings Number : 12 12 12 12
Epididymis
2 0 1 0

Focus,white

M : Male

49
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Table 6-2 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Gross pathological findings (End of administration period)

Organs Sex: F F F F

Dose (mg/kqg) : 0 100 300 1000

Findings Number : 12 12 10 1
All tissues

Not remarkable 12 12 10 1

F : Female
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Table 6-3 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Gross pathological findings (Undelivered)

Organs Sex: F F
Dose (mg/kqg) : 300 1000
Findings Number : 1 3

General descriptions

Hemorrhage,vaginal orifice 0 1
Stomach
Focus,dark red,glandular stomach 0 2

F : Female
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Table 6-4 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Gross pathological findings (All littermates died)

Organs Sex: F F

Dose (mg/kqg) : 300 1000

Findings Number : 1 1
All tissues

1 1

Not remarkable

F : Female
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Table 6-5 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Gross pathological findings (Found dead)

Organs Sex: F
Dose (mg/kqg) : 1000
Findings Number : 7

General descriptions

Discolored skin,pale 1

Hemorrhage,vaginal orifice 3
Kidney

Irregular surface 1
Thoracic cavity

Excess fluid 1
Stomach

Focus,dark red, forestomach 2

Focus,dark red,glandular stomach 7

F : Female
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Table 7-1 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Histopathological findings (End of administration period)

Organs Sex: M M M M
Dose (mg/kg) : 0 100 300 1000
Findings Number : 12 12 12 12
Epididymis
Number examined 12 0 0 12
Not remarkable 9 0 0 11
Granuloma, spermatic 2 0 o] 0
mild 2 0 0 0
Cell debris,luminal 1 0 0 1
minimal 1 0 0 0
mild 0 0 Q 1
Hypospermia, luminal 0 0 0 1
mild 0 0 0 1
Prostate
Number examined 12 0 0 12
Not remarkable 4 0 0 4
Cell infiltration 8 0 0 8
minimal 3 0 0 6
mild 5 0 0 2
Seminal vesicle(coagulating gland)
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Testis
Number examined 12 0 0 12
Not remarkable 10 0 0 8
Atrophy, seminiferous tubular 2 0 0 4
minimal 2 0 0 4
Thyroid
Number examined 12 12 12 12
Not remarkable 12 12 10 2
Hypertrophy/Hyperplasia, follicular cell 0 0 2 10
minimal 0 0 2 7
mild 0 0 0 3
M : Male
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Table 7-2 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Histopathological findings (End of administration period)

Organs Sex: F F F F
Dose (mg/kg) : 0 100 300 1000
Findings Number : 12 12 10 1
Ovary
Number examined 12 0 0 1
Not remarkable 12 0 0 1
Thyroid
Number examined 12 12 10 1
Not remarkable 12 12 5 0
Cell infiltration 0 0 1 0
minimal 0 0 1 0
Hypertrophy/Hyperplasia, follicular cell 0 0 5 1
minimal 0 0 1 0
mild 0 0 1 0
moderate 0 0 3 1
Uterus
Number examined 12 0 0 1
Not remarkable 12 0 0 1
Vagina
Number examined 12 0 0 1
Not remarkable 12 0 0 1
Stomach
Number examined 5 0 0 0
Not remarkable 5 0 ol 0
Kidney
Number examined 5 0 0 0
Not remarkable 5 0 0 0

F : Female
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Table 7-3 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Histopathological findings (Undelivered)

Organs Sex: F F
Dose (mg/kg) : 300 1000
Findings Number : 1 3
Ovary
Number examined 0 3
Not remarkable 0 3
Thyroid
Number examined 1 3
Not remarkable 1 0
Hypertrophy/Hyperplasia, follicular cell 0 3
mild 0 1
moderate 0 2
Uterus
Number examined 0 3
Not remarkable 0 3
Vagina
Number examined 0 3
Not remarkable 0 3
Stomach
Number examined 0 2
Erosion/ulcer,glandular stomach 0 2
mild 0 2

F : Female
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Table 7-4 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Histopathological findings (All littermates died)

Organs Sex: F F

Dose (mg/kg) : 300 1000

Findings Number : 1 1
Ovary

Number examined
Not remarkable
Thyroid

o o
[y

Number examined 1 1
Not remarkable 1 0
Hypertrophy/Hyperplasia, follicular cell 0 1
minimal 0 1
Uterus
Number examined 0 1
Not remarkable 0 1
Vagina
Number examined 0 1
Not remarkable 0 1

F : Female
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Table 7-5 A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats
Histopathological findings (Found dead)

Organs Sex: F
Dose (mg/kg) : 1000
Findings Number : 7
Ovary
Number examined 7
Not remarkable 7
Thyroid
Number examined 6
Not remarkable 2
Sample autolysed 1
Hypertrophy/Hyperplasia, follicular cell 4
minimal 2
moderate 2
Uterus
Number examined 7
Not remarkable 7
Vagina
Number examined 7
Not remarkable 7
Stomach
Number examined 7
Erosion/ulcer,glandular stomach 7
minimal 1
mild 6
Ulcer, forestomach 1
mild 1
Necrosis, surface mucous cell 1
mild 1
Kidney
Number examined 1
Vacuolation, tubular cell 1
mild 1
Pigmentation, tubular cell 1
mild 1
Urinary cast,erythrocytic 1
mild 1
Hemorrhage, cortical 1
mild 1
Hemorrhage, pelvic 1
mild 1

F : Female
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Table 8 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Estrous cycle in female rats during the pre-mating period

R-1133

Count of estrus Mean duration
Dose No. Of = cemecmcmm e ceemmmmemea e of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S8.D.

0 12 0 0 0 2 10 3.8+0.4 4.140.3
100 12 0 §] 0 2 10 3.8+0.4 4.1+0.3
300 12 0 0 0 6 [ 3.5+0.5 4.2+0.4
1000 12 0 0 0 4 8 3.7+£0.5 4.140.3

No significant difference in any treated groups from

control group
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Table 9 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

by oral administration in rats
Mating and fertility of animals

R-1133

Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. copulation index index
mng/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) <)

0 12 2.5+¢1.0 12/12(100.0) 12/12(100.0) 12 2.5+1 12/12(100.0) 12/12(100.0)
100 12 3.3+1.1 12/12(100.0) 12/12(100.0) 12 3.3+1. 12/12(100.0) 12/12(100.0)
300 12 2.3+1.2 12/12(100.0) 11/12( 91.7) 12 2.3+1. 12/12(100.0) 11/12( 91.7)

1000 12 2.5+¢1.8 12/12(100.0) 11/12( 91.7) 12 2.5+1 12/12(100.0}) 11/12¢( 91.7)
a): {(No. of copulated animals / No. of mated animals) =100

b): (No. of males which impregnated females / No. of copulated males)x100

¢): {No. of pregnant females / No. of copulated females)x100

No significant difference in any treated groups from control group.
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Table 10 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Delivery data on dams
No. of No. of No. of
No. of females Gestation Gestation No. of implan- Implan- Delivery still- No. of External e)
Dose pregnant with index length corpora tation tation index borns live- abnor-
mg/kg females liveborns % a) in days lutea gites index % % (%$)d) borns malities(%)£f)
Total 12 12 100.0 190 188 1 179 Q
0 Mean 21.86 15.8 15.7 99.0 95. 0.6) 14.9 { 0.0)
S.D. 0.5 1.6 1.6 2.3 4. 2.0) 1.6 { 0.0)
Total 12 12 100.0 192 184 8 160 Q
100 Mean 21.8 16.0 15.3 96.0% 91. 3.7) 13.3 ( 0.0)
S.D. 0.6 1.7 1.6 4.5J3 11. 12.8) 2.3 ( 0.0)
Total 11 11 106.0 178 175 9 152 Q
300 Mean 22 .56%* 16.2 15.9 98.3 92 5.5) 13.8 ( 0.0)
S.D. 0.5D 1. 1.6 3.0 12.2) 2.2 ( 0.0)
Total 11 1 9. 1**F 184 157 2 11 Q
1000 Mean 24 .5 16.7 14.3 83.3*% 84 50.0) 5.5 ( 0.0)
S.D. 2.1 2.8 4.9 25.4J 22. 70.7) 7.8 ( 0.0)
a): (No. of females which delivered liveborns / No. of pregnant females)x100
b): (No. of implantation sites / No. of corpora lutea)x100
¢): (No. of delivered pups / No. of implantation sites)x100
d): (No. of stillborns / No. of delivered pups)x100
e): No. of delivered pups with external abnormalities
f): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test
J: Wilcoxon's rank sum test
F: Fisher's exact test
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Table 11 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Viability index of pups
Viability
No. of No. of Live birth No. of live pups index on
Dose No. of live- delivered index No. of  ---------------- postnatal
mg/kg dams borns pups $ a) dams Day 0 Day 4 day 4 % b)
Total 12 179 180 12 179 172
0 Mean 14.9 15.0 99.4 14.9 14.3 96.1
S.D. 1.6 1.5 2.0 1.6 1.7 5.3
Total 12 160 168 12 160 144
100 Mean 13.3 14.0 96.3 13.3 12.0 88.1
S.D. 2.3 2.4 12.8 2.3 3.9 23.1
Total 11 152 161 10c¢} 138 126
300 Mean 13.8 14.6 94.5 13.8 12.6 88.0
S.D. .2 1.4 12.2 2.3 4.7 31.1
Total 2 11 13 1d) 11 9
1000 Mean 5.5 6. 50.0 11.0 9.0 81.8
S.D. 7.8 6.4 70
a): (No. of liveborns / No. of delivered pups)x100
b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
¢): Data from one dam was excluded from statistical analysis because of water leakage.
d): All pups from one dam were stillborn.

No significant difference in any treated groups from control group.
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Table 12 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Sex ratio of pups
Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of
---------------------------------- delivered liveborns EE R e live pups
Dose No. of No. of No. of No. of No. of pups No. of No. of No. of on day 4
mg/kg dams males females males females a) b) dams males females c)
Total 85 94 1 0 82 90
0 12 Mean 7.1 7.8 0.1 0.0 0.48 .48 12 6.8 7.5 0.48
S.D. 1.8 1.7 0.3 0.0 0.12 .12 1.6 1.7 0.10
Total 90 70 5 3 80 64
100 12 Mean 7.5 5.8 0.4 0.3 0.55 .56 12 6.7 5.3 0.57
S.D. 2.4 1.7 1.4 0.9 0.14 .14 3.1 2.3 0.21
Total 69 83 7 2 56 70
300 11 Mean 6.3 7.5 0.6 0.2 0.47 .45 9d) 6.2 7.8 0.44
S.D. 1.5 1.3 1.3 0.6 0.05 .06 1.3 1.1 0.07
Total 6 = 2 Q 4 5
1000 2 Mean 3.0 2.5 1.0 0.0 0.78 .55 le) 4.0 5.0 0.44
S.D. 4.2 3.5 1.4 0.0 0.32
a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
¢): No. of live males on day 4 / No. of live pups on day 4
d): All pups from cne dam died by postnatal day 2 and data from cne dam was excluded from statistical analysis

[

No s

because of water leakage.
All pups from one dam were stillborn.
ignificant difference in any treated groups from control group.
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Table 13 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Body weight of pups
Male Female
Dose = = meemeeemeeeeoco-os memmemmm-m-----
mg/kg 0 4a) 0 4a)
No 12 12 12 12
0 Mean 6.3 2.0 5.9 8.5
S.D. 0.4 0.9 0.3 1.0
No. 12 12 12 11b)
100 Mean 6.4 9.7 6.1 9.1
S.D. 0.5 1.0 0.5 1.2
No 11 gc) 11 9c)
300 Mean 6.9%* 10.1 6.5** 9.5
3.D. 0.5D 1.6 0.5D 1.3
No 1 1 1 1
1000 Mean 7.1 11.4 6.8 10.5
S.D.
Unit: g
No.: No. of dams
a): Postnatal day
b): All female pups from one dam died on postnatal day 1.
c): All pups from cne dam died by postnatal day 2 and data from one dam was excluded from statistical analysis
because of water leakage.
* % -

p<0.01

(Significant difference from control group)

D: Dunnett's test
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Table 14 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Externally for gross abnormalities in dead pups

Dose (mg/kq) 0 100 300 1000
Male
No. of pups examined 0 5 9 1
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined Q 1 12 0

No. of pups with abnormal findings 0 0 0 0
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Table 15 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Externally for gross abnormalities in pups on postnatal day 4

Dose (mg/kq) 0 100 300 1000
Male
No. of pups examined 82 80 56 4
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 20 €4 71 5
No. of pups with abnormal findings 0 0 0 0
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Table 16-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Hormones of male pups on postnatal day 4
Dose TSH
mg/kg ng/mL
No. 12
0 Mean 5.33
S.D. 2.85
No. 12
100 Mean 6.02
S.D. 2.25
No 9
300 Mean 8.90*
S.D. 3.48D
No
1000 Mean 10.25
S.D.

No.: No. of dams

*; p<0.05

D: Dunnett's test

(Significant difference from control group)
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Table 16-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Hormones of female pups on postnatal day 4
Dose TSH
mg/kg ng/mL
No. 12
0 Mean 5.37
S.D. 2.65
No. 11
100 Mean 6.34
S.D. 2.47
No 9
300 Mean 9.55%*
S.D. 3.08D
No 1
1000 Mean 8.66
S.D.

No.: No. of dams

**: p<0.01

D: Dunnett's test

(Significant difference from control group)
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Appendix 1-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in male rats
Dose {(mg/kg): 0

Day of administration

ANImMAl s o s m oo oo o o e -
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14
1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - -

=N
O
-: No abnormal findings
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Appendix 1-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in male rats
Dose {(mg/kg): 0

Day of administration

ANImMAl s o s m oo oo o o e -
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
1001 - - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in male rats
Doge {(mg/kg): 100

Day of administration

ANImMAl s o s m oo oo o o e -
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14
2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - -

~
[y

-: No abnormal findings
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Appendix 1-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in male rats
Doge {(mg/kg): 100

Day of administration

ANImMAl s o s m oo oo o o e -
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
2001 - - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-5 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in male rats
Doge {(mg/kg): 300

Day of administration

ANImMAl s o s m oo oo o o e -
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14
3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - -
3011 - - - - - - - - - - - - - -
3012 - - - - - - - - - - - - - -

~]
(W8] R j
-: No abnormal findings
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Appendix 1-6 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in male rats
Doge {(mg/kg): 300

Day of administration

ANImMAl s o s m oo oo o o e -
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
3001 - - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - - -
3011 - - - - - - - - - - - - - - -
3012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-7 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in male rats
Doge {(mg/kg): 1000

Day of administration

ANImMAl s o s m oo oo o o e -
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14
4001 - - - - - - - - - - - - - -
4002 - - - - - - - - - - - - - -
4003 - - - - - - - - - - - - - -
4004 - - - - - - - - - - - - - -
4005 - - - - - - - - - - - - - -
4006 - - - - - - - - - - - - - -
4007 - - - - - - - - - - - - - -
4008 - - - - - - - - - - - - - -
4009 - - - - - - - - - - - - - -
4010 - - - - - - - - - - - - - -
4011 - - - - - - - - - - - - - -
4012 - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-8 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in male rats
Doge {(mg/kg): 1000

Day of administration

ANImMAl s o s m oo oo o o e -
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
4001 - - - - - - - - - - - - - - -
4002 - - - - - - - - - - - - - - -
4003 - - - - - - - - - - - - - - -
4004 - - - - - - - - - - - - - - -
4005 - - - - - - - - - - - - - - -
4006 - - - - - - - - - - - - - - -
4007 - - - - - - - - - - - - - - -
4008 - - - - - - - - - - - - - - -
4009 - - - - - - - - - - - - - - -
4010 - - - - - - - - - - - - - - -
4011 - - - - - - - - - - - - - - -
4012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-9 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose {(mg/kg): 0

Day of administration

ANImal m oo oo o oo o oo e
number 1 2 3 4 5 & 7 8 9 10 11 12 13 14 15
1101 - - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - - -
1111 - - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - - -

~
\l : .
-: No abnormal findings
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Appendix 1-10 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Doge {(mg/kg): 100

Day of administration
ANImal s oo o m s oo oo e e o e e e oo mo----
number 1 2 3 4 5 & 7 8 9 10 11 12 13 14 15

2101 - - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - - -
2111 - - - - - - - - - - - - - - -
2112 - - - - - - - - - - - - - - -

~]
(o] R j
-: No abnormal findings
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Appendix 1-11 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Doge {(mg/kg): 300

Day of administration
ANImal s oo o m s oo oo e e o e e e oo mo----
number 1 2 3 4 5 & 7 8 9 10 11 12 13 14 15

3101 - - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - - -
3111 - - - - - - - - - - - - - - -
3112 - - - - - - - - - - - - - - -

~l
O
-: No abnormal findings
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Appendix 1-12 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Doge {(mg/kg): 1000

Day of administration
ANImal s oo o m s oo oo e e o e e e oo mo----
number 1 2 3 4 5 & 7 8 9 10 11 12 13 14 15

4101 - - - - - - - - - - - - - - -
4102 - - - - - - - - - - - - - - -
4103 - - - - - - - - - - - - - - -
4104 - - - - - - - - - - - - - - -
4105 - - - - - - - - - - - - - - -
4106 - - - - - - - - - - - - - - -
4107 - - - - - - - - - - - - - - -
4108 - - - - - - - - - - - - - - -
4109 - - - - - - - - - - - - - - -
4110 - - - - - - - - - - - - - - -
4111 - - - - - - - - - - - - - - -
4112 - - - - - - - - - - - - - - -

2]
)
-: No abnormal findings
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Appendix 1-13 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg): 0

Administration
[ 1
number 0 1 2 3 4 5 G 7 8 9 10 11 13 14 15 16 17 18 19 20 21 22 23 24 25 26a)
1101 - - - - - - - - - - - - - - - - - - - - - - a
1102 - - - - - - - - - - - - - - - - - - - - - -/d
1103 - - - - - - - - - - - - - - - - - - - - - - 4
1104 - - - - - - - - - - - - - - - - - - - - - -/d
1108 - - - - - - - - - - - - - - - - - - - - - - -/d
1106 - - - - - - - - - - - - - - - - - - - - - -/d
1107 - - - - - - - - - - - - - - - - - - - - - -7d
1108 - - - - - - - - - - - - - - - - - - - - - - el
1109 - - - - - - - - - - - - - - - - - - - - - -/d
1110 - - - - - - - - - - - - - - - - - - - - - - d
1111 - - - - - - - - - - - - - - - - - - - - - - d
1112 - - - - - - - - - - - - - - - - - - - - - - 4

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-14 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg): 100

Administration
[ 1
number 0 1 2 3 4 5 G 7 8 9 10 11 13 14 15 16 17 18 19 20 21 22 23 24 25 26a)
2101 - - - - - - - - - - - - - - - - - - - - - - -/d
2102 - - - - - - - - - - - - - - - - - - - - - - Is!
2103 - - - - - - - - - - - - - - - - - - - - - -/d
2104 - - - - - - - - - - - - - - - - - - - - - -/d
2105 - - - - - - - - - - - - - - - - - - - - - - -/d
2106 - - - - - - - - - - - - - - - - - - - - - - d
2107 - - - - - - - - - - - - - - - - - - - - - - 4
2108 - - - - - - - - - - - - - - - - - - - - - - ad el
2109 - - - - - - - - - - - - - - - - - - - - - -/d
2110 - - - - - - - - - - - - - - - - - - - - - - d
2111 - - - - - - - - - - - - - - - - - - - - - - d
2112 - - - - - - - - - - - - - - - - - - - - - - 4

a): Gestation day

-: No abnormal findings

cd: Continuation of delivery

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-15 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg): 300

Administration
[ 1
number 0 1 2 3 4 5 G 7 8 9 10 11 13 14 15 16 17 18 19 20 21 22 23 24 25 26a)
3101 - - - - - - - - - - - - - - - - - - - - - - - a
3102 - - - - - - - - - - - - - - - - - - - - - - - Js!
3103 - - - - - - - - - - - - - - - - - - - - - -/d
3104 - - - - - - - - - - - - - - - - - - - - - - - d
3105 Non-pregnant
3106 - - - - - - - - - - - - - - - - - - - - - d
3107 - - - - - - - - - - - - - - - - - - - - - - - 4
3108 - - - - - - - - - - - - - - - - - - - - - - el
3109 - - - - - - - - - - - - - - - - - - - - - - 4
3110 - - - - - - - - - - - - - - - - - - - - - - -/d
3111 - - - - - - - - - - - - - - - - - - - - - d
3112 - - - - - - - - - - - - - - - - - - - - - - - a

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-16 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg): 1000

Administration
[ 1

number 0 1 2 3 4 5 &6 7 8 9 10 11 25 26a)

,_.
w
,_.
'S
,_.
wn
B
o
R

3
,_.
@
P
w
o
o
o
[t
N
>
o
w
¥
IS

4101 - - - - - - - - - - - - - - - - - - - - - - - - - +
4102 - - - - - - - - - - - - - - - - - - - - - - - AB+
4103 - - - - - - - - - - - - - - - - - - - - - - - - Acd ABDcd +
4104 - - - - - - - - - - - - - - - - - - - - - - - - - cd+
4105 - - - - - - - - - - - - - - - - - - - - - - - +

4106 - - - - - - - - - - - - - - - - - - - - - - - - - ad 4
4107 - - - - - - - - - - - - - - - - - - - - - - - - AB+

4108 - - - - - - - - - - - - - - - - - - - - - - -/ed 4d

4109 - - - - - - - - - - - - - - - - - - - - - - - - - -/%
4110 - - - - - - - - - - - - - - - - - - - - - - - +

4111 - - - - - - - - - - - - - - - - - - - - - - - - - /%
4112 Non-pregnant

a): Gestation day

-: No abnormal findings

A: Decrease in spontaneous movement

B: Hypothermia

D: Pale skin

cd: Continuation of delivery

+: Dead

x: Necropsy

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-17 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg): O

Administration
Dam = = s m e e e mm e e e e meemem—oo----
number 0 1 2 3 4a)

1101 - - - - -
1102 - - - - -
1103 - - - - -
1104 - - - - -
1105 - - - - -
1106 - - - - -
1107 - - - - -
1108 - - - - -
1109 - - - - -
1110 - - - - -
1111 - - - - -
1112 - - - - -

a): Lactation day
-: No abnormal findings
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Appendix 1-18 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg): 100

Administration
Dam = = s m e e e mm e e e e meemem—oo----
number 0 1 2 3 4a)

2101 - - - - -
2102 - - - - -
2103 - - - - -
2104 - - - - -
2105 - - - - -
2106 - - - - -
2107 - - - - -
2108 - - - - -
2109 - - - - -
2110 - - - - -
2111 - - - - -
2112 - - - - -

a): Lactation day
-: No abnormal findings
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Appendix 1-19 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg): 300

Administration
Dam = = s m e e e mm e e e e meemem—oo----
number 0 1 2 3 4a)

3101 - - - - -
3102 - - - - -
3103 - - - - -
3104b) - - -

3105 Non-pregnant

3106 - - - - -
3107 - - - - -
3108 - - - - -
3109 - - - - -
3110 - - - - -
3111 - - - - -
3112 - - - - -

a): Lactation day
b): Necropsied on lactation day 2 because all pups died
-: No abnormal findings
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Appendix 1-20 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg): 1000

Administration
Dam = e mmmm-mmmmmmmmmemmmemmemoaame-
number 0 1 2 3 4a)
4101b)
4102c)
4103d)
4104b)
4105¢)
4106e) -
4107f)
4108 - - - - -
4109 Not delivered
4110c¢)
4111 Not delivered
4112 Non-pregnant
a): Lactation day
b): Died on gestation day 25
c): Died on gestation day 23
d): Died on gestation day 26
e): Necropsied on lactation day 0 because all pups were stillborn
f): Died on gestation day 24

-: No abnormal findings
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A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual body weight of male rats

Dose

(mg/kg) :

0

R-1133

Day of administration

Animal =00 m - oo mm oo Gain
number 1 8 15 22 29a) 1-29
1001 442 467 486 502 527 85
1002 414 439 463 473 501 87
1003 426 444 469 494 526 100
1004 473 505 533 554 568 95
1005 436 459 485 495 530 94
1006 442 466 486 509 529 87
1007 460 492 522 546 580 120
1008 455 479 497 510 539 84
1009 435 460 488 506 534 99
1010 405 438 453 480 491 86
1011 414 426 449 452 464 50
1012 427 460 494 502 519 92
Mean 436 461 485 502 526 90
S.D. 20 23 25 28 31 16
Unit: g

a): Day of necropsy
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Appendix 2-2

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual body weight of male rats

Dose

(mg/kg) :

100

R-1133

Day of administration

Animal =00 m - oo mm oo Gain
number 1 8 15 22 29a) 1-29
2001 430 454 487 512 538 108
2002 464 479 515 530 561 97
2003 438 457 476 497 522 84
2004 418 429 445 462 484 66
2005 409 423 436 456 460 51
2006 417 429 458 463 502 85
2007 440 467 494 511 535 95
2008 446 475 502 526 561 115
2009 432 458 479 507 525 93
2010 410 433 429 447 447 37
2011 452 459 483 503 531 79
2012 469 485 510 533 553 84
Mean 435 454 476 496 518 83
S.D. 20 21 29 31 38 22
Unit: g

a): Day of necropsy
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Appendix 2-3

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual body weight of male rats

Dose

(mg/kg) :

300

R-1133

Day of administration

Animal =00 m - oo mm oo Gain
number 1 8 15 22 29a) 1-29
3001 449 471 478 484 507 58
3002 465 481 498 517 539 74
3003 439 462 484 496 524 85
3004 431 454 473 482 513 82
3005 451 478 511 525 543 92
3006 439 456 473 487 514 75
3007 418 434 455 472 495 77
3008 418 439 465 481 507 89
3009 410 421 444 460 488 78
3010 409 429 444 453 472 63
3011 467 499 526 545 569 102
3012 432 458 484 502 519 87
Mean 436 457 478 492 516 80
S.D. 20 23 25 27 26 12
Unit: g

a): Day of necropsy
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Appendix 2-4

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual body weight of male rats

Dose

(mg/kg) :

1000

R-1133

Day of administration

Animal =00 m - oo mm oo Gain
number 1 8 15 22 29a) 1-29
4001 453 481 495 513 544 91
4002 424 445 478 478 503 79
4003 440 459 475 480 499 59
4004 413 441 453 467 489 76
4005 429 449 476 466 487 58
4006 461 4384 498 510 525 64
4007 434 458 470 483 492 58
4008 415 434 449 463 484 €9
4009 443 468 487 501 512 69
4010 437 442 447 467 481 44
4011 473 517 550 569 591 118
4012 406 432 445 465 477 71
Mean 436 459 477 489 507 71
S.D. 20 25 29 31 33 19
Unit: g

a): Day of necropsy
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Appendix 2-5 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose {(mg/kg): 0

Day of administration

€6

Animal = =00 ommmm e e e Gain
number 1 8 15 1-15
1101 245 258 270 25
1102 259 257 254 -5
1103 282 305 330 48
1104 259 270 280 21
1105 243 263 273 30
1106 270 277 290 20
1107 237 237 236 -1
1108 265 281 258 33
1109 268 272 285 17
1110 261 269 277 16
1111 252 247 267 15
1112 250 276 284 34
Mean 258 268 279 21
S.D. 13 17 23 15

Unit: g
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Appendix 2-6 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Doge {(mg/kg): 100

Day of administration

76

Animal = =00 ommmm e e e Gain
number 1 8 15 1-15
2101 236 251 257 21
2102 245 263 269 24
2103 269 269 273 4
2104 252 267 280 28
2105 259 263 262 3
2106 264 257 272 8
2107 263 276 273 10
2108 251 259 264 13
2109 270 282 294 24
2110 292 286 291 -1
2111 259 259 261 2
2112 244 253 256 12
Mean 259 265 271 12
S.D. 15 11 12 10

Unit: g
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Appendix 2-7 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Doge {(mg/kg): 300

Day of administration

Animal = =00 ommmm e e e Gain
number 1 8 15 1-15
3101 253 261 271 18
3102 249 252 263 14
3103 246 253 267 21
3104 259 269 278 19
3105 270 277 276 6
3106 242 234 246 4
3107 265 283 294 29
3108 261 277 283 22
3109 237 236 253 16
3110 268 280 287 19
3111 257 275 286 29
3112 279 284 286 7
Mean 257 265 274 17
S.D. 12 18 15 8

Unit: g
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Appendix 2-8 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Doge {(mg/kg): 1000

Day of administration

96

Animal = =00 ommmm e e e Gain
number 1 8 15 1-15
4101 240 240 247 7
4102 266 283 303 37
4103 241 255 263 22
4104 248 254 267 19
4105 278 284 286 8
4106 272 282 283 11
4107 256 264 278 22
4108 260 274 283 23
4109 260 271 292 32
4110 256 262 279 23
4111 248 275 284 36
4112 266 270 281 15
Mean 258 268 279 21
S.D. 12 13 14 10

Unit: g
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Appendix 2-9

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of dams during the gestation period

R-1133

Dose {(mg/kg): 0

Administration
Dam s e e mmm o oo Gain
number 0 7 14 20a 0-20
1101 271 297 332 408 137
1102 272 310 344 436 164
1103 336 367 411 498 162
1104 293 316 348 440 147
1105 274 304 339 420 l46
1106 295 327 360 433 138
1107 252 280 313 393 141
1108 305 334 377 461 156
1109 290 335 384 474 184
1110 276 309 347 414 138
1111 271 313 357 436 165
1112 294 317 353 446 152
Mean 286 317 355 438 153
S.D. 22 22 26 29 14
Unit: g

a): Gestation day
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Appendix 2-10 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of dams during the gestation period
Doge {(mg/kg): 100

Administration
Dam s e e mmm o oo Gain
number 0 7 14 20a) 0-20
2101 252 300 329 396 144
2102 281 318 355 430 149
2103 273 316 353 439 166
2104 287 328 373 452 165
2105 288 325 371 433 145
2106 283 310 357 436 153
2107 291 334 385 474 183
2108 279 306 345 434 155
2109 295 325 372 435 140
2110 312 330 358 436 124
2111 280 323 370 446 166
2112 268 306 347 422 154
Mean 282 318 360 436 154
S.D. 15 11 15 18 15

Unit: g
a): Gestation day
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Appendix 2-11 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of dams during the gestation period
Doge {(mg/kg): 300

Administration

Dam s e e mmm o oo Gain
number 0 7 14 20a) 0-20
3101 279 314 352 421 142
3102 270 298 334 397 127
3103 274 307 347 432 158
3104 282 308 337 408 126
3105 Non-pregnant

3106 249 286 323 409 160
3107 299 334 378 446 147
3108 294 329 367 465 171
3109 261 299 346 426 165
3110 304 334 373 456 152
3111 295 333 364 457 162
3112 296 327 360 442 146
Mean 282 315 353 433 151
S.D. 17 17 17 23 15

Unit: g
a): Gestation day
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Appendix 2-12

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of dams during the gestation period

R-1133

Doge {(mg/kg): 1000
Administration

Dam s e e mmm o oo Gain
number 0 7 14 20a 0-20
4101 247 275 311 383 136
4102 307 336 368 465 158
4103 271 305 351 416 145
4104 268 291 323 396 128
4105 300 331 364 460 160
4106 299 323 339 366 67
4107 273 309 332 395 122
4108 294 308 351 417 123
4109 283 323 366 470 187
4110 285 324 367 455 170
4111 281 323 346 411 130
4112 Non-pregnant

Mean 283 313 347 421 139
S.D. 17 18 19 36 32
Unit: g

a): Gestation day
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Appendix 2-13 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of dams during the lactation period
Dose {(mg/kg): 0

Administration
Dam 0 —--m---———---- Gain
number 0 4a) 0-4
1101 338 337 -1
1102 365 354 -11
1103 391 390 -1
1104 347 348 1
1105 323 324 1
1106 346 352 6
1107 299 310 11
1108 353 360 7
1109 389 376 -13
1110 352 351 -1
1111 350 367 17
1112 347 361 14
Mean 350 353 3
S.D. 25 22 9

Unit: g
a): Lactation day



R-1133
Appendix 2-14 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of dams during the lactation period
Doge {(mg/kg): 100

Administration
Dam 0 —--m---———---- Gain
number 0 4a) 0-4
2101 324 332 8
2102 344 363 19
2103 353 368 15
2104 374 371 -3
2105 355 346 -9
2106 344 361 17
2107 360 377 17
2108 297 304 7
2109 387 360 -27
2110 350 380 30
2111 368 376 8
2112 338 351 13
Mean 350 357 8
S.D. 24 22 15

Unit: g
a): Lactation day



R-1133
Appendix 2-15 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of dams during the lactation period
Doge {(mg/kg): 300

€01

Administration
Dam = o —------————-—- Gain
number 0 4a) 0-4
3101 330 377 47
3102 325 360 35
3103 325 347 22
3104Db) 271
3105 Non-pregnant
3106 314 316 2
3107 358 379 21
3108 358 360 2
3109 337 338 1
3110 366 344c¢) -22c)
3111 348 361 13
3112 322 343 21
Mean 332 353 18
S.D. 27 20 16

Unit: g

a): Lactation day

b): Necropsied on lactation day 2 because all pups died

c): Data was excluded from statistical analysis because of water leakage.
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R-1133

Appendix 2-16 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

by oral administration in rats
Individual body weight of dams during the lactation period
Doge {(mg/kg): 1000

Administration
Dam = o —------————-—- Gain
number 0 4a) 0-4
4101b)
4102c)
4103d)
4104b)
4105¢)
4106e)
4107f)
4108 336 336 0
4109 Not delivered
4110c¢)
4111 Not delivered
4112 Non-pregnant
Mean 336 336 Q
S.D.
Unit: g
a): Lactation day
b): Died on gestation day 25
c): Died on gestation day 23
d) : Died on gestation day 26
e): Necropsied on lactation day 0 because all pups were stillborn
f): Died on gestation day 24
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Appendix 3-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of male rats
Dose {(mg/kg): 0

Day of administration

Animal =00 m e e e e e oo
number 2 8 15
1001 28 31 28
1002 27 27 28
1003 24 26 27
1004 29 33 28
10065 30 28 30
1006 26 28 28
1007 22 25 25
1008 25 26 26
1009 22 26 29
1010 28 24 26
1011 21 22 25
1012 25 30 31
Mean 26 27 28
S.D. 3 3 2

Unit: g/rat/day



R-1133
Appendix 3-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of male rats
Doge {(mg/kg): 100

Day of administration

90I

Animal =00 m e e e e e oo
number 2 8 15
2001 28 26 30
2002 28 26 30
2003 25 27 26
2004 18 22 24
2005 21 23 23
2006 22 26 24
2007 24 27 27
2008 26 25 28
2009 27 29 29
2010 22 22 20
2011 22 25 23
2012 30 26 29
Mean 24 25 26
S.D. 4 2 3

Unit: g/rat/day
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R-1133
Appendix 3-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of male rats
Doge {(mg/kg): 300

Day of administration

Animal =00 m e e e e e oo
number 2 8 15
3001 24 27 23
3002 28 27 26
3003 26 24 25
3004 26 23 25
30065 29 23 27
3006 22 28 26
3007 21 23 26
3008 23 28 29
3009 24 24 28
3010 20 25 26
3011 27 28 26
3012 26 25 27
Mean 25 25 26
S.D. 3 2 2

Unit: g/rat/day
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R-1133
Appendix 3-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of male rats
Doge {(mg/kg): 1000

Day of administration

Animal =00 m e e e e e oo
number 2 8 15
4001 21 24 24
4002 25 26 27
4003 26 24 26
4004 25 24 24
4005 24 25 26
4006 27 28 25
4007 22 24 22
4008 24 29 26
4009 27 34 30
4010 19 23 22
4011 30 33 30
4012 23 25 24
Mean 24 27 26
S.D. 3 4 3

Unit: g/rat/day
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Appendix 3-5 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose {(mg/kg): 0

Day of administration

Animal =00 m e e e e e oo
number 2 8 15
1101 18 21 21
1102 16 19 12
1103 21 27 30
1104 20 23 19
1105 19 18 20
1106 17 21 24
1107 16 17 11
1108 22 25 25
1109 18 14 24
1110 12 21 21
1111 18 11 22
1112 21 24 23
Mean 18 20 21
S.D. 3 5 5

Unit: g/rat/day
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Appendix 3-6 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Doge {(mg/kg): 100

Day of administration

OrI

Animal =00 m e e e e e oo
number 2 8 15
2101 13 23 20
2102 19 23 21
2103 11 18 19
2104 20 21 22
2105 22 21 14
2106 15 12 21
2107 10 24 21
2108 146 21 16
2109 14 23 25
2110 20 20 14
2111 10 22 18
2112 14 22 18
Mean 15 21 19
S.D. 4 3 3

Unit: g/rat/day
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R-1133
Appendix 3-7 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Doge {(mg/kg): 300

Day of administration

Animal =00 m e e e e e oo
number 2 8 15
3101 16 19 19
3102 17 16 20
3103 15 18 20
3104 17 23 23
3105 18 20 13
3106 19 13 18
3107 16 26 25
3108 19 19 21
3109 18 13 22
3110 16 21 19
3111 12 24 24
3112 14 22 16
Mean 16 20 20
S.D. 2 4 3

Unit: g/rat/day
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Appendix 3-8 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Doge {(mg/kg): 1000

Day of administration

Animal =00 m e e e e e oo
number 2 8 15
4101 17 13 17
4102 18 23 23
4103 15 22 20
4104 17 18 19
4105 22 23 18
4106 15 22 20
4107 16 15 17
4108 15 20 23
4109 19 17 21
4110 17 16 23
4111 25 23 25
4112 17 20 21
Mean 18 19 21
S.D. 3 3 3

Unit: g/rat/day
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Appendix 3-9 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose {(mg/kg): 0

€Il

Administration
Dam = s e e e e e
number 1 7 14 20a)
1101 21 21 21 20
1102 18 24 18 25
1103 25 26 23 26
1104 13 24 24 20
1105 16 23 18 19
1106 20 27 21 19
1107 16 18 19 17
1108 24 24 19 19
1109 23 27 33 28
1110 15 24 29 19
1111 21 21 21 19
1112 20 24 20 22
Mean 19 24 22 21
S.D. 4 3 5 3

Unit: g/rat/day
a): Gestation day
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Appendix 3-10 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of dams during the gestation period
Doge {(mg/kg): 100

Administration
Dam = s e e e e e
number 1 7 14 20a)
2101 17 26 21 18
2102 22 25 25 25
2103 17 26 26 20
2104 26 28 27 19
2105 17 28 29 20
2106 20 25 31 21
2107 23 28 34 26
2108 23 21 27 20
2109 19 25 33 25
2110 16 23 20 20
2111 23 27 32 24
2112 23 25 28 18
Mean 21 26 28 21
S.D. 3 2 4 3

Unit: g/rat/day
a): Gestation day
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R-1133
Appendix 3-11 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of dams during the gestation period
Doge {(mg/kg): 300

Administration

Dam = s e e e e e
number 1 7 14 20a)
3101 17 22 28 20
3102 19 22 26 21
3103 19 22 23 16
3104 17 20 20 14
3105 Non-pregnant

3106 20 23 29 22
3107 26 24 33 20
3108 19 23 20 24
3109 21 23 33 24
3110 21 23 23 19
3111 25 30 26 20
3112 22 21 19 21
Mean 21 23 25 20
S.D. 3 3 5 3

Unit: g/rat/day
a): Gestation day
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R-1133
Appendix 3-12 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of dams during the gestation period
Doge {(mg/kg): 1000

Administration

Dam = s e e e e e
number 1 7 14 20a)
4101 17 23 28 15
4102 21 24 23 21
4103 21 23 27 20
4104 15 18 25 18
4105 21 26 21 20
4106 21 24 22 17
4107 19 24 20 18
4108 19 19 27 21
4109 18 24 26 22
4110 21 26 29 16
4111 21 28 24 21
4112 Non-pregnant

Mean 19 24 25 19
S.D. 2 3 3 2

Unit: g/rat/day
a): Gestation day
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R-1133
Appendix 3-13 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg): O

Administration
Dam = ===-----------
number 2 4a)
1101 23 37
1102 16 35
1103 21 26
1104 16 31
1105 14 35
1106 21 33
1107 19 32
1108 14 36
1109 20 30
1110 21 31
1111 23 41
1112 19 35
Mean 19 34
S.D. 3

Unit: g/rat/day
a): Lactation day
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R-1133
Appendix 3-14 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg): 100

Administration
Dam = ===-----------
number 2 4a)
2101 18 36
2102 22 40
2103 18 43
2104 20 30
2105 21 28
2106 20 41
2107 23 41
2108 12 17
2109 12 26
2110 23 38
2111 23 38
2112 26 44
Mean 21 35
S.D. 5 8

Unit: g/rat/day
a): Lactation day
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R-1133
Appendix 3-15 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg): 300

Administration
Dam = ===-----------
number 2 4a)
3101 33 45
3102 31 47
3103 22 46
3104b)
3105 Non-pregnant
3106 27 39
3107 29 39
3108 27 35
3109 22 32
3110 17 34¢)
3111 25 42
3112 25 37
Mean 26 40
S.D.

Unit: g/rat/day

a): Lactation day

b): Necropsied on lactation day 2 because all pups died

¢) : Data was excluded from statistical analysis because of water leakage.
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R-1133
Appendix 3-16 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg): 1000

Administration
Dam = ==e=emm-eee--aa-
number 2 4a)

4105¢)

4106e)

4107f)

4108 23 27
4109 Not delivered
4110c¢)

4111 Not delivered
4112 Non-pregnant

Mean 23 27
S.D.

Unit: g/rat/day
a): Lactation day
): Died on gestation day 25
¢): Died on gestation day 23
d): Died on gestation day 26
e): Necropsied on lactation day 0 because all pups were stillborn
f): Died on gestation day 24
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Appendix 4-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual organ weight of male rats
Dose {(mg/kg): 0

Body Thyroid Thyroid Thyroid Testis Testis Testis

Animal weight (R) (L) (R+L} (R) (L) (R+L)
number g mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW)
1001 527 13.1 9.1 22.2 1.59 1.65 3.24
1002 501 12.4 12.5 24.9 1.50 1.49 2.99
1003 526 11.7 12.8 24.5 1.93 1.93 3.86
1004 568 10.5 7.8 18.3 1.75 1.74 3.49
1005 530 10.6 11.9 22.5 1.42 1.43 2.85
1006 529 8.6 9.5 18.1 1.46 1.59 3.05
1007 580 9.7 12.8 22.5 1.60 1.57 3.17
Absolute 1008 539 12.4 12.1 24.5 1.59 1.56 3.15
1009 534 13.2 12.3 25.5 1.52 1.54 3.06
1010 491 14.9 16.0 30.9 1.76 1.79 3.55
1011 464 8.4 8.2 16.6 1.53 1.59 3.12
1012 519 10.0 9.9 19.9 1.50 1.48 2.98
Mean 526 11.3 11.2 22.5 1.60 1.61 3.21
S.D 31 2.0 2.4 0 0.15 0.14 0.29
1001 2.5 1.7 4.2 0.30 0.31 0.61
1002 2.5 2.5 5.0 0.30 0.30 0.60
1003 2.2 2.4 4.7 0.37 0.37 0.73
1004 1.8 1.4 3.2 0.31 0.31 0.61
1005 2.0 2.2 4.2 0.27 0.27 0.54
1006 1.6 1.8 3.4 0.28 0.30 0.58
1007 1.7 2.2 3.9 0.28 0.27 0.55
Relative 1008 2.3 2.2 4.5 0.29 0.29 0.58
1009 2.5 2.3 4.8 0.28 0.29 Q.57
1010 3.0 3.3 6.3 0.36 0.36 Q.72
1011 1.8 1.8 3.6 0.33 0.34 0.67
1012 1.9 1.9 3.8 0.29 0.29 0.57
Mean 2.2 2.1 4.3 0.31 0.31 0.61
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Appendix 4-2

by oral administration in rats
Individual organ weight of male rats
Dose {(mg/kg): 0

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

R-1133

Epididymis
Animal (R}
number mg(mg/100g BW)

Epididymis
(LY

mg (mg/100g BW)

Epididymis
{R+1)

mg (mg/100g BW)

Seminal
vesicle
g(g/100g BW)

Prostate

g(g/100g BW)

1001 584 588 1173 1.84 0.84
1002 572 560 1132 1.99 1.31
1003 569 547 1116 1.78 0.96
1004 624 622 1246 2.17 1.40
1005 566 578 1144 1.65 1.02
1006 605 646 1251 1.69 1.29
1007 569 530 1099 1.45 1.14
Absolute 1008 551 560 1111 1.37 0.88
1009 6693 647 1316 1.60 1.41
1010 692 682 1374 2.09 1.42
1011 652 532 1184 2.03 1.29
1012 564 557 1121 1.83 1.20
Mean 601 588 1189 1.79 1.18
S.D. 47 50 89 0.25 0.21
1001 111 112 223 0.35 0.16
1002 114 112 226 0.40 0.26
1003 108 104 212 0.34 0.18
1004 110 110 219 0.38 0.25
1005 107 108 216 0.31 0.19
1006 114 122 236 0.32 0.24
1007 98 91 189 0.25 0.20
Relative 1008 102 104 206 0.25 0.16
1009 125 121 246 0.30 0.26
1010 141 139 280 0.43 0.29
1011 141 115 255 0.44 0.28
1012 109 107 216 0.35 0.23
Mean 115 112 227 0.34 0.23
S.D. 14 12 24 0.06 0.05
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Appendix 4-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual organ weight of male rats
Doge {(mg/kg): 100

Body Thyroid Thyroid Thyroid Testis Testis Testis

Animal weight (R) (L) (R+L} (R) (L) (R+L)
number g mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW)
2001 538 10.7 11.4 22.1 1.58 1.57 3.15
2002 561 10.8 13.0 23.8 1.37 1.40 2.77
2003 522 13.7 13.4 27.1 1.82 1.84 3.66
2004 484 9.3 11.5 20.8 1.53 1.61 3.14
2005 460 10.1 8.3 18.4 1.62 1.62 3.24
2006 502 8.9 11.1 20.0 1.39 1.43 2.82
2007 535 12.7 10.2 22.9 1.52 1.49 3.01
Absolute 2008 561 13.1 10.8 23.9 1.63 1.65 3.28
2009 525 8.5 9.0 17.5 1.73 1.68 3.41
2010 447 10.8 10.8 21.¢6 1.65 1.65 3.30
2011 531 9.3 10.2 19.5 1.56 1.57 3.13
2012 553 11.1 14.1 25.2 1.79 1.74 3.53
Mean 518 10.8 11.2 21.9 1.60 1.60 3.20
S.D 38 1 1.7 8 0.14 0.12 26
2001 2.0 2.1 4.1 0.29 0.29 0.59
2002 1.9 2.3 4.2 0.24 0.25 0.49
2003 2.6 2.6 5.2 0.35 0.35% 0.70
2004 1.9 2.4 4.3 0.32 0.33 Q.65
2005 2.2 1.8 4.0 0.35 0.35 0.70
2006 1.8 2.2 4.0 0.28 0.28 0.56
2007 2.4 1.9 4.3 0.28 0.28 0.56
Relative 2008 2.3 1.9 4.3 0.29 0.29 0.58
2009 1.6 1.7 3.3 0.33 0.32 Q.65
2010 2.4 2.4 4.8 0.37 0.37 0.74
2011 1.8 1.9 3.7 0.29 0.30 0.59
2012 2.0 2.5 4.6 0.32 0.31 0.64
Mean 2.1 2.1 4.2 0.31 0.31 0.62




Appendix 4-4

by oral administration in rats
Individual organ weight of male rats
Doge {(mg/kg): 100

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

R-1133

Epididymis
Animal (R}
number mg(mg/100g BW)

Epididymis
(LY

mg (mg/100g BW)

Epididymis
{R+1)

mg (mg/100g BW)

Seminal
vesicle
g(g/100g BW)

Prostate

g(g/100g BW)

2001 596 590 1186 1.88 1.08
2002 475 442 917 1.90 1.02
2003 659 637 1296 1.71 1.14
2004 628 628 1256 1.71 1.23
2005 565 548 1114 1.63 1.26
2006 546 553 1099 1.84 1.25
2007 659 642 1301 1.62 1.37
Absolute 2008 653 639 1292 1.98 1.36
2009 631 610 1241 1.73 1.29
2010 662 644 1306 1.93 0.9¢9
2011 603 622 1225 1.67 1.14
2012 647 643 1290 1.70 1.35
Mean 610 600 1210 1.78 1.21
S.D. 57 60 116 0.12 0.13
2001 111 110 220 0.35 0.20
2002 85 79 163 0.34 0.18
2003 126 122 248 0.33 0.22
2004 130 130 260 0.35 0.25
2005 123 118 242 0.35 0.27
2006 109 110 219 0.37 0.25
2007 123 120 243 0.30 0.26
Relative 2008 116 114 230 0.35 0.24
2009 120 116 236 0.33 0.25
2010 148 144 292 0.43 0.22
2011 114 117 231 0.31 0.21
2012 117 116 233 0.31 0.24
Mean 119 116 235 0.34 0.23
S.D. 15 15 30 0.03 0.03
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Appendix 4-5 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual organ weight of male rats
Doge {(mg/kg): 300

Body Thyroid Thyroid Thyroid Testis Testis Testis

Animal weight (R) (L) (R+L} (R) (L) (R+L)
number g mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW)
3001 507 5.1 10.3 19.4 1.75 1.72 3.47
3002 539 16.4 13.5 29.9 1.75 1.77 3.52
3003 524 16.2 11.6 27.8 1.64 1.58 3.22
3004 513 13.8 12.9 26.7 1.46 1.39 2.85
3005 543 19.2 16.0 35.2 1.68 1.74 3.42
3006 514 9.3 8.5 17.8 1.69 1.63 3.32
3007 495 9.9 10.6 20.5 1.61 1.58 3.19
Absolute 3008 507 11.9 12.8 24.7 1.77 1.78 3.55
3009 488 14.1 9.1 23.2 1.61 1.62 3.23
3010 472 13.5 11.1 24.6 1.65 1.57 3.22
3011 569 12.5 12.0 24 .5 1.49 1.49 2.98
3012 519 11.9 9.9 21.8 1.78 1.82 3.60
Mean 516 13 11. 24.7 1.66 1.64 3.30
S.D 26 3.1 2.1 .8 0.10 0.13 23
3001 1.8 2.0 3.8 0.35 0.34 0.68
3002 3.0 2.5 5.5 0.32 0.33 Q.65
3003 3.1 2.2 5.3 0.31 0.30 0.61
3004 2.7 2.5 5.2 0.28 Q.27 Q.56
3005 3.5 2.9 6.5 0.31 0.32 0.63
3006 1.8 1.7 3.5 0.33 0.32 0.65
3007 2.0 2.1 4.1 0.33 0.32 0.64
Relative 3008 2.3 2.5 4.9 0.35 0.35 0.70
3009 2.9 1.9 4.8 0.33 0.33 0.66
3010 2.9 2.4 5.2 0.35 0.33 0.68
3011 2.2 2.1 4.3 0.26 0.26 0.52
3012 2.3 1.9 4.2 0.34 0.35 0.69
Mean 2.5 2.2 4.8 0.32 0.32 0.64
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Appendix 4-6

by oral administration in rats
Individual organ weight of male rats
Doge {(mg/kg): 300

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

R-1133

Epididymis
Animal (R}
number mg(mg/100g BW)

Epididymis
(LY

mg (mg/100g BW)

Epididymis
{R+1)

mg (mg/100g BW)

Seminal
vesicle
g(g/100g BW)

Prostate

g(g/100g BW)

3001 644 627 1271 1.60 1.35
3002 621 576 1187 1.50 0.95
3003 655 585 1240 1.64 1.02
3004 536 502 1038 2.17 1.26
3005 624 643 1267 1.80 1.27
3006 628 640 1268 1.75 1.32
3007 620 527 1147 1.44 1.38
Absolute 3008 640 697 1337 1.92 1.21
3009 611 599 1210 1.85 1.34
3010 646 632 1278 1.99 1.13
3011 629 621 1250 1.60 1.40
3012 556 539 1095 1.69 1.34
Mean 618 599 1217 1.75 1.28
S.D. 36 56 85 0.21 0.14
3001 127 124 251 0.32 0.27
3002 115 107 222 0.28 0.18
3003 125 112 237 0.31 0.19
3004 104 98 202 0.42 0.25
3005 115 118 233 0.33 0.23
3006 122 125 247 0.34 0.26
3007 125 106 232 0.29 0.28
Relative 3008 126 137 264 0.38 0.24
3009 125 123 248 0.38 0.27
3010 137 134 271 0.42 0.24
3011 111 109 220 0.28 0.25
3012 107 104 211 0.33 0.26
Mean 120 116 237 0.34 0.24
S.D. 10 12 21 0.05 0.03
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Appendix 4-7 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual organ weight of male rats
Doge {(mg/kg): 1000

Body Thyroid Thyroid Thyroid Testis Testis Testis

Animal weight (R) (L) (R+L} (R) (L) (R+L)
number g mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW)
4001 544 21.4 17.8 39.2 1.60 1.65 3.25
4002 503 13.9 14.0 27.9 1.75 1.65 3.40
4003 499 13.8 14.6 28.4 1.62 1.61 3.23
4004 489 18.6 16.4 35.0 1.58 1.57 3.15
4005 487 12.9 16.0 28.9 1.64 1.61 3.25
4006 525 13.1 10.5 23.6 1.68 1.67 3.35
4007 492 14.5 13.1 27.6 1.51 1.57 3.08
Absolute 4008 484 21.2 15.5 36.7 1.49 1.53 3.02
4009 512 12.4 14.3 26.7 1.58 1.58 3.1s
4010 481 18.4 13.1 31.5 1.36 1.33 2.69
4011 591 17.6 16.7 34.3 1.30 1.34 2.64
4012 477 17.2 15.5 32.7 1.25 1.31 2.56
Mean 507 16.3 14.8 31.0 1.53 1.54 3.07
S.D 33 3 2.0 4.6 0.15 0.13 0.28
4001 3.9 3.3 7.2 0.29 0.30 0.60
4002 2.8 2.8 5.5 0.35 0.33 0.68
4003 2.8 2.9 5.7 0.32 0.32 0.65
4004 3.8 3.4 7.2 0.32 0.32 Q.64
4005 2.6 3.3 5.9 0.34 0.33 0.67
4006 2.5 2.0 4.5 0.32 0.32 0.64
4007 2.9 2.7 5.6 0.31 0.32 0.63
Relative 4008 4.4 3.2 7.6 0.31 0.32 0.62
4009 2.4 2.8 5.2 0.31 0.31 Q.62
4010 3.8 2.7 6.5 0.28 0.28 0.56
4011 3.0 2.8 5.8 0.22 0.23 0.45
4012 3.6 3.2 6.9 0.26 0.27 0.54
Mean 3.2 2.9 6.1 0.30 0.30 0.61
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Appendix 4-8

by oral administration in rats
Individual organ weight of male rats
Doge {(mg/kg): 1000

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

R-1133

Epididymis
Animal (R}
number mg(mg/100g BW)

Epididymis
(LY

mg (mg/100g BW)

Epididymis
{R+1)

mg (mg/100g BW)

Seminal
vesicle
g(g/100g BW)

Prostate

g(g/100g BW)

4001 582 586 1168 1.61 0.98
4002 608 618 1226 2.13 1.26
4003 580 561 1141 1.74 1.18
4004 613 609 1222 2.00 1.32
4005 582 588 1171 1.62 1.13
4006 588 580 1168 1.64 1.15
4007 551 556 1107 1.85 1.17
Absolute 4008 568 574 1142 1.87 1.23
4009 599 597 1196 1.68 1.42
4010 534 551 1085 1.77 1.04
4011 546 543 1089 1.7% 1.25
4012 499 469 968 1.73 1.34
Mean 571 569 1140 1.79 1.21
S.D. 33 39 71 0.16 0.12
4001 107 108 215 0.30 0.18
4002 121 123 244 0.42 0.25
4003 116 112 229 0.35 0.24
4004 125 128 250 0.41 0.27
4005 120 121 240 0.33 0.23
4006 112 110 222 0.31 0.22
4007 112 113 225 0.38 0.24
Relative 4008 117 119 236 0.39 0.25
4009 117 117 234 0.33 0.28
4010 111 118 226 0.37 0.22
4011 92 92 184 0.30 0.21
4012 105 98 203 0.36 0.28
Mean 113 113 226 0.35 0.24
S.D. 9 10 18 0.04 0.03
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Appendix 4-9 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg): 0

Body Thyroid Thyroid Thyroid ovary Ovary ovary

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g mgi(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
1101 337 8.6 8.9 17.5 37.3 56.4 93.7
1102 354 10.3 7.3 17.6 52.4 55.0 107.4
1103 390 9.2 7.6 16.8 47.1 62.7 109.8
1104 348 7.0 7.4 14.4 57.0 43.7 100.7
1105 324 7.5 5.7 13.2 47.5 47.1 94.6
1106 352 7.5 7.9 15.4 52.5 53.0 105.5
1107 310 8.2 7.4 15.6 57.4 46.7 104.1
Absolute 1108 360 8.4 9.0 17.4 52.3 61.2 113.5
1109 376 11.4 8.8 20.2 61.7 63.5 125.2
1110 351 8.1 6.0 14.1 38.2 42.1 80.3
1111 367 10.0 9.7 19.7 59.1 57.5 116.6
1112 361 8.6 8.7 17.3 62.1 39.5 101.6
Mean 353 8.7 ¢ 16.6 52 52.4 104 .4
s.D 22 1.3 1 2.1 8.3 3 11.7
1101 2.6 2.6 5.2 11.1 16.7 27.8
1102 2.9 2.1 5.0 14.8 15.5 30.3
1103 2.4 1.9 4.3 12.1 16.1 28.2
1104 2.0 2.1 4.1 16.4 12.6 28.9
1105 2.3 1.8 4.1 14.7 14.5 29.2
1106 2.1 2.2 4.4 14.3 15.1 30.0
1107 2.6 2.4 5.0 18.5 15.1 33.6
Relative 1108 2.3 2.5 4.8 14.5 17.0 31.5
1109 3.0 2.3 5.4 16.4 16.9 33.3
1110 2.3 1.7 4.0 10.9 12.0 22.8
1111 2.7 2.6 5.4 16.1 15.7 31.8
1112 2.4 2.4 4.8 17.2 10.9 28.1
Mean 2.5 2.2 4.7 14.8 14.8 29.6
S.D 3 3 0.5 2.4 2.0 2.9
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Appendix 4-10 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg): 100

Body Thyroid Thyroid Thyroid ovary Ovary ovary
Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g mgi(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
2101 332 7.1 7.0 14.1 54.9 50.3 105.2
2102 363 8.5 8.2 16.7 56.9 44.1 101.0
2103 368 7.9 6.9 14.8 51.3 48.2 99.5
2104 371 8.5 8.9 17.4 65.1 47.7 112.8
2105 346 8.1 7.9 16.0 49.2 58.8 108.0
2106 361 8.0 8.0 16.0 46.6 64.2 110.8
2107 377 9.5 8.6 18.1 49.8 60.0 108.8
Absolute 2108 304 10.9 9.6 20.5 65.6 57.1 122.7
2109 360 13.4 8.0 22.4 68.3 50.1 118.4
2110 380 12.6 9.3 21.9 €9.4 55.0 124 .4
2111 376 8.5 7.7 16.2 57.7 54.1 111.8
2112 351 8.1 7.7 15.8 79.1 49.8 128.9
Mean 3587 3 8.2 17 59.5 53 112.8
s.D 22 2.0 0.9 2.7 10.0 9 9
2101 2.1 2.1 4.2 16.5 15.2 31.7
2102 2.3 2.3 4.6 15.7 12.1 27.8
2103 2.1 1.9 4.0 13.8 13.1 27.0
2104 2.3 2.4 4.7 17.5 12.9 30.4
2105 2.3 2.3 4.6 14.2 17.0 31.2
2106 2.2 2.2 4.4 12.9 17.8 30.7
2107 2.5 2.3 4.8 13.2 15.9 2%.1
Relative 2108 3.6 3.2 6.7 21.6 18.8 40.4
2109 3.7 2.5 6.2 19.0 13.9 32.9
2110 3.3 2.4 5.8 18.3 14.5 32.7
2111 2.3 2.0 4.3 15.3 14 .4 29.7
2112 2.3 2.2 4.5 22.5 14.2 36.7
Mean 2.6 2.3 4.9 16 15.0 31.7
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Appendix 4-11

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual organ weight of female rats

Dose (mg/kg): 300

R-1133

Body Thyroid Thyroid Thyroid ovary Ovary ovary
Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g mgi(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
3101 377 11.6 11.4 23.0 66.6 65.1 131.7
3102 360 9.2 7.6 16.8 51.1 43.8 94.8
3103 347 11.2 9.5 20.7 50.7 52.0 102.7
3104a) 2687 9.12 8.4%2 17.52 63.7% 41.72 105.42
3105b) 3272 15.72 14.47% 30.12 46 .67 37.12 83.72
3106 316 7.9 6.7 14.6 45.3 41.6 86.9
3107 379 15.0 7.8 22.8 68.1 59.5 127.6

Absolute 3108 360 10.4 W7 22.1 52.8 42.7 95.5
3109 338 13.1 2.0 25.1 42.7 49.6 92.3
3110 344c¢) 9.22 .87 17.02 41.472 73.72 115.12
3111 361 10.6 9.5 20.1 54.1 52.8 106.9
3112 343 10.7 10.1 20.8 37.3 63.8 101.1
Mean 353 11.1 .6 20.7 52.1 52 104 .4
S.D. 20 2.1 1.2 3.2 10.2 15.5
3101 3.1 3.0 6.1 17.7 17.3 34.9
3102 2.6 2.1 4.7 14. 12.2 26.4
3103 3.2 2.7 6.0 14.¢6 15.0 29.6
3104a) 3.472 3.1z 6.52 23.82 15.62 39.32
3105b) 4.82 4.42 9.27 14 .32 11.32 25.672
3106 2.5 2.1 4.6 14.3 13.2 27.5
3107 4.0 2.1 6.0 18.0 15.7 33.7
Relative 3108 2.9 3.3 6.1 14.7 11.9 26.5

3109 3.9 3.6 7.4 12.6 14.7 27.3
3110 2.72 2.32 4.9Z 12.02 21.47 33.52
3111 2.9 2.6 5.6 15.0 14.6 29.6
3112 3.1 2.9 6.1 10.9 18.6 29.5
Mean 1 2.7 5.8 14 14.8 29.4
S.D. 0.5 5 0.8 2.2 2.2 3.0

a): Necropsied on lactation day 2 because all pups died

b): Non-pregnant

c): Data was excluded from statistical analysis because of water leakage.
Z: Data was excluded from statistical analysis.
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Appendix 4-12 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg): 1000

Body Thyroid Thyroid Thyroid ovary Ovary ovary

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g mgi(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
4101a) 3762 13.32 27.32 51.32 97.92
4102b) 4387 8.22 15.92 56.2 116.52
4103¢) 3922 21.72 46.62 48.52 118.82
4104a) 366Z 18.82 41.9Z 81.02 137.72
4105b) 4172 13.92 25.52 58.22 118.8%2
4106d) 3572 10.72 26.4%2 58.22 118.72
4107e) 3712 10.72 21.82 50.12 99.02
Absolute 4108 338 14.3 29.0 44.6 86.1
4109f) 4647 14 .42 29.67 72.22 128.72
4110b) 4492 8.42 20.6Z 30.92 93.82
4111f) 4132 18.22 36.92 39.72 88.72
4112¢) 3062 10.72 33.42 41.42 84 .52

4101la) 3.72 3.52 7.32 12.47 13.62Z 26.02
4102b) 1.82 1.9%2 3.62 13.82 12.82 26.62
4103c) 6.42 5.52 11.92 18.272 12.47 30.62
4104a) 6.372 5.12 11.42 15.52 22.127 37.62
4105b) 2.82 3.32 6.12 14.52 14.02 28.52
4106d) 4.42 3.02 7.42 16.92 16.32 33.22
4107e) 3.02 2.92 5.92 13.27 13.5Z 26.72

Relative 4108 4.4 4.3 8.6 12.4 13.3 25.6
4109f) 3.32 3.12 6.4Z2 12.22 15.62 27.72
4110b) 2.5Z 2.12 4.67Z 14.07 6.9Z 20.97
4111f) 4.5Z 4.427 8.97 11.92 9.62 21.52
4112g) 7.42 3.52 10.92 14.12 13.52 27.62
Mean 4.4 4.3 8.6 12.4 13.3 25.6
S.D.

a): Died on gestation day 25

b): Died on gestation day 23

c¢): Died on gestation day 26

d) : Necropsied on lactation day 0 because all pups were stillborn
e} : Died on gestation day 24

f): Not delivered

g): Non-pregnant

Z: Data was excluded from statistical analysis.
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Appendix 5-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of dams on lactation day 4
Dose (mg/kg): O

Dam T3 T4 TSH
number ng/dL ng/dL ng/mL
1101 74.9 2.3 4.51
1102 83.5 3.7 14.27
1103 97.9 3.0 20.43
1104 90.2 2.7 16.35
1105 74.2 2.4 9.30
1106 57.6 1.8 6.05
1107 93.9 2.1 15.69
1108 111.0 3.1 27.77
1109 71.9 2.8 1.01
1110 75.6 3.0 11.01
1111 65.7 2.6 13.78
1112 101.¢ 1.9 17.32
Mean 83.1 2.6 13.12

S.D. 15.9 0.6 7.35
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Appendix 5-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of dams on lactation day 4
Dose (mg/kg): 100

Dam T3 T4 TSH
number ng/dL ng/dL ng/mL
2101 78.8 2.9 5.58
2102 80.8 1.5 6.05
2103 46.0 1.6 5.49
2104 73.6 1.7 5.77
2105 74.3 1.4 5.49
2106 79.1 2.0 7.57
2107 65.4 2.2 24.35
2108 90.5 1.7 2.89
2109 78.8 3.2 6.56
2110 60.8 2.8 42.80
2111 85.9 3.4 16.40
2112 80.9 1.5 16.00
Mean 74.6 2.2 12.08

S.D. 12.1 0.7

—
—

.56
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Appendix 5-3

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of dams on lactation day 4

R-1133

Dose (mg/kg): 300
Dam T3 T4 TSH
number ng/dL ng/dL ng/mL
3101 56.6 1.8 7.66
3102 66 .4 0.0 3.61
3103 75.3 1.6 3.03
3106 54.0 1.1 5.12
3107 62.7 1.9 6.32
3108 66.4 3.3 43.01
3109 69.4 1.8 10.61
3110a) 68.2 1.2 4.93
3111 69.0 1.9 7.70
3112 71.0 2.0 19.29
Mean 65.6 1.7 11.82
S.D. 6.8 0.9 12.67

a): Data was excluded from statistical analysis because of water leakage.
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Appendix 5-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of dams on lactation day 4
Dose (mg/kg): 1000

Dam T3 T4 TSH
number ng/dL ng/dL ng/mL
4108 62.7 1.9 28.20
Mean 62.7 1.9 28.20
S.D.




Appendix 6-1(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1001 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: mild, inflammatory

ventral and dorsolateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{(coagulating gland), Testis, Thyroid

137
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Appendix 6-2(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1002 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: mild, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{(coagulating gland), Testis, Thyroid

138
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Appendix 6-3(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1003 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Epididymis Cell debris,luminal: minimal, bilateral

Testis Atrophy, seminiferous tubular: minimal, unilateral

Following tissues : Not remarkable

Prostate, Seminal vesicle(coagulating gland), Thyroid
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Appendix 6-4(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1004 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{(coagulating gland), Testis, Thyroid
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Appendix 6-5(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1005 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: mild, mononuclear
ventral
Testis Atrophy, seminiferous tubular: minimal, bilateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Thyroid

141
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Appendix 6-6(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1006 Male 0 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Thyroid

142
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Appendix 6-7(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1007 Male 0 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Thyroid
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Appendix 6-8(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1008 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: mild, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{(coagulating gland), Testis, Thyroid
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Appendix 6-9(1/1)

Animal No. 1009
Gross pathology:

Epididymis

Other tissues
Histopathology:

Epididymis

Following tissues

A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings

Male 0 mg/kg Day 29 End of administration period

Focus,white: 1 present, right
cauda, 2x2mm

Not remarkable

Granuloma, spermatic: mild, unilateral
cauda

Not remarkable

Prostate, Seminal vesicle(coagulating gland), Testis, Thyroid
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Appendix 6-10(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1010 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{(coagulating gland), Testis, Thyroid
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Appendix 6-11(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1011 Male 0 mg/kg Day 29 End of administration period
Gross pathology:

Epididymis Focus,white: 1 present, right
cauda, 7x5mm

Other tissues Not remarkable

Histopathology:

Epididymis Granuloma, spermatic: mild, unilateral
cauda

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Seminal vesicle(coagulating gland), Testis, Thyroid
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Appendix 6-12(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1012 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: mild, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{(coagulating gland), Testis, Thyroid
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Appendix 6-13(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2001 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-14(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2002 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-15(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2003 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-16(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2004 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-17(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2005 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-18(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2006 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-19(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2007 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-20(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2008 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-21(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2009 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-22(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2010 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-23(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2011 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-24(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2012 Male 100 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-25(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3001 Male 300 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: minimal, bilateral
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Appendix 6-26(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3002 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-27(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3003 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-28(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3004 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-29(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3005 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
Epididymis Focus,white: 3 present, bilateral
left, cauda, 2x2mm, 2x4mm
right, caput, 1x1mm

Other tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-30(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3006 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-31(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3007 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-32(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3008 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-33(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3009 Male 300 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: minimal, bilateral
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Appendix 6-34(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3010 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-35(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3011 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid

171

R-1133



Appendix 6-36(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3012 Male 300 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-37(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4001 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: mild, mononuclear
ventral
Thyroid Hypertrophy/Hyperplasia, follicular cell: minimal, bilateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 6-38(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4002 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Testis Atrophy, seminiferous tubular: minimal, bilateral

Thyroid Hypertrophy/Hyperplasia, follicular cell: minimal, bilateral

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle({cocagulating gland)
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Appendix 6-39(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4003 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Thyroid Hypertrophy/Hyperplasia, follicular cell: mild, bilateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 6-40(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4004 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Thyroid Hypertrophy/Hyperplasia, follicular cell: mild, bilateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 6-41(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4005 Male 1000 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Thyroid
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Appendix 6-42(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4006 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Thyroid Hypertrophy/Hyperplasia, follicular cell: mild, bilateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 6-43(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4007 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Testis Atrophy, seminiferous tubular: minimal, bilateral
Thyroid Hypertrophy/Hyperplasia, follicular cell: minimal, bilateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{coagulating gland)
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Appendix 6-44(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4008 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: mild, mononuclear
ventral
Testis Atrophy, seminiferous tubular: minimal, bilateral
Thyroid Hypertrophy/Hyperplasia, follicular cell: minimal, bilateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{coagulating gland)

180



R-1133

Appendix 6-45(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4009 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: minimal, bilateral

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle{coagulating gland), Testis
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Appendix 6-46(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4010 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Thyroid Hypertrophy/Hyperplasia, follicular cell: minimal, bilateral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 6-47(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4011 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle{(coagulating gland), Testis, Thyroid
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Appendix 6-48(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4012 Male 1000 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Epididymis Cell debris,luminal: mild, bilateral

Hypospermia,luminal: mild, bilateral
Testis Atrophy, seminiferous tubular: minimal, bilateral

Thyroid Hypertrophy/Hyperplasia, follicular cell: minimal, bilateral

Following tissues : Not remarkable

Prostate, Seminal vesicle{coagulating gland)
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Appendix 6-49(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1101 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Stomach, Thyroid, Uterus, Vagina
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Appendix 6-50(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1102 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Thyroid, Uterus, Vagina
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Appendix 6-51(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1103 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Stomach, Thyroid, Uterus, Vagina
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Appendix 6-52(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1104 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Thyroid, Uterus, Vagina
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Appendix 6-53(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1105 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Stomach, Thyroid, Uterus, Vagina
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Appendix 6-54(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1106 Female 0 mg/kg Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Stomach, Thyroid, Uterus, Vagina
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Appendix 6-55(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1107 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Thyroid, Uterus, Vagina
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Appendix 6-56(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1108 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Kidney, Ovary, Thyroid, Uterus, Vagina
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Appendix 6-57(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1109 Female 0 mg/kg Day 41 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Stomach, Thyroid, Uterus, Vagina
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Appendix 6-58(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1110 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Thyroid, Uterus, Vagina
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Appendix 6-59(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1111 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Thyroid, Uterus, Vagina
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Appendix 6-60(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 1112 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Thyroid, Uterus, Vagina
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Appendix 6-61(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2101 Female 100 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-62(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2102 Female 100 mg/kg Day 47 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-63(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2103 Female 100 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-64(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2104 Female 100 mg/kg Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-65(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2105 Female 100 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-66(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2106 Female 100 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-67(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2107 Female 100 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-68(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2108 Female 100 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-69(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2109 Female 100 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-70(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2110 Female 100 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-71(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2111 Female 100 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-72(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 2112 Female 100 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-73(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3101 Female 300 mg/kg Day 47 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: minimal, bilateral
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Appendix 6-74(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3102 Female 300 mg/kg Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: mild, bilateral
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Appendix 6-75(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3103 Female 300 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-76(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3104 Female 300 mg/kg Day 42 All littermates died
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-77(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3105 Female 300 mg/kg Day 42 Undelivered
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid

213

R-1133



Appendix 6-78(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3106 Female 300 mg/kg Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-79(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3107 Female 300 mg/kg Day 45 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Thyroid Cell infiltration: minimal, unilateral, interstitial
mononuclear

Hypertrophy/Hyperplasia, follicular cell: moderate, bilateral
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Appendix 6-80(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3108 Female 300 mg/kg Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: moderate, bilateral
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Appendix 6-81(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3109 Female 300 mg/kg Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-82(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3110 Female 300 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-83(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3111 Female 300 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Thyroid
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Appendix 6-84(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 3112 Female 300 mg/kg Day 45 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: moderate, bilateral

220



R-1133

Appendix 6-85(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4101 Female 1000 mg/kg Day 41 Found dead
Gross pathology:
General descriptions Hemorrhage, vaginal orifice
Stomach Focus,dark red, forestomach: 3 present
2x2mm, 3x3mm, 5x5mm

Focus,dark red,glandular stomach: many
less than lxlmm

Other tissues Not remarkable
Histopathology:
Stomach Erosion/ulcer,glandular stomach: mild

Ulcer, forestomach: mild
Thyroid Hypertrophy/Hyperplasia,follicular cell: minimal, bilateral

Cause of demise Test substance toxicity

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-86(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings

Animal No. 4102 Female 1000 mg/kg Day 41 Found dead

Gross pathology:

Stomach

Other tissues
Histopathology:
Stomach

Cause of demise

Focus,dark red,glandular stomach: many
1x1lmm

Not remarkable

Erosion/ulcer,glandular stomach: mild

Test substance toxicity

Following tissues : Not remarkable

Ovary, Thyroid, Uterus, Vagina
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Appendix 6-87(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4103 Female 1000 mg/kg Day 44 Found dead
Gross pathology:

General descriptions Discolored skin,pale
Hemorrhage, vaginal orifice

Thoracic cavity Excess fluid: transparent
3mL
Stomach Focus,dark red,glandular stomach: many

1x1-4x1mm

Other tissues Not remarkable

Histopathology:

Stomach Erosion/ulcer,glandular stomach: mild
Thyroid Sample autolysed

Cause of demise Test substance toxicity

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-88(1/1) A reproduction/developmental toxicity screening test of

Animal No. 4104

Gross pathology:

Stomach

Other tissues
Histopathology:
Stomach
Thyroid

Cause of demise

Following tissues

1,3,5-Trihydroxybenzene by oral administration in rats
Individual gross and histopathological findings

Female 1000 mg/kg Day 41 Found dead

Focus,dark red,glandular stomach: many
less than 2x2mm

Not remarkable

Erosion/ulcer,glandular stomach: mild
Hypertrophy/Hyperplasia,follicular cell: moderate, bilateral

Test substance toxicity

Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-89(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings

Animal No. 4105 Female 1000 mg/kg Day 42 Found dead

Gross pathology:

Stomach

Other tissues
Histopathology:
Stomach

Cause of demise

Focus,dark red,glandular stomach: many
less than 1xlmm

Not remarkable

Erosion/ulcer,glandular stomach: mild

Test substance toxicity

Following tissues : Not remarkable

Ovary, Thyroid, Uterus, Vagina
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Appendix 6-90(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4106 Female 1000 mg/kg Day 44 All littermates died

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: minimal,

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-91(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4107 Female 1000 mg/kg Day 41 Found dead

Gross pathology:

Kidney Irregular surface: bilateral
Stomach Focus,dark red, forestomach: 1 present
1x1mm

Focus,dark red,glandular stomach: many
2x2-5x5mm

Other tissues Not remarkable

Histopathology:

Kidney Vacuolation, tubular cell: mild, bilateral
proximal
Pigmentation, tubular cell: mild, bilateral
proximal

Urinary cast,erythrocytic: mild, bilateral
Hemorrhage, cortical: mild, bilateral
Hemorrhage,pelvic: mild, bilateral
Stomach Erosion/ulcer,glandular stomach: mild
No finding correlating with dark red focus at forestomach in
grosgs findings
Necrosis, surface mucous cell: mild

Thyroid Hypertrophy/Hyperplasia,follicular cell: moderate, bilateral

Cause of demise Test substance toxicity

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-92(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4108 Female 1000 mg/kg Day 45 End of administration pericd

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: moderate, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-93(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4109 Female 1000 mg/kg Day 41 Undelivered
Gross pathology:

Stomach Focus,dark red,glandular stomach: 2 present
2x2mm, 1x1mm

Other tissues Not remarkable

Histopathology:

Stomach Erosion/ulcer,glandular stomach: mild

Thyroid Hypertrophy/Hyperplasia,follicular cell: mild, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-94(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4110 Female 1000 mg/kg Day 39 Found dead

Gross pathology:

General descriptions Hemorrhage, vaginal orifice
Stomach Focus,dark red,glandular stomach: 1 present
1x1mm
Other tissues Not remarkable
Histopathology:
Stomach Erosion/ulcer,glandular stomach: minimal
Thyroid Hypertrophy/Hyperplasia, follicular cell: minimal, bilateral
Cause of demise Test substance toxicity

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-95(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4111 Female 1000 mg/kg Day 42 Undelivered
Gross pathology:
General descriptions Hemorrhage, vaginal orifice

Stomach Focus,dark red,glandular stomach: many
1x1-2x2mm

Other tissues Not remarkable

Histopathology:

Stomach Erosion/ulcer,glandular stomach: mild

Thyroid Hypertrophy/Hyperplasia, follicular cell: moderate, bilateral

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-96(1/1) A reproduction/developmental toxicity screening test of
1,3,5-Trihydroxybenzene by oral administration in rats

Individual gross and histopathological findings
Animal No. 4112 Female 1000 mg/kg Day 46 Undelivered

Gross pathology:

All tissues Not remarkable
Histopathology:
Thyroid Hypertrophy/Hyperplasia,follicular cell: moderate,

Following tissues : Not remarkable

Ovary, Uterus, Vagina

232

R-1133

bilateral



£€T

Appendix 7-1

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose

(mg/kg): 0

R-1133
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Appendix 7-2

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose

(mg/kg): 100

R-1133
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Appendix 7-3

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose

(mg/kg) : 300

R-1133
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Appendix 7-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual estrous cycle in female rats during the pre-mating period
Doge {(mg/kg): 1000

Animal 10 11 12 13 14 15a) Count of Mean duration
number estrus of cycles
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Appendix 8-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual mating and fertility of animals
Dose {(mg/kg): 0

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
1001 1101 C 2 P

1002 1102 C 4 P

1003 1103 C 2 P

1004 1104 C 4 P

1005 1105 C 2 P

1006 1106 C 2 p

1007 1107 C 4 P

1008 1108 c 2 P

1009 1109 C 1 P

1010 1110 C 3 P

1011 1111 C 2 P

1012 1112 C 2 P

C: Copulated P: Pregnant
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Appendix 8-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual mating and fertility of animals
Doge {(mg/kg): 100

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
2001 2101 C 2 P

2002 2102 C 6 P

2003 2103 C 3 P

2004 2104 C 2 P
2005 2105 C 4 P

2006 2106 C 3 p
2007 2107 C 3 P
2008 2108 c 3 P
2009 2109 C 3 P
2010 2110 C 4 P
2011 2111 C 3 P
2012 2112 C 3 P

C: Copulated P: Pregnant
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Appendix 8-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual mating and fertility of animals
Doge {(mg/kg): 300

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
3001 3101 C 5 P

3002 3102 C 1 P

3003 3103 C 2 P

3004 3104 C 2 P

3005 3105 C 2 NP
3006 3106 C 1 p

3007 3107 C 3 P

3008 3108 c 2 P

3009 3109 C 1 P

3010 3110 C 3 P

3011 3111 C 3 P

3012 3112 C 3 P

C: Copulated P: Pregnant NP: Non-pregnant
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Appendix 8-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual mating and fertility of animals
Doge {(mg/kg): 1000

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
4001 4101 C 1 P

4002 4102 C 3 P

4003 4103 C 3 P

4004 4104 C 1 P

4005 4105 C 4 P

4006 4106 C 3 p

4007 4107 C 2 P

4008 4108 c 3 P

4009 4109 C 1 P

4010 4110 C 1 P

4011 4111 C 2 P

4012 4112 C 6 NP

C: Copulated P: Pregnant NP: Non-pregnant
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Appendix 9-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg): O

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor -
number in days lutea sites index % a) % b) (%)a) malities(%)e)
1101 22 15 15 100.0 93.3 1( 7.1) 13 o( 0.0)
1102 21 13 13 100.0 100.0 o( 0.0) 13 o( 0.0)
1103 22 18 18 100.0 94 .4 0( 0.0) 17 o( 0.0)
1104 21 16 16 100.0 100.0 o( 0.0) 16 o( 0.0)
1105 22 17 17 100.0 88.2 0( 0.0} 15 o( 0.0)
1106 21 18 17 94 .4 88.2 0( 0.0} 15 0( 0.0)
1107 21 17 17 100.0 160.0 0( 0.0) 17 o( 0.0)
1108 22 16 16 100.0 93.8 0( 0.0) 15 o( 0.0)
1109 21 16 15 93.8 100.0 0C 0.0} 15 0( 0.0)
1110 22 13 13 100.0 92.3 o( 0.0) 12 o( 0.0)
1111 22 15 15 100.0 100.0 o( 0.0} 15 0( 0.0)
1112 22 16 16 100.0 100.0 o( 0.0} 16 o( 0.0)
Total 190 188 1 179 o]
Mean 21.6 15.8 15.7 99.0 95.9 ( 0.6) 14.9 ( .0)
S.D. 0.5 1.6 1.6 2.3 4.7 ( 2.0} 1.6 ( 0.0)
a): (No. of implantation sites / No. of corpora lutea)x100
b): (No. of delivered pups / No. of implantation sites)x100
¢): (No. of stillborns / No. of delivered pups)x100
d): No. of delivered pups with external abnormalities
e): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 9-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg): 100

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor -
number in days lutea sites index % a) % b) (%)a) malities(%)e)
2101 22 15 14 93.3 92.9 o( 0.0) 13 o( 0.0)
2102 22 14 14 100.0 100.0 o( 0.0) 14 o( 0.0)
2103 21 15 15 100.0 100.0 0( 0.0) 15 o( 0.0)
2104 21 16 15 93.8 100.0 o( 0.0) 15 o( 0.0)
2105 22 17 15 88.2 86.7 0( 0.0} 13 o( 0.0)
2106 22 14 14 100.0 100.0 0( 0.0} 14 0( 0.0)
2107 22 17 17 100.0 160.0 0( 0.0) 17 o( 0.0)
2108 23 19 19 100.0 94 .7 8( 44.4) 10 o( 0.0)
2109 21 16 16 100.0 62.5 0C 0.0} 10 0( 0.0)
2110 22 15 14 93.3 85.7 o( 0.0) 12 o( 0.0)
2111 22 15 14 93.3 78.6 o( 0.0) 11 o( 0.0)
2112 22 19 17 89.5 94.1 o( 0.0} 16 o( 0.0)
Total 192 184 8 160 0
Mean 21.8 16.0 15.3 96.0 91.3 « 3.7) 13.3 ( .0)
S.D. 0.6 1.7 1.6 4.5 11.5 (12.8}) 2.3 ( 0.0)
a): (No. of implantation sites / No. of corpora lutea)x100
b): (No. of delivered pups / No. of implantation sites)x100
¢): (No. of stillborns / No. of delivered pups)x100
d): No. of delivered pups with external abnormalities
e): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 9-3

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual delivery data on dams

R-1133

Dose (mg/kg): 300
No. of
Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor -
number in days lutea sites index % a) % b) (%)a) malities(%)e
3101 23 19 18 94.7 72.2 o( 0.0) 13 o( 0.0)
3102 23 15 15 100.0 93.3 o( 0.0) 14 o( 0.0)
3103 22 17 17 100.0 100.0 0( 0.0) 17 o( 0.0)
3104 23 18 17 94.4 88.2 6( 40.0) 9 o( 0.0)
3105 Non-pregnant
3106 22 15 15 100.0 100.0 0( 0.0} 15 0( 0.0)
3107 23 13 12 92.3 160.0 0( 0.0) 12 o( 0.0)
3108 22 16 16 100.0 100.0 0( 0.0) 16 o( 0.0)
3109 22 15 15 100.0 93.3 1( 7.1) 13 0o 0.0)
3110 22 16 16 100.0 87.5 o( 0.0) 14 o( 0.0)
3111 22 17 17 100.0 94.1 o( 0.0) 16 o( 0.0)
3112 23 17 17 100.0 88.2 2( 13.3) 13 o( 0.0)
Total 178 175 9 152 o]
Mean 22.5 16.2 15.9 98.3 92.4 ( 5.5) 13.8 ( 0.0)
S.D. 0.5 1.7 1.6 3.0 8.4 (12.2}) 2.2 ( 0.0)
a): (No. of implantation sites / No. of corpora lutea)x100
b): (No. of delivered pups / No. of implantation sites)x100
¢): (No. of stillborns / No. of delivered pups)x100
d): No. of delivered pups with external abnormalities
e): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 9-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg): 1000

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor -
number in days lutea sites index % a) % b) (%)a) malities(%)e)
4101f) - 16 16 100.0 - - - -
41029) - 17 17 100.0 - - - -
4103h) - 15 10 66.7 - - - -
4104€£) - 20 13 65.0 - - - -
41059g) - 21 20 95.2 - - - -
4106 26 11 2 18.2 100.0 2(100.0) 0 0( 0.0)
41071) - 16 16 100.0 - - - -
4108 23 16 16 100.0 68.8 0o( 0.0} 11 o( 0.0)
41097) - 20 18 90.0 - - - -
4110g) - 16 16 100.0 - - - -
41117) - 16 13 81.3 - - - -
4112 Non-pregnant
Total 184 157 2 11 o]
Mean 24.5 16.7 14.3 83.3 84 .4 ( 50.0) 5.5 ( 0.0)
S.D. 2.1 2.8 4.9 25.4 22.1 ( 70.7} 7.8 ( 0.0)
a (No. of implantation sites / No. of corpora lutea)x100
b (No. of delivered pups / No. of implantation sites)x100
c (No. of stillborns / No. of delivered pups)x100

o

No. of delivered pups with external abnormalities

(No. of delivered pups with external abnormalities / No. of delivered pups)x100
Died on gestation day 25

Died on gestation day 23

Died on gestation day 26

Died on gestation day 24

Not delivered

L =R I o R ()]
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Appendix 10-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual viability index of pups
Dose {(mg/kg): 0

Viability
No. of No. of Live birth No. of live pups index on

Dam live- delivered index = 0—--------—------ postnatal
number borns pups % a) Day 0 Day 4 day 4 % b)
1101 13 14 82.9 13 12 82.3
1102 13 13 100.0 13 13 100.0
1103 17 17 100.0 17 16 94.1
1104 16 16 100.0 16 16 100.0
1105 15 15 100.0 15 14 893.3
1106 15 15 100.0 15 15 100.0
1107 17 17 1006.0 17 17 100.0
1108 15 15 1006.0 15 13 86.7
1109 15 15 100.0 15 13 86.7
1110 12 12 100.0 12 12 100.0
1111 15 15 100.0 15 15 100.0
1112 16 16 100.0 16 16 100.0
Total 179 180 179 172
Mean 14.9 15.0 99.4 14.9 14.3 96.1
S.D. 1.6 1.5 2.0 1.6 1.7 5.3
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 10-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual viability index of pups
Doge {(mg/kg): 100

Viability
No. of No. of Live birth No. of live pups index on

Dam live- delivered index = 0—--------—------ postnatal
number borns pups % a) Day 0 Day 4 day 4 % b)
2101 13 13 100.0 13 13 100.0
2102 14 14 100.0 14 14 100.0
2103 15 15 100.0 15 14 93.3
2104 15 15 100.0 15 14 83.3
2105 13 13 100.0 13 13 100.0
2106 14 14 100.0 14 13 92.9
2107 17 17 1006.0 17 15 88.2
2108 10 18 55.6 10 2 20.0
2109 10 10 100.0 10 7 70.0
2110 12 12 100.0 12 12 100.0
2111 11 11 100.0 11 11 100.0
2112 16 16 100.0 16 16 100.0
Total 160 168 160 144
Mean 13.3 14.0 96.3 13.3 12.0 88.1
S.D. 2.3 2.4 12.8 2.3 3.9 23.1
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 10-3

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

by oral administration in rats
Individual viability index of pups
Doge {(mg/kg): 300

R-1133

Viability
No. of No. of Live birth No. of live pups index on

Dam live- delivered index = 0—--------—------ postnatal
number borns pups % a) Day 0 Day 4 day 4 % b)
3101 13 13 100.0 13 13 100.0
3102 14 14 100.0 14 14 100.0
3103 17 17 100.0 17 16 94.1
3104 9 15 60.0 9 0 0.0
3105 Non-pregnant
3106 15 15 100.0 15 15 100.0
3107 12 12 1006.0 12 12 100.0
3108 16 16 1006.0 16 15 93.8
3109 13 14 92.9 13 13 100.0
3110 14 14 100.0 l4c) 1c) 7.1¢)
3111 16 16 100.0 16 16 100.0
3112 13 15 86.7 13 12 92.3
Total 152 161 138 126
Mean 13.8 14.6 94.5 13.8 12.6 88.0
S.D. 2.2 1.4 12.2 2.3 4.7 31.1
a): (No. of liveborns / No. of delivered pups)x100
b): (No. of live pups on postnatal day 4 / No. of liveborns)x100

c): Data was excluded from statistical analysis because of water leakage.
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Appendix 10

-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

by oral adminis
Individual viab

tration in rats
ility index of pups

R-1133

Doge {(mg/kg): 1000
Viability
No. of No. of Live birth No. of live pups index on
Dam live- delivered index = 0—--------—------ postnatal
number borns pups % a) Day 0 Day 4 day 4 % b)
4101c)
4102d)
4103e)
4104c¢)
4105d)
4106f) 0 2 0.0
4107g)
4108 11 11 1006.0 11 9 81.8
4109 Not delivered
41104)
4111 Not delivered
4112 Non-pregnant
Total 11 13 11 9
Mean 5.5 6.5 50.0 11.0 9.0 81.8
S.D. 7.8 6.4 70.7
a): (No. of liveborns / No. of delivered pups)x100
b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
c): Died on gestation day 25
d): Died on gestation day 23
e): Died on gestation day 26
f): All pups were stillborn.
).

(o]

Died on gestation day 24
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Appendix 11-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual sex ratio of pups
Dose {(mg/kg): 0

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of

—————————————————————————————————— delivered liveborns e T T e live pups
Dam No. of No. of No. of No. of pups No. of No. of on day 4
number males females males females a) o) males females c)
1101 8 5 1 0 0.64 0.62 7 5 0.58
1102 8 5 0 0 0.62 0.62 8 5 0.62
1103 10 7 0 0 0.59 0.59 9 7 0.56
1104 6 10 0 0 0.38 0.38 6 10 0.38
1105 7 8 4] 0 0.47 0.47 7 7 0.50
1106 8 7 0 0 0.53 0.53 8 7 0.53
1107 7 10 0 4] 0.41 0.41 7 10 0.41
1108 5 10 Q a 0.33 0.33 5 8 0.38
1109 8 7 o] Q 0.53 0.53 7 6 0.54
1110 3 9 0 0 0.25 0.25 3 9 0.25
1111 7 g o] Q 0.47 0.47 7 8 0.47
1112 8 8 0 0 0.50 0.50 8 8 0.50
Total 85 94 1 a 82 90
Mean .1 .8 0.1 0.0 0.48 0.48 6.8 7.5 0.48
S.D. 1.8 1.7 0.3 0.0 0.12 0.12 1.6 1.7 0.10

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
c): No. of live wales on day 4 / No. of live pups on day 4
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Appendix 11-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual sex ratio of pups
Doge {(mg/kg): 100

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of

—————————————————————————————————— delivered liveborns e T T e live pups
Dam No. of No. of No. of No. of pups No. of No. of on day 4
number males females males females a) o) males females c)
2101 6 7 0 0 0.46 0.46 6 7 0.46
2102 8 6 0 0 0.57 0.57 8 6 0.57
2103 9 9 0 0 0.60 0.60 8 6 0.57
2104 7 8 0 0 0.47 0.47 6 8 0.43
2105 9 4 4] 0 0.69 0.69 9 4 0.69
2106 11 3 0 0 0.79 0.79 11 2 0.85
2107 9 8 0 4] 0.53 0.53 8 7 0.53
2108 7 3 5 3 0.67 0.70 2 o] 1.00
2109 4 6 o] Q 0.40 0.40 2 5 0.29
2110 5 7 0 Q 0.42 0.42 5 7 0.42
2111 4 7 o] Q 0.36 0.36 4 7 0.36
2112 11 5 0 0 0.69 0.69 11 S 0.69
Total 90 70 S 3 80 64
Mean 7.5 5.8 0.4 0.3 0.55 0.56 6. 5.3 0.57
S.D. 2.4 1.7 1.4 0.9 0.14 0.14 3.1 2.3 0.21

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
c): No. of live wales on day 4 / No. of live pups on day 4
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Appendix 11-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

by oral administration in rats

Individual sex ratio of pups

Doge {(mg/kg): 300

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of
—————————————————————————————————— delivered liveborns e T T e live pups

Dam No. of No. of No. of No. of pups No. of No. of on day 4
number males females males females a) o) males females c)
3101 7 [ 0 0 0.54 0.54 7 6 0.54
3102 5 9 0 0 0.36 0.36 5 9 0.36
3103 9 8 0 o] 0.53 0.53 8 8 0.50
3104d) 4 5 4 2 0.53 0.44
3105 Non-pregnant
3106 8 0 0] 0.47 0.47 7 8 0.47
3107 6 [ 0 4] 0.50 0.50 6 6 0.50
3108 8 8 Q a 0.50 0.50 7 8 0.47
3109 5 8 1 Q 0.43 0.38 5 8 0.38
3110 ) 8 0 o] 0.43 0.43 Oe) le) 0.00e)
3111 7 9 o] Q 0.44 0.44 7 9 0.44
3112 5 8 2 0 0.47 0.38 4 8 0.33
Total 69 83 7 2 56 70
Mean 6.3 5 0.6 0.2 0.47 0.45 6.2 7.8 0.44
S.D 1.5 1.3 1.3 0.6 0.05 0.06 1.3 1.1 Q.07

© 000w

No. of delivered males / No. of delivered pups

No. of liveborn males / No. of liveborns

No. of live wales on day 4 / No. of live pups on day 4

All pups died by postnatal day 2.

Data was excluded from statistical analysis because of water leakage.



Appendix 11-4
by oral administration in rats
Individual sex ratio of pups
Doge {(mg/kg): 1000

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

R-1133

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of
—————————————————————————————————— delivered liveborns e T T e live pups
Dam No. of No. of No. of No. of pups No. of No. of on day 4
number males females males females a) b) males females c)
4101d)
4102e)
4103f)
41044d)
4105e)
41069) 0 0 2 0 1.00 -
4107h)
4108 6 5 Q a 0.55 0.55 4 5 0.44
4109 Not delivered
4110e)
4111 Not delivered
4112 Non-pregnant
Total 6 5] 2 a 4
Mean 3.0 2.5 1.0 0.0 0.78 0.55 4.0 5.0 0.44
S.D. 4.2 3.5 1.4 0.0 0.32

No. of delivered males / No. of delivered pups

No. of liveborn males / No. of liveborns

No. of live wales on day 4 / No. of live pups on day 4
Died on gestation day 25

Died on gestation day 23

Died on gestation day 26

All pups were stillborn.

Died on gestation day 24

O RO OO0 W
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Appendix 12-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of pups
Dose {(mg/kg): 0

Male Female
Dam 0 mmmmmm e mmm i mmm e oo - - oo
number 0 4a) 0 4a)

1101
1102
1103
1104
1105
1106
1107
1108
1109
1110
1111
1112

=
W W O <) WwmwWw-1mwWwo

=
® 0O W) 2o dwe o

fo e e N - T s NERC RS Be N NIYe N
[T R S N N - Y
OB U ENOW®DE WU
[GINT I NT; BT, RS B B NE, BT o e Y
W W WLORWOONOGDE N
[ N I R ST I S ORGSR

Mean . . .
S.D. 0.4 0.9 0.3 1.0

(a2}
W
o)
o
wm
iXel
@
u

Unit: g
a): Postnatal day
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Appendix 12-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of pups
Doge {(mg/kg): 100

Male Female

Dam == mm e e mmm e mm e o e e e — o — - -
number 0 4a) 0 4a)
2101 6.8 10.1 6.3 8.3
2102 6.2 8.8 6.0 8.3
2103 6.0 9.0 5.6 8.8
2104 5.7 8.9 5.7 8.4
2105 6.8 10.1 6.6 9.6
2106 7.0 10.5 5.9 9.8
2107 6.3 9.9 5.9 9.3
2108 6.3 9.5 5.9 b)
2109 5.6 8.1 5.4 7.0
2110 7.0 10.0 6.2 9.1
2111 7.2 12.0 7.1 11.7
2112 6.4 9.1 6.1 7
Mean 6.4 9.7 6.1 9.1
S.D. 0.5 1.0 0.5 1.2
Unit: g

a): Postnatal day
b): All female pups died on postnatal day 1.
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Appendix 12-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual body weight of pups
Doge {(mg/kg): 300

R-1133

Male Female
Dam 0 mmmmmm e mmm i mmm e oo - - oo
number 0 4a) 0 4a)
3101 7.4 10.8 7.0 10.4
3102 6.8 10.1 6.6 9.4
3103 6.6 9.1 6.0 8.3
3104 6.4 b) 6.0 b}
3105 Non-pregnant
3106 6.8 9.2 6.5 8.9
3107 8.1 13.1 7.6 12.0
3108 6.6 8.5 6.4 9.0
3109 7.0 8.0 6.7 7.5
3110 7.0 c) 6.2 7.9¢)
3111 6.9 10.3 6.3 9.6
3112 6.7 11.4 6.3 10.5
Mean 6.9 10.1 6.5 9.5
S.D. 0.5 1.6 0.5 1.3
Unit: g

a): Postnatal day
b): All pups died by postnatal day 2.
c): Data was excluded from statistical analysis because of water leakage.
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Appendix 12-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene

by oral administration in rats
Individual body weight of pups
Doge {(mg/kg): 1000

R-1133

Male Female
Dam 0 mmmmmm e mmm i mmm e oo - - oo
number 0 4a) 0 4a)
4101b)
4102c)
4103d)
4104b)
4105¢)
4106e)
4107f)
4108 7.1 11.4 6.8 10.5
4109 Not delivered
4110c¢)
4111 Not delivered
4112 Non-pregnant
Mean 7.1 11.4 6.8 10.5
S.D.
Unit: g
a): Postnatal day
b): Died on gestation day 25
c): Died on gestation day 23
d) : Died on gestation day 26
e): All pups were stillborn.
f): Died on gestation day 24
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Appendix 13-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg): O

Dam No. of pups examined Findings
number Total {( Male + Female )

1101
1102
1103
1104
1105
1106
1107
1108
1109
1110
1111
1112

o 0O 000 oC OO0 0000
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Appendix 13-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg): 100

Dam No. of pups examined Findings
number Total ( Male + Female

2101
2102
2103
2104
2105
2106
2107
2108
2109
2110
2111
2112

( 1 + 0 ) NAF

NAF
( 2 + 0 ) NAF
( 1 + Q ) NAF

O OO0 HNNOOEKE OOO
+

NAF: No abnormal findings
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Appendix 13-3

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats

Individual externally for gross abnormalities in dead pups

Dose (mg/kg): 300

R-1133

Dam No. of pups examined Findings
number Total ( Male + Female

3101 0

3102 0

3103 0

3104 7 ( 2 + 5 ) NAF
3105 Non-pregnant

3106 0

3107 o]

3108 1 ( 1 + 0 ) NAF
3109 Q

3110 13 ( 6 + 7 ) NAF
3111 Q

3112 6]

NAF: No abnormal findings
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Appendix 13-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg): 1000

Dam No. of pups examined Findings
number Total ( Male + Female

4101a
4102b
4103c
4104a
4105b
4106d
4107e)

4108 1 ( 1 + 0 ) NAF
4109 Not delivered

4110b)

4111 Not delivered

4112 Non-pregnant

)
)
)
)
)
)

NAF: No abnormal findings

a): Died on gestation day 25
b): Died on gestation day 23
c): Died on gestation day 26
d): all pups were stillborn.
e): Died on gestation day 24
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Appendix 14-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dose {(mg/kg): 0

Dam No. of pups examined Findings
number Total ( Male + Female )

1101 12 ( 7 + 5 ) NAF
1102 13 ( 8 + 5 ) NAF
1103 16 ( g + 7 ) NAF
1104 16 ( 6 + 10 ) NAF
1105 14 ( 7 o+ 7 ) NAF
1106 15 ( 8 + 7 ) NAF
1107 17 ( 7 + 10 ) NAF
1108 13 ( 5 + 8 ) NAF
1109 13 ( 7 4+ 6 ) NAF
1110 12 ( 3+ 9 ) NAF
1111 15 ( 7 + 8 } NAF
1112 16 { 8 + 8 } NAF

NAF: No abnormal findings
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Appendix 14-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Doge {(mg/kg): 100

Dam No. of pups examined Findings
number Total ( Male + Female )

2101 13 ( 6 + 7 ) NAF
2102 14 ( 8 + 6 ) NAF
2103 14 ( 8 + 6 ) NAF
2104 14 ( 6 + 8 ) NAF
2105 13 ( S + 4 ) NAF
2106 13 ( 11 + 2 ) NAF
2107 15 ( 8 + 7 ) NAF
2108 2 ( 2+ 0 ) NAF
2109 7 ( 2 4+ 5 ) NAF
2110 12 ( 5 + 7 ) NAF
2111 11 ( 4 + 7 } NAF
2112 16 { 11 + 5 } NAF

NAF: No abnormal findings
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Appendix 14-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Doge {(mg/kg): 300

Dam No. of pups examined Findings
number Total ( Male + Female )

3101 13 ( 7 + 6 ) NAF
3102 14 ( 5 + 9 ) NAF
3103 16 ( 8 + 8 ) NAF
3104a)

3105 Non-pregnant

3106 15 ( 7 + 8 ) NAF
3107 12 ( 6 + 6 ) NAF
3108 15 ( 7 + 8 ) NAF
3109 13 ( S + 8 ) NAF
3110 1 ( a + 1 ) NAF
3111 16 ( 7 + 9 } NAF
3112 12 { 4 + 8 } NAF

NAF: No abnormal findings
a): All pups died by postnatal day 2.
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Appendix 14-4 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Doge {(mg/kg): 1000

Dam No. of pups examined Findings
number Total ( Male + Female )

4101a)

4102b)

4103c)

4104a)

4105b)

4106d)

4107e)

4108 9 ( 4 + 5 ) NAF
4109 Not delivered
4110b)

4111 Not delivered
4112 Non-pregnant

NAF: No abnormal findings
a): Died on gestation day 2%

b): Died on gestation day 23
c): Died on gestation day 26
d): All pups were stillborn.
e): Died on gestation day 24
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Appendix 15-1 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of male pups on postnatal day 4
Dose (mg/kg): O

Dam TSH
number ng/mL
1101 2.98
1102 4.69
1103 12.80
1104 6.92
1105 2.84
1106 6.32
1107 4.46
1108 4.27
1109 4.60
1110 7.75
1111 2.98
1112 3.37
Mean 5.33

S.D. 2.85
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Appendix 15-2 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of male pups on postnatal day 4
Dose (mg/kg): 100

Dam TSH
number ng/mL
2101 6.23
2102 4.88
2103 6.23
2104 5.02
2105 5.26
2106 7.61
2107 8.12
2108 4.41
2109 2.55
2110 3.99
2111 6.69
2112 11.19
Mean 6.02

S.D. 2.25
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Appendix 15-3 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of male pups on postnatal day 4
Dose (mg/kg): 300

L9¢

Dam TSH
number ng/mL
3101 .98
3102 16.09
3103 9.57
3106 7.52
3107 5.07
3108 11.06
3109 6.42
3110 M.V.
3111 9.48
3112 4.93
Mean 8.90
S.D. 3.48

M.V. (All male pups was dead)
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Appendix 15-4

A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of male pups on postnatal day 4

R-1133

Dose (mg/kg): 1000
Dam TSH
number ng/mL
4108 10.25
Mean 10.25
S.D.
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Appendix 15-5 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of female pups on postnatal day 4
Dose (mg/kg): O

Dam TSH
number ng/mL
1101 2.45
1102 3.99
1103 13.03
1104 4.69
1105 4.74
1106 7.06
1107 4.27
1108 4.22
1109 4.27
1110 5.91
1111 4.69
1112 5.07
Mean 5.37

S.D. 2.65
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Appendix 15-6 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of female pups on postnatal day 4
Dose (mg/kg): 100

Dam TSH
number ng/mL
2101 4.79
2102 4.79
2103 7.06
2104 4.79
2105 4.27
2106 6.51
2107 10.92
2108 M.V.
2109 4.65
2110 4.51
2111 6.42
2112 11.01
Mean 6.34
S.D. 2.47

M.V. (All female pups was dead)
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Appendix 15-7 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of female pups on postnatal day 4
Dose (mg/kg): 300

Dam TSH
number ng/mL
3101 13.83
3102 7.80
3103 8.89
3106 9.89
3107 4.69
3108 14.32
3109 10.25
3110 M.V.
3111 6.88
3112 9.39
Mean 9.55
S.D. 3.08

M.V. (A sufficient amount of serum sample was not obtained)
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Appendix 15-8 A reproduction/developmental toxicity screening test of 1,3,5-Trihydroxybenzene
by oral administration in rats
Individual hormones of female pups on postnatal day 4
Dose (mg/kg): 1000

Dam TSH

number ng/mL

4108 8.66

Mean 8.66

S.D.
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