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135-b Ve ROFIRIEC>OLZEHICHETIERRBO-REL T, HEMB SO
Crj:CD(SD)IGS 7w F#FTAENRIZ, 0 G:fH8), 20, 100 XN 500 mgrkg DHET 4 AimMN s 21 Him
ET 18 HEIREROKET D LEBIT, MK TR 63 A (8¢ HI X OELE THEL
RINSKBEZTY, TOFEICDODVWTHRES LU/, BN, | BMHS 12 &L, BHERE 2
H#T, 5% % 85 HETEIRL /2.

—HIREE, BfHE, REMRE, BEEERE, MoOMEEIRE, RRE MEFIRE,
M ECEORERVHR T, SHETERYERGIIEEL 2D s N7z,

RETIL, 500 mekg BEOHETHRE 18 BICKMEERRD 5h, Z0OHBOEEERL THEBL
7, HEMEK TR RICEEL .

WEEETIE, 22 HBOREICBWT, 500 mgkg HO THEOHX EEDHEM, FEEOM
I THYRAR DMt Ut BB OB IIE AR MRS 5z, /=, 20 mgkg A LD DM
T TX 100 mg/kg LA B DEE DM THEIE DXt ke X EE O A I B AMER RS 51 /=. 85 H
BOREIZBNT, IN5OELIZHKTI2HARET 2HEMMNED SN

SR FRAHAR AR E TIL, 22 OB OREIZBNT, 500 mykg B DM TR Lk 08
FERR R, 100 mg/kg PA L OBE DM TRIBOHERFTICIS BELRWLBREOEREENRD LN,
20 mg/kg LA EDOBEEQ MM TRIBOMKEIC < BERLULEBEOBAARILENRD 5Nz, 85
HEOKREICBNT, ZNHORITHET 0BT S EMED 5.

Uk, RBBREAHFT TOMSERIMH S D 20mgkyday Z FTEHIS HDEEZ SN/,
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135-F U EROF IR OReHICET 2E#E EABRO-REL T, MEHH+DOS v

HAERIC 4 HENS 21 HET 18 HRIXKERO®KRS T L EHIT, HGHIRKTE 63 O/
84 HE O)BRULE THE LA SKREZITY, TOBEEIIDODWTRALZOTHET 5.
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# R E B VAR

- DigtENZ 1,3,5-M ) E ROF X2 (Lot No. 08-12074) % ik 5k
A Uz, ABRYEIIHEE 99.9% (K7 0.09%, BAKME T 100%), 7 TF& 126.11 DEE
BRTHDERMNER 1-). ABRURTOMBRMEOLEEIZDWTIE, BEHIMKTRIZE
ROWERYEAZ LEAOBBIFEIC TN TS5 I EICX0#E L (RFER 1-2). SEICIEA
U—7H FEME TR, Lot No. SER484)ZM A L 7. HRUEIIEIR, [F, &
KTFT, FU—THEIERTENETNEBEMEEDREEITRE L /=

1 F B B OV 4 1

Crj:CD(SD)IGS T v b (A&F v =)L X - UN—BKEH, FAEEFL Y )OI IREE)
WEIER 14 HT 20 BB A L7z, 11 HEOBRZEHEEE P Ic kS &, WERN, 8k
CHFERDO—RIREBOBRZITO L LB, BEYOREZAEL, BELEEDNHER
MELEE 48 PLE TN ERRINEE K U BRI O BATF 72 REEY) 12 L& 2R U 7. $2 SRR O #T
R 4 BT, KREISHED 102~129g, MED 9.6-124¢ THo /. #ld, IRE 24+2°C
(AP 21~27°C), T 55+10% (GFAEIFH 35~75%), FRBH 12 BRI (AP0 7 Re~2F 1% 7 B K&
DHAEIR 13~15 B/RFICERE LU T —2 X574 A K (BEE 04 &) THRF L 2. B
RIEERE (K741 b7 b—2, BEAFr—ILX - UN—#REhHZEANTZRU I—R%1 b
Bl —20 (W265 xHI185 xD425 mm)IZ B} | IER O ERMEM S 4 ILE D TEL, &
ABIEAT DV AXF— )V — 2 (W260 xH200 xD380 mm) I #TAER 1 LA L 7z, 5
IR OBEOEAMEIZES 27°C, BIK 21°C, BEOER@EITES 62%, &K 34%Th-o
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fo. BEWIROBEFLROF ERICIEEARELIE U 2 B REE (CRF-1, 4 YU I &)L EE
BT EkEH), MNTREEFEE T U TLZERMN 8 2ppm) L 72 HF K ZHKIRX T H
B KEBICK D HHICERES B2, @I DWW TIHHREAIARROF & —IC
FEHRKICDNWTIEIMRASHEE AR > — I THRETH, WTNLFREEICE
BLTWAZLZHAL. FRRMIIEERAIBALZBOEZMERL, ¥—VERERUR
JH—RRA MES—AEERR 4 BRI L EEE, XTIV ARAF )BT — DT 2 ERE
W21 EBLE, RUD—R A PES— D ROWEAKARILE | B L, 2GR 2 B EOREE
TR HEEDIC, HHEEEEHERL, HEEEZRLZEY T THERLE.

. ABRBEMERL, BRE5BREDORMKR BT

ABRBEHRZ TRITRL .

. i HEMWE
) BRE5E | BE kEE&® [
R ﬁj%ﬁﬁ? BE gmES
(mg/kg) | (%) (mL/kg)
Al E
F 6 6 801~806, 807*-812"
B RE 0 0 10
Q 6 6 851~856, 857°~862"
g 6 6 813~818, 819*~824"
Rz §:cd 20 0.2 10
e 6 6 863~868, 869*~874"
g 6 6 825~830, 831°~836"
hRIAEEE | 100 1 10
e 6 6 875~880, 881°~886"
B o4 6 6 837~842, 843°~848"
= B 500 5 10
Q 6 6 887~892, 893°~898"

“ BEAROMEZERIT L8Y

BE5EE, AHBRWEO Ty FHERIIBIT2WENRES FHEABRFHKEZS 20017(GLP
JEEA), 58 0, 100, 500 U 1000 mg/kg|DFERMNSERELZ. ThbbE, SR T
F—RIRBICEBIBD SNBAH72HDD, 500 mg/kg LA _EOFE THE S H0HNH] S LI 7
[, NThZ Uy MME, m{iEF#EE) > RUOBRESDORMENRD 58, 51T 1000 mgkyg B
THRMEBREAUOAE/OE S BOND, BFIREEOBN/ZENTD SN, LEd->T, &
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AR TRV TR T 5 & TRENDS 500 mg/kg M EEL, UFAL S 2657 100 &
N 20 mg/kg R L 77

RO, HUEWEAY 3 Hi (0 H 2 0 Hili & U TR IS/ IS Tiro /2. 37ab b,
3 IO FLE T MERE N AR D pEfE & = 2 A TRE R RIE U, T O E & KT R 51 iy e
ERIIE CERITIRD /)T, TR, 1 184720 O E BRI D s O KR TN% N
O OWMNTAELEROEER IR AP RIS DX T ERN L2, -, BESTE
DFEVETE OTZ01Z, it O BRSO EINBLA RIF IS B 2 12 DL L 7=, &
B ANOFHEROENO LTI TED KD o /2. EROHEW RO 5 kR ot
L7z,

FI‘% BRI 5 R OIS T YRR ]
kSR AT ?IJ LI IR > AR TR
; -
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FURTee SN A L NS L L AL A
Pl vyttt
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P AR5 E, OECD BRIk 1 R oA ML, ELTRENLE bADORHEREED—D
THHRIMEGELZ. BFICEEEZHL, 4 HEBS 20 HEET L H 10, (8 HEME
RELE. BR5A8IE 10mkg &L, BRIEORGRBIIRFTOREERLEICEN L. &t
BB R E RIS G L.

HABOREEERL =8I DNTIE, H5HRETE, 63 HFMELETHEL L.

. BRI DR EIE R O REE
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WIBRIFE 4C) Lz, RRAENEIZEL D 0.06 K20 whv%H U — T RERIT, BT, B
BIEMEOREICLD s HREETH D, H—HICHBENE W AR I N TV S ETHIE
AN BEEMHREZEMRMER, BAEH 2). £, IEFALNEC, SEEORESFICD
WTHBMEORERZZERL, REREOFFEM F10%2LUMNICHD 5L~
(IRTEEL 3).
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UFToOEE, RERVHER, TORRTEFT2HEREFICOWTERBLE. HER
DEEICMER LB DOWTIE, FEREFRIIRIRBOBERMEERE 2T T
BENZWI 2R, BB, RIS EL.

1) —AHREOBRWNCHRE R EHEHE
—HRREOBREROEFRORRE, FARNETCl HME T REFMMIZEHES
A, 5%O 2 B, BEAEE2 BELIE ; #REHMKE TR ( H 1 BliT-> 72, AEIZH
HEHRBHGERS | H)ROZTORITE 2 BOEIG CHaTHICHEEL, BEESITEEARICHE 2
B OEIE THEITTICHRIE L.

2) RESMURE
HAvERM[4 Hls@R 5 1 A)), EBZ£[8 HEbdxE 5 H)], YEATHI0 BfdEzS 7 B)],
pu ST R ONRIEF R[S HildxE 12 H)], BETR[R21 B #Hdx5 18 H)], BX&#Ha
FE AR 42 HibAR SRR T 21 B))R O O[42 Himdz SHR~E 7% 21 H)]
EFRELZ. WThOHEBIZDWTS, BETH > LBWEILEBEIZIR2ETEIR
ELE b, BETR, RESHURSWBRRAZEKVEROICDOWTIEE THICKE

DBEEEIT> 7.

3) RREBAERE
i L IER R A RO FRES RS BEdts 2 A)), HAEEEAE D RE[16 Himdk s
13 HEVENKE28 HIEESHIRE TE 7 IOV TRELE. WINOHERICD
WTH, BUETH- -E8MIILRIGHEICR2ETEARE L.
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4) Mot ESRE
1% 56 H~84 HEXGHIRII TR 35 H~63 H)E THEH FaTD — R MG % 5

L, HAMOBRE2To/. HEAMIKILENAD), REIHE), BEEROREGED
MIZHEL, REAEPICBTS5HEBHENSRORBEHE T TOVEREEZERL
1.

5 RRE

11 FEE8 HEEEIZ, Ny — 2 BWTHET 8~12 FrDOREEIH OB SR 28I L /-
DB, FlERE 24 KFEERRZHERL 2. 8RB OBEISH ERERIRICT N, SRkl
HEBDGA . MEEAKVOAEZL TIORUZ.
H H Bk B I ER

PR& AR 2 —BE mL

=] RERE B 22

REE k= TR OSMOMETER OMS01, VOGEL tt Osm/kg

tE JBTRIE RIEEE, et 7y T

A0 4B 24 EEHREAVTREL 2.

pH R BRAHGE 5~9

EAOE BT ——ir

ANSL AR TE — bt

a2 HEAHEIE ——tit

FULE HBRALTE —

i BRI —

oy /-4 HEaik <1, 1, 4, 8, 12 mg/dL

b 7 HERHFHEREANTT LT X b safIME AL OBREL 2.

FRICH: SREL L 7= BEPR & 470xg TS AR OCHEEL, BohEEZERL, UTOEETHEL .

+ ++ +++
lsog )i | BEFIC3ER [ HEFIZ3ELLE 108 |1 HEIZ 10 L E 20[1 FHEFIZ 20 BLLE
Kb EEST
RIMER | HEFIZ 10 BRI (1 BB 10 ELLE 301 BEIZ 30 ELILE 1001 BHEFICHRMERNE X
(e B K i E2700, @EIRE
TEODMEZRNA ] EE7R
Be
A i BR | REFIZ 3 AR |1 BEFIC 3ELLE 20 1 BEIZ 20 LA E 4001 BRI 40 L E
E RS
=t TRTOFGIER TNTORET | FL _ _
E
JEMEmmELIE* (1 EEFIZ 10 AT (1 HERNC 10 AL 2001 HEIC 20 LA L 30|1 HEFICHESNELD
R BRI B2V BEIRETE
DR aEEI G S

%3400 RIS, EMERS
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6) MK FEHIRE

REFLRR (R G HIRIRE TR, 22 B RUUREMBIAE 7RSS HiEmITEBL =, X2 N
WES =) - F MU T 30 mghkg ZEBENICERE L THREELZOS, BREBIRIELSL D
M#H 0.5 mLUER 22 XL 2 mL (E#% 85 HHZHRWL /=, MERFOMEIZ, Mik%E
EDTA-2K 2 mg R E > (SB-41 Xi& SB-44, P A A w7 ZAMREMITHELZD D%
e, 7, £ HOBMIIOWTIHK 0.9 mL % 38% 7 T8 M) U4 0.1 mL
EANZABREICMEL, 1,870xg T 15 £ELHBEL THE SN 5 Mm% i ik BEE R AR
FITHAWE. Bnd, RfaiH» S 18 L LRSI . REBEBXUOHIEZLTIZ
~L 7.

" B ] % B
B i ER B BRUIRIURE A x10%uL
FMERE (RBC) BRUENBREHAR x10%uL
AEZOVE 8 (Hgb) Oxyhemoglobin i% g/dL
ANV Ry ME (Het) MER pulse & B &R H 75 %
/L BRETBH X x10*/uL

LAED s EEHIEZEE B#MERGEESE (Sysmex CC-780, YA A v 7 AKRKAHEHLTREL .
HC((%) 3
- - x]0

TE R MERA & RBCU0' /L) fL
: s _Hgb(g/dL) o3
FHR iRt & RBC(10° /uL) 10 e
A LR €8 2 Hgb(g/dL) oo
T-EgAR MLER (1 6 # g Hol(%) 10 %
LA E® Wintrobe OFRIMERIER A RBC, Hgb XU Het KD EH L 7.
HfmERGZERE (HMERED L) May-Griinwald-Giemsa %4 %
AR AR fER New methylene blue ¥4 £2 %o
F1MLER G RER I REMEE oF U > ARER RS EA W TREL .
L, BRFROREORERBHREROERETERL, REIITHRP o~
JabhorE R HELEREH AR #
EED bO R T T 2 F O REH AELY R AR 2

Plto 2 BRI EFHMREEREEXRSE (Sysmex CA-5000, T A A v 7 ARKSHETHWTHELE., &
72U, 22 HEBOEIIDWTIIERL o7,
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7y MIRAE(CERIEE
BERLR (IR S IR T, 22 Hip) K ORENIFEE TRSS HEmIZERL 2. MikEN
MERORMIZSIE/RE, BABRERLD 2ROEA 3mL) Lz, EiRTH 60
SrER, 1,870xg T 10 AHEOSBEL TROSNAMEER W REEE RO AL
ZLUFIR U 7.

H H RS HEfiL
HREREE Biuret % g/dL
TINTI BCG i& g/dL
A/G Lt BERERAULT I TV ELDEYN
wrEUIIES Vanadate oxidation % mg/dL
GOT UV-rate {& IU/L
GPT UV-rate & Iu/L
-INIIN T ARTFI—FE L-y-Glutamyl-3-hydroxymethyl-4-nitroanilide 2 &% 1U/L
TNAVETA AT 7 H5—E p-Nitrophenylphosphate acid 22 ik [U/L
waLzxFo-—-) COD-HDAOS {#% mg/dL
rITYETAR GPO-HDAOS 7%, glycerol blanking ¥ mg/dL
DIV = Choline oxidase-DAOS {% mg/dL
FIaA—X Hexokinase-G-6-PDH % mg/dL
REEHR Urease-GLDH % mg/dL
ZLVFFZ Jaffé 1% mg/dL
mHgY) > PNP-XOD i% mg/dL
AL MXB % mg/dL

Eo 16 BEIZEEFHSER (7170, A2 BAIREEmMZRVLTRIELZ.

F UL BRI mEq/L
FUT L LR mEq/L
Zoa—) LEEEE mEq/L

DAbD 3 EHEREMRESTES Eva-olll, KXEHT7 U T AN - 1 AV A NERWTHEL
7.

8) WA
BEFLRF (R SRR T, 22 Bl ROMERIRIE rE@s BlmicEm L7z, Rl T
%, WM E, EONIHHL TIRTOBERVHEBICOVWTREDOR EEHKE
IBRELL.



9) JREMAMSFIRE

REFLRF (R G WA TR, 22 B ROBRERER TREGS BHEHICEBLZ. Taog
#E Mk 10%PHERERILTY DEIRGEIZL, BRERKUER ERIZT T AR THIE
E)TEHELTREL. dRERVNSHERICOWTIENRZ 74 UK ELEDSE, A
REFUD-IZATPHBREEZBLTERLZ. kb, BITCEWT, 100 BT
500 mg/kg B OUEHE THRRF ICEREENRSD N, WHREOEE, 20, 100 R 200 mg/kg
BOMH#E TRIRE CREARREBENZD SN MG, BREHET D70, BIHR
@, L) CERER )V RAERLTERL:.

i ek
EGS B
FRAR IR Bl
(ol R
LHER- - E =1 5] (- SatrN
P fig UL
fHH i TE

7. KEEHERLE

RE, BiHE, HEHRE, REEGEECERS), MEFENRE, REFIIRE,
BEEEMNMIERGEEZICDONTIY, SHILICEYELEERELEZRD, £7T, S8l
D — % Bartlett iIKIC K DREL 2. HBAE—72581d Dunnett DL EHLEREZHWT,
B2 BDEEIL Steel DZHEUKREZHAVWTHRBEOREZT /2. BREMURERE
[(GHEREARE LR~ 100] & RETTHRERE ARG REBURE R E)=100] 12D W Ty RE
L0, WHEAREYREICDOWTIE, Mann-Whitney O U REICEOMEIFLZ. Wino
GEBEEKEL I RU5%EL, MmifikRES L.
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. —RIREE

—fREE DB REE R % Table 1 WTNZ Appendix 1 KT 2 IZ7R U=,
FHREGRT, BSHHT MR EMEE TERO KRB LIZRD s niah o 7.

. RE

REBHBE Fig. 1 XTU'2, Table 2 M TXIZ Appendix 3 X4 IZR L 7=,

20 & 7X 100 mg/kg B OMERE R TN 500 mg/kg HOM T, HESHMPROBESHRK TR EE
LT, *HERE SRR ARERE 2R U7, 500 mg/kg BEOMT, &% 5HMTAMN S hfic
TR RRE S ITIE R R EHE AR Lany, 45 18 BIChEOMEERMED 5N, &
EHEE TR EHER TR GEETREZRL THEE L 2.

. BHE

B3
L7z
EHBYEART, KBRYHRSCL2ZEERD NG >, 728, 100 mgke BEDOME
T, FFEAE BICEERDOREDGED SN, 500 mgkg B CIIRIROEIZED 5Nz
Mol l EMS, REBMERS L OBREERISIRH SRR L 7.

L% (5B TR OB EHRE % Fig. 3 XU 4, Table 3 W NT Appendix 5 BTN 6 i

=i
i+

. EEMURE

FEAE R % Table 4 & T Appendix 7 (2R L 7%,
FEWRBRMEHOMHE T, IXTOHBIZBWTHBEREOEZRED snah-o 7.

BRI

AR % Table 5 KX Appendix 8 IZ/R L 7=.
EHBMEROMHET, IXTOEBIZBWTHEREOEEZRD N ho .

- 10 -
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6. MEDIEE R
AL R A Table 6 & TN Appendix 9 {2/ R L 7Z.
FHBRMBRT, HREBICHREZOETED oNaho .

7. RIRE
FRZAE B % Table 7 INT Appendix 10 BTN 11 1R L7z,
100 mgkg BHOM T, REOWD W NICREBEELLIRILEDBIMMNED S 2,
500 mg/kg BETHEIRMOEBIIRD SN o722 &0 s, HEBRYERES L OBEEIZ N E
BT L 7.

8. I FRIIRE

22 B 5 HIRK TR DM EASE R % Table 8 WM Appendix 12 BN 13 1Z5R L, 85 Hilfs
RREHR THEHOMRERE R E Table 9 W TNT Appendix 14 BTN 1S IR U=,

22 AT, 500 mgkg BEQME TH/MTE DR, HTAT M2 Uy MEDQRDAERD 5
N 2B, NSO LIINITNOLEENBEHEFEANTERESE)DI<BEEARDBOT
Holz.

85 HEATIL, 500mgkg HOETT O MO ERBETOEENED S znt, AL
BEBHHEN(TESRO IS BELRDOTHD, REOELITZRSHERTEICIZZED S
Nish -7l &Ms, BBRYMELS EOMERTRWEHBILZ. Z0ED, 20 mgkg BED
HETHERITPERL OB INAED SN /2A%, 100 KU 500 my/kg BEICFMEREEBN ah>7/2 2
LG, WEBRMBERS & OBV SRR L7

22 B Crj:CD(SD)IGS 7 FDOEFRT—F

. o KEERE
# HEHHE g SEHE s :ﬂ) B/AME HBKE -2S.D. +2SD.
He m/ANMR (10%uL) 24 111.7 12.3 76.4 130.3 87.1 136.3
It ATMYME (%) 24 33.0 2.2 28.3 36.4 28.6 374

85 H s Crj:CD(SD)IGS 7 v F D HERT—4

T 7
¥ 1EHE Bk EE iiﬁﬁ S/ME BAM@E 28D, +2SD.

M PT (sec) 24 11.6 0.7 10.0 12.9 10.2 13.0

- 11 -
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%‘ﬂ]

9. MiEAE(CFABRE

22 B (I% 5 W TR O MRS #E B & Table 10 ¥ TNT Appendix 16 2T 171/ L, 85 Hifls
R R T OB ZE R % Table 11 M TN Appendix 18 KT 19 IZR L7z,

22 B#STIE, S00mgkg HOHTRIVATFO—), UBEAKUSIVI—ZDEMAR
DHENT. B, TNS5OEEIENWTNHIEFEENBEHERNTESR)O T BER
HOTH-HTz.

85 HEH T, 20 mgkg A EOBOMTHRIV ZFO—)LOED KRN 2 IgE OB L
DEARMED ST, WINBEENZEHHBENTRSZSR) OB THD, 22 HBFRO
MTREOEIAN /2T EMS, WRBETOPEEERLZ I SITRER UL & Hik
Uiz, ZDEA, 20 mgkg BOMTHRUZUtEIT1 ROBONED SN0, 100 RS
500 mg/kg BEIC R AE BN 2072 &0 5, HWRMERG EOBEEII AW SN L 2.

22 Hift Crj:CD(SD)IGS v b DERT—F
U

& IEE g  FHEE SD) =NME BRKE -2SD. +2S.D.

B #BIVAFo- (mg/dL) 24 97 14 67 124 69 125
) H8E (mg/dL) 24 198 28 155 254 142 254
¥ W1-% (mg/dL) 24 157 13 135 180 131 183

85 Hit Crj:CD(SD)IGS 7 v b OERT— ¥
EE R -

¥ IEH e ¥HE D) m/NME EXKfE 28D, +28.D.
i #IVATO-V (mg/dL) 24 58 11 44 85 36 80
U HEHE (mg/dl) 24 120 21 91 189 78 162
10. IR

22 H#h(% SRR TR OB R % Table 12 M N Appendix 20 S OX 21 12Kk L, 85 O
(R SRR TR O TR R & Table 13 W ONT Appendix 22 KU 23 12 L7z,

22 I Tk, MEHESOTXTORTA RS s 7.

85 BT, AUEHEOHE | Hilf TN 500 mg/kg BEORE | H THEDOR EIRMARD 5N, &
DS BHRE 1 HITIEE U B &I D BOIRHARYIH D S 7. £72, 500 mg/kg BEORE 1 6
THHOKHEHENZD SN, | PITTEOERBPED SN, o, IO, W
TNEH Ty MIBWTHRBEEOEME U THMBIRI NGB0 TH D, AR TOHS

12 -
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12.

BECHREE: 40007

HEBENWI &M S, HBRYERS & OBEEERNCHIELZ.

HREER

22 B SRR TEHOBIERE R % Table 14 W TXNT Appendix 24 KA 25 IR L, 85 Hifs
(R IR TEH OEIER R % Table 15 3 NT Appendix 26 2 T8 27 IZ/RL Tz,

22 B#E T, 500 mgkg BHOM THIBEOHSEZEOBMMARD SN/, /o, FEOKET
FURIR O L UM EEOB MRS 6N, FEFOMTHRERRBMEmAZED SNk,

IZINA T, 500 mg/kg B DML TRIE O M OB EZORDNZED 53, FIZ 100 &
O 20 mg/kg BEOMETHBOHNEED D, WNTHENEEORADER], 100 mgkg BEOHE
THEIB DM RUMHMEEDOE /M ERAED SN/, ZOED, 500 mgkg BHOMTFE DM
MEEOEMMED SN/, £/, 100 mgkg HORETIFE DB EREOEMARD SN/=A,
500 mg/kg BE CRIFRERELIIA S NN -2 2 ENnS, HEMEARSG & OBEE TRV &3
Wi L7z,

85 HEG T, $GHIMKE TRIZA S NI IFHE R CFERIRO EEEINLERD s e - -
AIBIZDINT S, 500 mykg B QM THEMEENHRELEEL TOIMNBEVWHODEER
e oz, TDIEFEMN 20 mgkg BEOUETHRAROMEMEZ DR, 100 mgkg B O THEE
DS EEORDMNED SN/ZA, 500 mg/kg BEICRIBRRERNIR <, #HBMEERES O #
72N ST L /2.

PRI AL AR A

22 Hil (% 5 HIfHE TR QMR EE R % Table 16 W UNZ Appendix 28 &R TX29 15K L, 85 Hifh
(R IR T ORERE R A Table 17 A NT Appendix 30 RN 31 IR L=,

22 HE@ T, 500 mg/kg BEDHE 4 F TME 5 G CHEIRIRICIER L OBERAMEED 51
oo £z, BIEIZBWT, 100 mykg BEORE 2 G M 1 51, AT 500 mg/kg B D k2 4]
6 HHTHRRFICI<BELROLWUEEOZEREENZO 5N, HEEORE 1 61, 20 mgkg BED
MEAE 2 S B, 100 J TN 500 mg/kg BEDMEHE2FI THEIRFIC < BRELRWLEEOB B EIRILE
MAH SN, R U22@IIEREaTHSE, BRaid)V) CHEREaTRrRE, v a
E-INRIETHEZRL, TNETUEHIEBDRCHEEER(I BRI AF NTHS 2K
AL,

- 13 -
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85 HEATIZ, #5HMRETRICH SNZRROIENR EROIER, W& DHIRE D
e 2SR IR & IR L. —H, BIBOMRTOBaBRRILE I DV T, REMHE
BT B U TREASIIDTACED L, SEBESDINIERTLIHO0, M
O 2B, 20 mg/kg BEDRE 4 IR UME 3 #, 100 mg/kg B DHE 26 B S 5 #1, SN
500 mg/kg Bt DHE 4 FIROHE 3 TSRS, HRYERSHITBT SRR LEDBINNSIZE
mERAD SN, ZDEA, HEBEKRY 500 mgkg BOMET, i, BEXIITFIICEAR
EEOEEOELAMA SN,

£ 5

135- U EROF AR EPOEEHRICETLIHEERBRO-RELT, MEHAMFIO T -
FARIZ 4 HivM S 21 HEHET 18 HEKEROKRET 2L 01, BREHBKTHR 63 HH
84 HEE OV BUB CTRE LARNOREZTV, TOEHICDODWTHRFL .

—fZikEE, g, REMLBRE, KEHERE, HoMARRE, RERERVEHKE TR, &
B THBUERSICEEL ZETRD o nan o 7.

RE T, 500 mg/kg B#DHETHRE 18 HICEKMBHEMNRD 51, HBRYMERGORZEINREX
hiz. KEL, ZOBRLEBEEZRL THEBLZD, REHMETEN4BICEERLZ.

MEENBRE TIE, 22 BBOBREICBWT 500 mgke BEOHTI/NMUKOEMERAT K27
Dy MEOHADARD SNA, WINHEBENREAGTHENO IS BEDOEH TH D, KRE¥
FIREICB W THRE, Mk, HMEERTEIIA SN2 &, MOKRMERF/NT A—F
KRB M- &S, HBRYEOKRE SITBEEORWELEEA SN,

MIEELFRRETIE, 22 HBOREIZBWT 500 mgkg BEOHTHRIVATFO—)L, Ui
BROATNIA—-ZADEBMMRD SN, WINGIZIZEBRWRLEFAEANOLETHD, KR
FHRREBEIIBRNTRHETS EEDN 2SNzl MG, HRYEOERS & 3B E
DzWELEEZ 5N

REFRRE T, iR, PRRBRERVEBICERYERFICI2FENTD o, FETIE,
22 HEROREBE&EIZBWT 500 mgke B O THMEZOBINARED SN/, HiREEHEMNIC
B L 2 /X T A— 5 OBEHR>ZFO 5 NT, FEMERENRECIBVWTHHGT 2BENEL
BiaMmol ens, FERYEOCHRICEKIZTHEIBEETERWESZ o/, £72, 85

- 14 -
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HEBOBRETIFEEZEOEMNIRD SNT, EERTHLNTH . FRIETIE, 22 HEp
DREERITHNT 500 me/kg FEOM THEN LOCHMEREO BN, FEOM THEMRUHEYES
D FEIIER AR 51, REMSFAREICB T 500 mgkg B OMEME TR B O S ER KA
oo, LhL, WIhoZEhed 85 HBMORATIIHEALTHD, BEHEHLSNT
Hot-. BIETE 22 ABOBEERICHBNT 100 mykg LA EOBEOBR N 20 meke LA LEORE
O THEMEUCHAMEZOED XIIBOERAINED 5Nz, £z, FHEASENREIZSNT
100 mg/kg A E DB QMR TRIRHICC<BELAWLEEOERAENRD 5N, FiZ 20 mgkg
PLEDBE DM TEHEEICHBRFIII<KHEERVLBEEOBAARELENBDONE. ZNHD
ZEid 85 HIBOREIZBWTHED U <IZBE T DM EZRLIZN, BEAREEDHEMIT 20
mg/kg LA EOROME T EREZD LN, 728, BIFOEBLOREEFIIAATHSA, @
ZlhElREl, BEAELEH LOERNAREERILTOTMNCEEETSIL, SEASN
ECOMBOBREIIDINTHZ I L, EREREE>TVARNIENS, GENEEIZL
WeHEZSNZ. TOEM, 22 ABOREICBWT 500 mgke O TTEHEROBMMNRD S
N7, EEFICAS & L FITHEHZCPEERIZBETHO, ST HFENELBRIr- 2
ZENS, BERMEORESEBEEDANWELEEZ 5N,

DX 512, 20 mg/kg LA EOEDOMEHE TRIEIZ, 500 mg/kg B OMEHE THARARIZ, 500 mg/kg
BOBTHEIZ, 500 mgkg O THIEICENENHEBMERS CXA5EENZEZDO SN/ &
N5, FRRBEGETICBU2EZEEIIMAE D 20 mg/kg/day Z TEIZHDEEZ S,

- 15 -
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1007

—O—  Control Study No. 40007
—A— 20 mg/kg
—{iF— 100 mg/kg

—— 500 mg/kg

<I reatment Jgeriod._ Withdrawal period -

[ 1 1 1 ] 1 I ] 1 i i { T - 1 i I } T ! T 3 1 |

1 4 8 11 1518 2225 2932 3639 43 46 50 53 57 60 64 67 71 74 78 81
Days

Fig. |  Body weight changes in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period.
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3007

2007
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Study No. 40007
Control

20 mg/kg
100 mg/kg
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Fig.2 Body weight changés in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days

followed by 63-day withdrawal period.
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Food consumption (g/rat/day)

Study No. 40007

50—‘ —O—  Control
—&— 20 mg/kg
—{F— 100 mg/kg

407 —e— 500 mg/ke

0- r T T T T T ] T T T T T T T T T | )
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Days

Fig. 3  Food consumption in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period.
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Study No. 40007
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Days

Fig.4 Food consumption in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period.



Study No. 40007

Clinical signs in juvenile rats treated orally with benzene 1,3, 5-triol for 18 days followed by 63-day withdrawal period

Teble |

Days

Group

and

Clinical sign

Sex

i 1z 13 i

10

dose

[AREaS]

[N F-N 1

R

o

a3

[N R
— —

Number of examined
No abnormality

Control

Male

Number of examined

20 mg/kg

No abnormality

Number of examined

100 mg/kg

No abnermality

Number of examined

500 mg/kg

No abnormality

[AS KN

faS RapS |

[ KN |

——

[ K |

Number of examined
No abnormality

Control

Female

oama

NN

[oaNEaN |

ot s

Number of examined
No abnormality

20 mg/kg

Number of examined
No abnormality

100 mg/kg

20

NN
——

LN R |
——

o3 oa

caca
—

[ RN |

—

Number of examined
No abnormality

500 mg/kg




Study No. 40007

Table | - continued Clinical signs in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period
Group . Days
Sey and Clinical sign
dose 19 20 21 22 23 24 2 26 27 28 29 30 31 32 33 34 35 3 37
Male Control Number of examined 6 6 6 6 6 6 6 &6 & 6 6 6 6 6 6 6 6 & 6
No abnormalily 6 b b 6 6 6 6 6 i 6 b 6 6 6 6 6 6 ) 0
20 mg/kg Number of examined 6 6 6 6 6 6 § § 6 ) b 6 6 6 6 6 6 b b
No abnormality 6 6 6 6 6 6 6 6 6 6 b 6 6 6 6 6 ) 6 6
100 mg/kg Number of examined 6 6 ] i b ] b 6 i b ) 6 6 6 6 ) 6 6 b
No abnormality 6 ) 6 6 6 6 6 6 6 ) 6 6 6 6 6 6 6 6 b
500 mg/kg Number of examined 6 b 6 6 6 6 6 ) 6 b ] 6 6 6 6 6 ] ] 6
No abnormality 6 ] 6 6 6 6 6 6 8 6 b 6 6 6 ] 6 ] 0 6
Female Control Number of examined 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 b ) 6 6 § 6 ] ] 6 b 6 6 6 6 6
20 mg/kg Number of examined 6 6 6 6 6 6 6 6 & 6 6 6 6 b 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 § 6 6 6 6 6 6 6 6 6 6
100 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality B 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6 6
500 mg/kg Number of examined 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 ] 6 6 ) 6 6 6 6 6 ] 6 6 6 6 ] 6 ]
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Study No. 40007

Table 1 - continued Clinical signs in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period
Group _ Days
Sex and Clinical sign
dose 38 39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 55 56
Male Control Number of examined 6 6 6 6 6 i 6 6 ] 6 6 6 6 6 b i) 6 ) ]
No abnormality 6 6 6 6 6 6 ) ) ] ) 6 6 ) 6 i) b 6 b 6
20 mg/kg Number of examined ) ] 6 6 6 6 6 6 ] ) 6 6 6 i) 6 6 b 6 6
No abnormality b 6 6 6 b 6 6 ) 6 6 6 6 6 6 6 6 6 6 b
100 mg/kg Number of examined 6 6 6 6 6 6 6 6 b 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 ) b ] 6 6 6 6 6 6 § 6 6
500 mg/kg Number of examined 6 ] 6 ) 6 0 i ] 6 6 0 6 ) 6 6 6 ] 6 6
No abnormality 6 6 6 ) 6 0 6 6 6 ] 6 6 ] 6 6 6 § 6 6
Ferale Conirol Number of examined ] 6 ) b b 6 6 6 ) 6 6 6 6 6 6 ] 6 6 6
No abnormality ) 6 ) 6 6 6 6 6 6 6 6 6 ] ] ] 6 6 6 6
20 mg/kg Number of examined ) 6 0 6 ) 6 6 6 6 b 6 6 i g 6 ] 6 6 6
No abnormality 6 6 ] 6 b 6 6 ) ] 6 6 6 ] g 6 ) 6 6 6
100 mg/ke Number of examined 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6
No abnormality b 6 ] ) 6 6 ) 6 6 6 6 6 6 ] b b 6 ) 6
500 mg/ke Number of examined 6 6 6 6 6 6 6 6 b 6 6 6 6 6 6 6 ] B b
No abnormality 6 6 6 ] ] 6 6 6 0 6 6 6 0 6 6 6 ] 5 )
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Study No.40007

Table 1 - continued Clinical signs in juvenile rats treated orally with benzene 1,3,5-1riol for 18 days followed by 63-day withdrawal period
Group Days
Sex and Clinical sign
dose 57 58 59 60 61 62 63 64 65 66 67 68 69 70 T 72 13 4 75
Male Control Number of examined 6 6 6 b 6 6 ) ] 6 6 6 6 6 b ] ] 6 6 6
No abnormality 6 b 6 ] 6 6 i 6 6 6 6 6 6 6 6 6 6 6 6
20 mg/ke Number of examined 6 ) ) 6 6 6 6 ] 6 6 6 6 6 6 ] 6 6 6 6
No abnormality 6 6 6 ] 6 6 6 6 ] b 6 ] 6 6 6 6 6 b i
100 mg/kg Number of examined 6 6 b ] 6 0 6 6 b b 6 6 ] 6 ] 6 6 6 6
No abnormality 6 6 B 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
500 mg/kg Number of examined 6 6 6 6 6 6 6 6 b 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 b 6 6 b 6 ] 0 6 6 6 6 6 6
Female Control Number of examined 6 ) 6 b b 6 6 0 6 b 6 6 ) 6 ] 6 6 6 6
No abnormality 6 ] 6 ] 6 6 6 6 6 6 6 ] 6 6 b 6 6 6 6
20 mg/kg Number of examined 6 b ) 6 ) 6 6 6 6 6 6 6 ] 6 6 6 6 6 ]
No abnormality 6 6 6 6 6 6 ] b 6 6 6 6 6 6 6 6 6 6 6
100 mg/kg Number of examined b 6 6 6 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 ]
No abnormality 6 6 6 6 6 6 6 ] ] 6 6 6 b 6 6 6 6 6 6
500 mg/kg Number of examined ) ) 6 6 6 6 ) ] ] 6 6 6 6 ] b 6 6 6 6
No abnormality b 6 ) 1] 6 6 6 0 ] 6 6 6 6 1] 6 6 6 6 6
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Table 1 - continued

Clinical signs in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Study No. 40047

Group o . Days
Sex and Clinical sign
dose % 7T 18 19 80 81
Male Control Number of examined 6 6 6 6 6 6
No abnormality 6 ] b 6 b ]
20 mg/kg Number of examined 6 6 6 i 6 b
No abnormality 6 6 6 § 6 b
100 mg/kg Number of examined § 6 6 6 6 6
No abnormality 6 6 ] 6 6 b
500 mg/kg Number of examined 6 6 6 6 6 6
No abnormality 6 0 ] ] b b
Female Control Number of examined 6 6 6 6 6 ]
No abnormality 6 6 6 ) ) 6
20 mg/ke Number of examined 6 6 6 § 6 6
No abnormality 6 b 6 6 6 6
100 mg/kg Number of examined 6 ) ] § 6 6
No abnormality 0 b b ] 6 6
500 mg/kg Number of examined 6 6 6 6 6 6
No abnormality 6 6 6 ] 6 6




Study No. 40007

Body weights in juvenile ratls treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Table 2
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Study No. 40007

Body weights in juvenile rats treated orally with benzene 1,3,5-triol for 18 days {ollowed by 63-day withdrawal period

Table 2 - continued
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Table 2 - continued Body weighls in juvenile rais treated orally with benzene 1,3,5~1riol for 18 days followed by 63-day withdrawal period
Group Body weight(g) om day
Sex and
dose 71 74 78 81
Male Control N 6 b 6 )
Mean 486.3 500.7 513.3 526. 0
S.D. +22.1 +22.6 +24.5 +128.5
20 mg/kg N 6 6 6 5
Mean 476.9 438. 2 459. 6 9157
S.D. +39.2 +37.5 +38.1 +44.5
100 mg/ke N 6 1] 6 6
Mean 475.4 488.7 501.6 515.1
S.D. +25.7 +28.5 +27.2 +27.5.
500 mg/kg N 6 6 ] 6
Mean 460.5 413.7 490. 1 503.8
S.D. +40.5 +44.4 +41.0 +40.8
Female Conirol N 6 ] 6 )
Mean 289.8 295.9 303.4 306.9
S.D. +20.5 +23.7 +25.0 +76.6
20 ng/ke N 6 6 § 6
Mean 279.4 281.9 286. 4 294.2
S.D. +22.1 +21.7 +20.9 +21.8
100 mg/kg N 6 6 § 6
Mean 268. 6 273.3 279.3 284.8
S.D. +32.6 +32.0 +32.2 +31.5
500 mg/kg N b 6 § 6
Mean 278.0 286. 4 288.6 295. 1
S.D. +22.2 +19.9 +322.4 +17.9

Not significantly different from control.
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Food consumption in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Table 3
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Study No. 40007

Food consumption in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Table 3 - continued
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Table 4  Postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Group and dose

Control

No. of male offspring

Pinna detachment ( 4 days)
Piliation ( 8 days)
Incisor eruption (10 days)

(11 days)

(12 days)
Eyelid separation (15 days)
Gait (15 days)
Descensus testis (21 days)

Cleavage of the balanopreputial gland
(42 days)
(43 days)
(44 days)
(45 days)
(46 days)
(47 days)

No. of female offspring

Pinna detachment ( 4 days)
Piliation ( 8 days)
Incisor eruption (10 days)

(11 days)

(12 days)
Evelid separation (15 days)
Gait (15 days)
Vaginal opening (42 days)

12/12 (100)
12/12 ( 100)
10/12 (83.33)
11/12 (91.67)
12/12 (100)
12/12 (100)
12/12 (100)
12/12 ¢ 100)

6/6 (100)

12/12 ( 100)
12/12 ( 100)
7/12 (58.33)
11/12 (91.67)
12/12 ( 100)
12/12 (100)
12/12 (100)
6/6 (100)

20 mg/kg

100 mg/kg

Study No.40007

500 me/kg

12/12 (100 )
12/12 (100)
8/12 (66.67)
12/12 (100)

12/12 (100)
12/12 (100)
12/12 (100)

4/6 (66.67)
5/6 (83.33)
6/6 (100)

12/12 (100)
12/12 (100)
8/12 (66.,67)
11/12 (91.87)
12/12 (100)
12/12(100)
12/12 (100)
6/6 (100)

12/12 (100 )
12/12 (100 )
9/12 (75.00)
11/12 (31.67)
12/12 (100 )
12/12 ( 100)
12/12 (100 )
12712 (100)

4/6 (66.67)
6/6 (100)

12/12 (100 )
12/12 (100 )
5/12 (41.67)
12/12 (100)
12/12 (100)
12/12 (100)
6/6 (100)

12/12 (100)
12/12 (100)
6/12 (50.00)
10/12 (83.33)
12/12 (100)
12/12 (100 )
12/12 ( 100)
12/12 (100)

4/6 (66.67)
5/6 (83.33)
5/6 (83.33)
5/6 (83.33)
5/6 (83.33)
6/6 (100)

12/12 (100)
12/12 (100)
9/12 (75.00)
11/12 (91.67)
12/12 ( 100)
12/12 (100)
12/12 (100)
6/6 (100)

Not significantly different from control.

Values in parentheses represent percentages to the number of offspring examined.



Study No.400067
Table 5 Function test in juvenile rats treated orally with benzene 1,3,5—triol for 18 days followed by 63-day withdrawal period

Group and dose Control 20 mg/kg 100 mg/kg 500 mg/kg

1€

No. of male offspring

Righting reflex ( 5 days) 12/12 (100 ) 11/12 (91.67) 12/12 (100) 12/12 (100)
(6 days) - 12/12 (100) - -
Ipsilateral flexor reflex ( 5 days) 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100 )
Visual placing (16 days) 12/12 (100 ) 12/12 (100) 12/12 (100 ) 12/12 (100 )
Preyer’s reflex 500 Hz(60 dB) (28 days) 6/6 (100) 6/6 (100) 6/6 (100) 6/6 (100)
Preyer’s reflex 20000 Hz(60 dB) (28 days) 6/6 (100) 6/6 (100) 6/6 (100) 6/6 (100)
No. of female offspring
Righting reflex (5 days) 11/12 (91.67) 9/12 (75.00) 10/12 (83.33) 11/12 (91.67)
(6 days) 11/12 (91.67) 11/12 (91.67) 12/12 (100) 12/12 (100 )
(7 days) 12/12 (100) 12/12 (100) - -
Ipsilateral flexor reflex ( 5 days) 12/12 ( 100) 12/12 (100) 12/12 (100) 12/12 (100 )
Visual placing (16 days) 12/12 (100) 12/12 (100) 12/12 (100) 12/12 (100)
Preyer’s reflex 500 Hz(60 dB) (28 days) 6/6 (100) 6/6 (100) 6/6 (100) 6/6 (100)
Preyer’s reflex 20000 Hz(60 dB) (28 days) 6/6 (100) 6/6 (100) 6/6 (100) 6/6 (100)

Not significantly different from control.

Values in parentheses represent percentages to the number of offspring examined.
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Table 6 Esirous cycle in juvenile female rats freated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period
Group Estrous cycle
Sex and
dose
Female Control N 6
Mean 3.97
S.D. +0.07
20 mg/ke N 6
Mean 4,00
S.D. +0.00
100 mg/kg N ]
Mean 4,03
S.D. £0.07
500 mg/kg N 6
Mean 4.00
S.D. +0.00

Not significantly different from control.
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Study No.40007

Table 7 Urinary findings in juvenile rats treated orally with benzene 1, 3,5-triol for 18 days followed by 63-day withdrawal period
Group Urine volume Osmotic pressure Specific gravity
Sex and
dose (mL/24hr) (0sm/kg)
Male Conirol N ] 6 6
Mean 21.3 1.290 1. 040
S.D. +5.8 +0,277 +9. 0069
20 mg/kg N 6 6 6
Mean 25.2 1.153 1.037
S.D. +13.7 +0. 460 +0.015
100 mg/kg N 6 6 6
Mean 20. 7 1.327 1.042
S.D. +6.3 +0. 284 +0.00Y
500 mg/kg N b 6 6
Mean 21.8 1.135 1.037
S.D. +3.5 +0.131 +0. 004
Female Conirol N 6 6 )
Mean 12.4 1.193 1.036
S.D. +4.8 +0.262 +0. 008
20 mg/ke N 6 6 6
Mean 9.6 1.524 1.047
S.D. +2.2 +0.242 +0.008
100 mg/ke N 6 6 6
Mean 5.0k 2. 190%% 1.069%%
S.D. +2.3 +0.299 +0. 008
200 mg/kg N 6 6 6
Mean 8.8 1. 495 1.046
S.D. 1.7 +0.456 +0.014

¥%: P<0.01 (significantly different

from control).
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Table 7 - contlinued

Urinary [indings in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Study No. 40007

Group Number Color pH Protein Glucose Ketone body
Sex and of

dose animals

PY 7.0 7.5 80 85 + + ++ - -

Male Control 6 0 0 6 0 0 0 5 1 6 6

20 mg/kg 6 0 0 ] 0 0 1 5 0 6 6

100 mg/ke 6 0 0 6 { 0 1 3 2 6 6

500 mg/ke 6 0 0 6 0 0 3 3 0 i 6
Female Control b 0 1 5 0 5 1 0 0 ] 6

20 mg/kg { 0 1 5 0 3 2 1 0 ] 6

100 mg/kg 6 | 2 3 0 5 | 0 0 6 6

500 mg/kg 6 0 0 5 l 1 2 3 0 6 6

Not significantly different from control.
Abbreviation: PY, pale yellow; Y, vellow.

Grade sign: -, none;

trace; +, mild; ++, moderate: +++, marked; ++t+, very marked.
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Study No. 40007

Table 7 - continued Urinary findings in juvenile rats treated orally with benzene 1,3,5-triol for {8 days followed by 63-day withdrawal period

Group Number Bilirubin Occult blocd Urobilinoegen
Sex and of {mg/dL)

dose animals

- - <1

Male Control ] ) ] ]

20 mg/ke 6 6 6 6

100 mg/kg 6 6 6 6

500 mg/kg 6 6 6 i
Female Control ) ] 6 ]

20 mg/kg 6 0 6 6

100 mg/ke 6 6 6 )

500 mg/kg 6 6 6 6

Noi significantly different from control
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Table 7 ~ continued

Study No. 40007

Urinary findings in juvenile rats trealed orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Group Number Urinary sediment
Sex and 0
dose animals Epithelial cells Erythrocytes Leukocytes Casts Crystals
- - - - -t
Male Control b 6 6 b ) 5 |
20 mg/ke § 6 6 6 i 6 0
100 mg/ke 6 6 6 6 6 ] 0
500 mg/ke b b b 6 b 6 0
Female  Control 6 6 6 6 6 6 0
20 mg/kg 6 6 6 6 b b ]
100 mg/kg 6 6 ] 6 6 b 0
500 mg/ke 6 6 b 6 6 b 0

Not significantly different from control.

Grade signs are as follows.

Epithelial cetls: -, < 3/field: 4, l/fleld < and < 10/ficld: +, 10/field < and < 20/field; HHt, = 20/field.
Erythrocytes - 10/Tield; +, 10/Tield = and < 30/field; i1, 30/f161d,<¥ and < 100/field: Ht, countless
Leukocytes - < 3/f1le V,o8/feld < and < 20/Tield: 4, 20/field < and < 40/field: H+, 2 40/field
Casts - none; t, = l/all field.

Crystals - C10/tield; 4, 10/field < and < 20/field; +, 20/ficld =< and < 30/ficld: +++, countless.
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Table 8§ Hematological findings in juvenile rals treated orally with benzene [, 3,5-triol for 18 days
Group Leukocyles Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Platelets
Sex and
dose (102 /ul) (102 /pl) (g/dL) ) (fL) (p2) 3 (10 /L)
Male Control N 6 6 6 6 6 6 b 0
Mean 80 484 9.4 33.8 70 19. 4 27.8 97.0
S.D. +29 + 71 +0.7 2.2 t2 +0.7 +0.6 +9.8
20 mg/kg N 6 6 6 6 ] 6 ] 6
Mean 82 471 9.3 33.2 71 19.7 27.9 96.9
S.D. +26 +26 +0.5 £1.5 *2 +0.9 +0.5 +8.3
100 mg/kg N 6 6 6 6 ] 6 6 6
Mean 78 486 9.6 34.5 71 19.7 27.1 99.2
S.D. +14 +16 +0.3 +0.9 +4 +1.0 +0.3 +4.4
500 me/kg N 6 6 6 ] ] ) b ]
Mean 106 457 8.8 31.6 69 19.2 27.1 112, 7%
S.D. +47 +21 +0.§ +2.5 +4 +1.5 +0.17 +13.6
Female Control N ) 6 6 6 6 b 6 6
Mean 81 489 9.7 34.8 71 19.9 27.9 100. 7
S.D. +18 +11 +0.5 +1.0 +3 +1.0 +0.8 +8.5
20 mg/ke N 6 6 6 6 6 6 6 6
Mean 88 490 9.5 34.5 71 19.4 27.5 103.5
S.D. +22 +27 +0.5 +1.3 +4 +1.3 +0.7 +6.4
100 mg/ke N 6 6 6 6 b 6 6 b
Mean 105 498 9.9 36.0 12 20.0 27.6 103.8
S.D. +30 +18 +0.5 +1.0 +2 +1.0 +0.7 +6.7
500 mg/kg N 6 6 6 6 b b 6 6
Mean 100 462 9.2 33. 0% 72 20.0 28.0 109.8
S.D. +34 +20 +0.3 +1.0 +3 +1.0 +0.6 +10.9

$: P<0.05 (significantly different from control).
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Table 8 Hematological findings in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period
Group Leukocytes Erythrocytes Hemoglobin Hematoerid MCY MCH MCHC Platelels PT APTT
Sex and
dose (102 /) (102 /ul) (g/dL) %) (fL) (pg) %) (104 /pel) (sec) (sec)
Male Control N b 6 6 6 6 6 6 ) ] 6
Mean 81 843 14.8 46.6 ) 17.6 31.8 92.7 14.5 26.4
S.D. +10 +28 +0.2 +1.0 +2 +0.6 +0.5 +9.3 2.8 +3.1
20 mg/ke N ] 6 6 i) 6 0 6 6 ] 1
Mean 83 826 14.5 45.8 55 17.6 3.7 101.5 13.1 25.1
S.D. +9 +36 +0.5 +1.4 x? +0.4 +0.3 +13.2 +0.17 +0.9
100 mg/ke N b 6 6 6 6 6 b 6 6 6
Mean 83 847 14.8 46.7 55 17.5 31.8 93.8 13.5 23.4
S.D. 17 +20 +0.5 +1.8 £2 +0.5 +0.4 +7.6 1.1 +2.3
500 mg/ke N i 6 6 6 6 1] b ) 6 6
Mean 19 838 14.5 45.5 54 17.: 31.8 94.0 14.1 23.8
S.D. +13 +35 +0.4 +1.4 *1 +0.5 +0.5 +10.7 +1.4 +2.3
Female Conirol N 6 6 0 6 6 6 6 6 6 6
Mean 63 7603 13.7 42.8 56 18.0 32.1 95.6 10.38 18.3
S.D. +12 +37 +0.4 +1.7 +2 +0.5 +0.4 +9.4 0.3 +2.0
20 mg/kg N b 6 ] 6 6 ] ) 6 6 6
Mean 52 793 14.0 43.8 55 17.17 32.1 95.2 11.2 18.7
S.D. +20 +36 +0.4 +1.5 +1 +0.3 +0.1 +10.5 +0.3 +2.1
100 mg/ke N 6 6 6 6 ] b 6 6 6 6
Mean 59 713 14.0 43.6 57 18.1 32.1 98.0 1.3 19. 17
S.D. +9 +44 +0.5 +1.8 +2 £0.5 +0.3 7.5 0.5 +1.5
500 mg/kg N 6 6 6 6 ] b 6 6 6 i
Mean 59 784 14.2 44.2 56 18. 1 32.1 92.6 11. 3% 19.0
S.D. +13 +41 +0.3 +1.6 +2 £0.6 0.7 +7.2 0.3 +1.8

%: P<0.05 (significantly different from control).



Study No. 40007

Table 9 - continued Hematological findings in juvenile rats treated orally with benzene 1,3, 5-triol for 18 days followed by 63-day withdrawal period
Group Differential leukocyte count
Sex and : ‘
dose Eosinophil Stab neutrophil Sepmented neutrophil Lymphocyte  Basophil Monocyte
%) ) % & % )
Male Conirol N 6 6 0 ] 0 6
Mean 2.0 0.0 9.2 88.0 0.0 0.8
S.D. +1.8 0.0 £5.0 +4.8 +0.0 +1.0
20 mg/ke N 6 b 6 6 6 ]
Mean 1.0 0.0 17. 7% 80.0 0.0 1.3
S.D. +0.9 +0.0 7.6 +8.3 +0.0 +1.4
100 mg/kg N 6 6 ] 6 ] )
Mean 1.0 0.0 13.7 84.3 0.0 1.0
S.D. +1.3 +0.0 +3.1 +4.3 0.0 +1.3
500 mg/ke N 6 6 6 6 6 6
Mean 0.8 0.0 {2.5 85.7 0.0 1.0
S.D. +1.3 +0.0 +6.0 +6.2 0.0 +1.5
Female Control N 6 6 6 b b 6
Mean 0.8 0.0 7.3 90. 17 0.0 1.2
S.D. +0.8 +0.0 +3.4 +3.7 +0.0 +1.0
20 mg/ke N 6 6 6 6 6 6
Mean 1.7 0.0 6.0 91.5 0.0 0.8
S.D. +0.8 +0.0 £3.3 £3.3 +0.0 +0.8
100 mg/kg N 6 6 6 i 6 6
Mean 1.0 0.0 8.8 90. 0 0.0 0.2
S.D. +0.9 +0.0 +3.17 +3.5 +0.0 +0.4
500 mg/kg N 6 6 6 6 6 6
Mean 1.5 0.0 11.3 86.3 0.0 0.8
S.D. +1.0 +0.0 +4.3 +4.3 +0.0 +0.8

£: P0.05 (significantly different from control).
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Tabie 10 Biochemical findings in juvenile rals treated _orally with henzene 1,3,5-triol for 18 days
Grgup T.Protein Albumin A/G ratio T.Bilirubin GOT GPT v -GTP ALP T.Cholesterol Triglycerides
Sex an
dose (g/dL) {(g/dL) (mg/dL) (1u/L) (1u/L) (/L) (/L (mg/dL) {mg/dL)
Male Control N 6 6 6 6 6 b b b 6 6
Mean 4.9 3.4 4,33 0.0 91 26 0.7 1111 8¢ 66
S.D. +0.1 +0.1 +0.30 +0.0 +6 +3 +0.3 +168 +10 +17
20 mg/ke N ) 6 6 ] 6 b ) b 6 6
Mean 4.1 3.3 4,21 0.0 88 26 0.8 1020 92 62
S.D. +0.2 +0.1 +0.90 +0.1 +1 £5 +0.4 +119 +3 +28
100 me/ke N 6 ) 6 6 6 ] ] ) ) 6
Mean 4.1 3.4 5.10 0.1 93 8 0.7 1122 100 43
S.D. +0.2 +0.2 +0.83 *0.1 =10 +3 +0.1 +105 +11 +11
500 me/ke N 6 6 ] 6 6 6 ) 6 ) 6
Mean 4.3 3.6 4.68 0.0 93 26 0.7 970 106% 84
S.D. +0.2 +0.2 +0.46 +0.0 +12 +2 +0.2 +86 +12 +38
Female Control N 6 6 b 6 6 6 b b 6 6
Mean 4.1 3.5 5.47 0.1 95 24 0.8 854 97 95
S.D. +0.2 +0.1 +1.02 +0.1 +17 +3 +0.1 + 143 *i4 68
20 mg/kg N 6 ] 6 b 6 6 6 b ) 6
Mean 4.3 3.6 4,90 0.0 87 22 0.7 638 92 79
S.D. +0.1 0.1 +1.02 +0.0 +5 +3 +0.2 11l +8 +46
100 mg/kg N 6 6 6 6 6 ] 6 6 ) b
Mean 4.4 3.7 5.16 0.0 92 26 0.7 930 96 15
S.D. +0.3 +0.2 +0. 87 +0.0 +5 +5 +0.1 +193 £10 =17
500 mg/ke N 6 6 b b 6 6 6 6 6 6
Mean 4.4 3.7 4,97 0.0 85 22 0.7 822 108 73
S.D. +0.1 +0.1 +0.73 *0.0 +7 +4 +0.2 + 204 +15 +44

¥: P<0.05 (significantly different from control).
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Table 10 - continued Biochemical findings in juvenile rats treated orally with benzene 1,3, 5-triol for 18 days
Grgup Phospholipids  Glucose BUN Creatinine P Ca Na K Cl
Sex an
dose (mg/dL) (ug/dL) (mg/dL) (mg/dL) (mg/dL) {mg/dL) {mEa/L) (mEq/L) (mEa/L)
Male Control N 6 6 6 6 6 5 b ) 6
Mean 197 150 14.0 0.3 9.9 10.9 145.9 4,38 106. 9
S.D. +13 +3 +2.1 +0.0 +0.6 +0.2 *1.2 +0. 34 1.5
20 mg/kg N 6 6 6 6 6 § 6 6 b
Mean 198 164 14.0 0.3 10.1 10.8 145, 4,55 106.0
S.D. +10 +10 +1.3 +0.1 +0.4 0.5 +1.4 +0.38 +1.2
100 mg/ke N 6 6 ] 6 ) 6 6 6 6
Mean 207 157 14.1 0.3 10.1 16.4 144.9 4. 65 106. 2
S.D. +19 +12 +1.9 +0.0 +0.5 +0.3 +0.6 +0. 36 +1.4
500 me/kg N 6 6 6 6 6 ) ) b 6
Mean 202+ 159% 12. 8 0.3 9.6 1.0 144,17 4,56 105. 8
S.D. +13 +9 +1.8 +0.0 +0.5 +0.4 +1.3 +0.44 +1.0
Female Control N ) 6 6 6 6 6 b ] ]
Mean 206 158 13.8 0.3 10.4 11.1 144.6 4.7 105.9
S.D. +27 +7 +1.8 +0.0 +0.7 +0.3 +1.4 +0.49 +1.2
20 mg/ke N 6 6 6 6 6 § 6 6 6
Mcan 195 159 13.9 0.3 9.8 11.0 144. 1 4.46 106.5
S.D. +19 +7 +1.2 +0.1 +0.7 +0.3 +0.8 =0.20 +1.2
100 mg/ke N b ) b 6 6 8 6 6 6
Mean 198 153 15.0 0.3 10.3 1.0 144.8 4.63 106.6
S.D. +7 +14 +2.4 +0.9 +0.5 +0.3 +1.1 +0.53 +1.6
500 mg/kg N 6 6 6 6 6 8 6 6 ]
Mean 214 160 12.6 0.3 9.9 10.9 144.6 4.51 106. 6
S.D. +20 +11 +1.17 +0.1 +0.9 +0.3 +1.2 +0.38 +1.6

#: P<0.05 (significantly different from control),
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Table 11 Biochemical findings in juvenile rats treated orally with benzene 1, 3,5-triol for (8 days followed by 63-day withdrawal period
g Grgup T.Protein Albumin  A/G ratio T.Bilirubin GOT GPT v -GTP ALP T.Cholesterol Triglycerides
ex an
dose (g/dL) {g/dL) (mg/dL) (1U/L) (10/1) (1u/1) (/L) (mg/dL) (mg/dL)
Male Contro} N 6 6 6 6 6 6 6 6 6 6
Mean 5.4 3.7 1.24 0.0 85 22 0.2 232 59 53
S.D. +0.2 +0.1 +0.38 £0.8 +15 +5 +0.2 +41 +8 +123
20 mg/ke N b b 6 6 6 6 6 b 0 6
Mean 5.4 3.1 2.31 0.6 99 25 0.1 246 62 61
S.D. +0.2 £0.1 +0.23 +0.0 +£20 * 11! +0.1 +52 +3 +15
100 mg/kg N 6 6 6 b ) 0 6 6 6 6
Mean 5.4 3.8 2.38 0.0 82 21 0.1 241 63 72
S.D. +(.2 +0.2 +0.21 +0.0 +16 +72 +0.2 +29 +6 +20
500 mg/kg N ) 6 6 6 b b ) 0 6 i
Mean 5.5 3.8 2.38 0.0 79 22 0.1 278 60 84
S.D. +0.2 +0.2 +0.31 +0.0 +14 +2 +0.1 +178 +18 +47
Female Control N ] b 6 6 6 6 6 6 6 6
Mean 6.1 4.6 3.10 0.0 69 17 0.3 136 90 31
S.D. 0.4 +0.3 +0.55 £0.1 +14 +2 +0.2 +3l +14 +1
20 mg/ke N 6 6 6 6 ] 6 6 6 6 6
Mean 6.1 4.5 2.88 0.1 11 17 0.6 155 T0% 16%
S.D. +0.6 +0.6 +(.49 +0.8 il +3 +0.4 +30 +5 +7
100 mg/kg N b 6 ] 6 6 6 6 6 6 6
Mean 6.1 4.5 2.76 0.0 70 19 0.9% 154 69% 21
S.D. +0.4 +0.3 +0.24 +0.1 +10 +5 +0.4 +47 +14 +14
500 mg/kg N 6 6 6 6 6 6 6 6 6 6
Mean 5.9 4.4 3.00 0.1 15 16 0.4 153 66%% 24
S.D. +0.2 £0.2 +{(.46 +0.1 +9 +1 +0.3 +43 £12 +6

£ P<O.05, #%: P<O. DI

(significantly different from control).
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Table 11 - continued Biochemical [indings in juvenile rats treated orally with benzene |, 3,5-triol for 18 days followed by 63-day withdrawal period
S Grﬁup Phospholipids  Glucose BUN Creatinine [P {a Na K Cl
ex an
dose (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEa/L) {(nEq/L)
Male Control N 6 6 6 6 6 6 b ) 6
Mean 109 114 13.9 0.4 6.9 9.9 144.5 4,28 105.9
S.D. +13 +11 +1.5 +0.0 +0.3 +§.3 +0.9 +0.33 1.7
20 mg/kg N 6 6 6 6 6 6 ] b 6
Mean 109 107 14.2 0.4 7.1 10. 0 145.1 4, 37 106.2
S.D. +12 +10 +1.7 +0.0 +0.7 0.1 +0.7 +0.22 +0.6
100 me/kg N 6 6 6 6 6 & ] 6 6
Mean 112 116 15.4 0.4 7.4 10.1 144.5 4,32 105. 0
S.D. +9 +13 +1.9 +0.0 0.6 +0.3 +0.5 +0.17 +1.2
500 meg/kg N 6 6 6 ) 6 6 ] 6 b
Mean 114 (11 16.1 0.4 7.3 10.0 144. 6 4.32 105.0
S.D. +117 +10 +1.0 +0.1 0.7 +0.2 +0.9 +0.18 +1.7
Female Control N 6 6 6 6 6 § ] 6 6
Mean 169 115 16.7 0.4 7.1 10.5 143.8 4,41 106.8
S.D. +26 +11 +1.6 +0. 1 +0.6 +4.4 +0.6 +0.37 +1.3
20 mg/kg N 6 ] ) 6 6 6 6 6 6
Mean 136 112 16.0 0.4 1.5 10.3 144.0 4,35 105. 9
S.D. +14 +16 +1.2 *0.! 0.7 +0.4 +0.8 +0.33 +0.9
100 mg/kg N 6 6 6 6 6 6 6 6 6
Mean 139 107 17.3 0.5 1.7 19.4 144. 1 4.90 106. 1
S.D. +32 +18 +1.3 +0.1 +0.9 +0.3 +0.9 +0.59 +1.4
500 mg/kg N 6 ] 6 6 6 6 6 b 6
Mean 132% 108 16.7 0.5 1.3 16.3 144.2 4. 34 106. 1
S.D. +18 14 +1.7 +0.1 +0.6 +0.3 +1.0 +0.28 +1.6

¥: PC0.05 (significantly different from control).



Necropsy findings in juvenile rats treated orally with benzene 1,3,5-triol for 18 days

Study No. 40007

Table 12
\ Sex Male Female
\\ Group and dose 20 mg/kg 100 mg/kg 500 mg/kg  Control 20 mg/kg 100 mg/kg 500 me/ke
\
Organs and findings \ Number of animals b b 6 b ] 6 6
NR NR NR NR NR NR NR

All organs and tissues

NR, no remarkable change.
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Table 13 Necropsy findings in juvenile rats treated orally with benzene {,3,5-triol for 18 days followed by 63-day withdrawal period
\ Sex Male Female
Group and dose Control 20 mg/kg 100 mg/kg 500 mg/kg  Control 20 mg/keg 100 mg/kg 500 mg/kg
Organs and findings Number of animais 6 6 b ) 6 6 6 )

Urinary system
Kidney

Macule, light gray 0 0 0 0 0 0 0 ]
Dilatation,pelvic cavity l 0 U 0 0 0 0 1
Material,pelvic cavity,gritty 0 0 0 0 0 0 0 !
Genital system
Uterus NA NA NA NA
Cyst 0 0 ) {

No appreciable changes in all other organs and tlssues
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Organ weights in juvenile rats ireated orally with benzene 1,3,5-triol for 18 days

Table 14
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£: P<0.05, #+: PC0.01 (significantly different from control).
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Organ weights in juvenile rats treated orally with benzene 1,3,5-1riol for 18 days

Table 14 - continued
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£: P<0.05 (significantly different from control).
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Table 14 ~ continued

Organ weights in juvenile rats freated orally with benzene 1,3,5-triel for 18 days

Study No. 40007

Group Kidneys Adrenals Epididymides Testes
Sex 3nd
ose
) (g/100gB.¥.) (mg) (mg/100gB. W.) (mg) (mg/100gB. W.) (mg) (mg/100gB.W.)
Male Control N 6 6 6 6 6 6 6 )
Mean 0.69 1.06 16.6 25.4 52.1 80. 2 305.1 470.6
S.D. +£0.05 +0.05 +2.1 +1.8 *4.5 +7.3 +14.7 +36.9
20 mg/kg N 6 6 6 6 6 6 6 6
Mean 0.70 1.12 16.0 25.3 55.5 87.9 318. 4 503.2
S.D. +0.06 +0.04 +1.1 1.0 +7.2 +7.5 +39.8 +123.1
100 mg/kg N 6 6 6 6 6 6 6 6
Mean 0.66 1.06 14. 8 23.9 54.2 86.5 295.2 472.3
S.D. +0.10 +0.06 +1.0 +2.3 +11.7 +14.2 +42.9 +31.5
500 mg/kg N 6 B 6 6 i b 6 ]
Mean 0.67 1.09 13. 1% 21, 0%% 53.9 86. 1 294. 4 471.2
S.D. +0.06 +0.09 +2.0 +2.0 +9.0 +8.4 +44.3 +37.6
Female Conirol N 6 ) 6 6
Mean 0.70 1.12 17.3 27.6
S.D. +90.08 +0.05 +1.6 +2.4
20 mg/kg N 6 6 6 6
Mecan 0.70 i 10 15.1 23. 6%
S.D. +0.04 +0.05 +2.6 +2.3
100 mg/kg N 6 6 6 b
Mean 0.71 1.11 14.2 22. 4%
S.D. +0.09 +0.08 +2.8 +2.17
500 mg/kg N 6 6 b 6
Mean 0.69 1. 15 14, 0% 23. 2%
S.D. +(.05 +0.09 +1.5 +2.5

$: P<0.05, #%: PC0.01 (significantly different from control).
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Table 14 - continued

Organ weights in juvenile rats treated orally with benzene 1,3,5-triol for 18 days

Study Ne. 40007

Group Ovaries Uterus
Sex and
dose
(mg) (mg/100gB. ¥.) (mg) (mg/100gB.¥.)
Male Control N
Mean
S.D.
20 mg/kg N
Mean
S.D.
100 mg/kg N
Mean
S.D.
500 mg/kg N
Mean
S.D.
Female Conirol N 6 6 ) 6
Mean 16.8 26.8 33.5 53.6
S.D. *1.8 +2.8 +2.0 +5.4
20 me/kg N ] 6 6 6
Mean 18.8 29.6 36.3 57.1
S.D. +1.8 £3.3 +4.1 +6.9
100 mg/kg N 6 6 6 6
Mean 20. 14 31.9 33.9 53.0
S.D. +92.4 +4.1 +2.1 +2.0
500 me/ke N 6 6 b 6
Mean 18.1 30.0 37.3 1. 8%
S.D. +2.1 +3.8 +3.3 +4.1

£: P<0.05 (significantly differenl from control).
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Organ weights in juvenile rats treated orally with benzene {,3,5-1riol for 18 days followed by 63-day withdrawal period

Table 15
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Not significantly different from control,
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Organ weights in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Table 15 - continued

Spleen

Liver
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Lungs
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Table 15 - continued

Organ weights in juvenile rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Study No.40007

Group Epididymides Testes
Sex gnd
ose
(g) (g/100gB.¥.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB. %.)
Male Control N 6 6 6 b 6 6 6 6
Mean 3.18 0. 66 71.3 14.7 1244.5 256. 9 3412.5 703.8
S.D. +0.24 +0.05 +9.6 +1.9 +83.1 +13.3 +2170. 2 +32.3
20 mg/ke N 6 6 6 6 B 6 6 6
Mean 3.04 0. 64 67.3 14.2 1215.5 257. 4 3482.0 736.9
S.D. +0.13 +0. 04 +8.4 +1.0 +72.9 +16.3 +266.8 +48.8
100 meg/kg N b 6 i 6 b 6 6 6
Mean 3.11 0. 65 63.7 13.4 1221.17 259.2 3431.7 724.2
S.D. +0.34 +0.05 +8.3 +1.7 +26.4 +17.1 +133.3 +47.8
500 mg/ke N 6 6 6 6 ] 6 6 6
Mean 3.05 0.66 63.2 13.6 1227.4 264.6 3526. 1 761.0
S.D. +0.12 +0.04 +7.2 +1.2 +33.5 +20.5 +159.6 +75.3
Female Control N 6 ] ] 6
Mean 1.89 0.67 75.6 26.7
S.D. +0.19 +0.08 +13.3 3.9
20 mg/kg N 6 6 6 6
Mean 1.90 0.70 72.9 26. 6
S.D. +0.20 +0.06 +11.0 +2.7
100 mg/kg N 6 6 6 6
Mean 1.85 0.71 68.6 26. 1
S.D. +0.17 +0. 06 +13.4 +3.3
500 mg/kg N 6 6 6 6
Mean 1.95 0.72 71.8 26.5
S.D. +0.20 +0.08 +10.3 +4,6

Not significantly different from

control
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Table 15 - continued Organ weights in juvenile rats ireated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period
Group Ovaries Uterus
Sex and
dose
(mg) (mg/100gB.¥.) (mg) (mg/100gB.¥.)
Male Control N
Mean
S.D.
20 mg/ke N
Mean
S.D.
100 mg/kg N
Mean
S.D.
500 mg/ke N
Mean
S.D.
Female Conirol N 6 b 6 6
Mean 77.0 27.4 513.5 181.0
S.D. +3.5 +2.9 +162.5 +49.9
20 mg/ke N 6 ] 6 b
Mean 88.9 32.5 539.8 197.9
S.D. +10. 6 +3.5 +74.9 +29.3
100 mg/kg N 6 6 6 6
Mean 18.7 30.1 506.0 195.0
S5.D. +17.9 +6.5 +110.0 +45.4
500 mg/ke N 6 b 6 b
Mean 85.5 31.3 580.9 215.2
S.D. +8.0 +1.9 +97.7 +49.¢

Noi significantly different from control.



§g

Study No.40007

Table 16 Histopathological findings in juvenile rats treated orally with benzene 1,3,5-triol for I8 days
Sex Male
Group and dose Control 20 mg/ke
Number of animals 6 0
Organs and findings
- -+ ++ +++ Total - = ++ +++ Toial
Endocrine system
Thyroid _ ® 0
Hypertrophy, follicular cell 0 0 ¢ 0 0 0
Adrenal , _ (6) (6)
Degeneration, zona reticulosa, vacuolar 6 0 0 0 0 0 6 0 0 0 0 0
Deposit,pigment, zona reticulosa, brown 6 0 0 0 0 0 1 4 l 0 0 S%x

#: P<0.01 (significantly different from control).
Grade sign: -, none; t+-, slight; +, mild; ++, moderate; +++, marked.

There was no remarkable change in the liver, lung, ihymus, spleen, heart, kidney, lestis, epididymis, pituitary and brain in the control group.

Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 16 - continued Histopathological findings in juvenile rais treated orally with benzene 1,

3,5-triol for 18 days

Study No. 40007

Sex

Group and dose

. Number of animals
Organs and findings

Male

100 mg/ke

500 mg/ke

6

b

-t H 1t Total -+t 4t 4t Total
Endocrine sysienm
Thyroid {6) (6)
Hypertrophy, follicular cell 6 0 t 0 0 0 2 0 0 4%
Adrenal (6) (6)
Degeneration, zona reticulosa, vactuolar 4 2 0 0 0 2 0 0 0 0 O*
Deposit, pigment, zona reticulosa, brown 0 i 6 0 0 6%% 0 4 ? 0 0 R

¥: PC0.05, #%; P<0.01 (significantly different from conirel).
Grade sign: -, none; +-, slight; +, mild; ++, moderate; +++, marked.

There was no remarkable change in the liver, lung, thymus, spleen, heart, kidney, testis, epididymis, pituitary and brain in the 500 mg/kg group.

Figures in parentheses are number of animals with tissues examined hisiopathologically.
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Table 16 - continued Histopathological findings in juvenile rats treated crally with benzene 1,3,5-triol for 18 days

Study No. 40007

Sex Female
Group and dose Conirol 20 mg/kg
Number of animals 6 6

Organs and findings

- 4=+t Total -+t H 4 Total
Endocrine system
Thyroid . (6) (0)
Hypertrophy, follicular cell ] 0 0 0 0 0
Adrenal (6) (6
Degeneration, zona reticulosa, vacuolar 6 0 0 0 0 0 6 0 0 0 0 0
Deposii, pigment, zona reticulosa, brown 5 1 0 0 0 1 1 5 0 0 0 5%

x; P<0.05 (significantly different from control).
Grade sign: -, none; +-, slight; +, mild; +t, moderate; ++f, marked

There was no remarkable change in the liver, lung, thymus, spleen, heart, kidney, ovary, uterus, piteitary and brain in the conirol group.

Figures in parentheses are number of animals with tissues examined histopathologically.
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Tablie 16 - continued Histopathological findings in juvenile rats treated orally with benzene 1,3,3-triol for 18 days
Sex Female
Group and dose 100 mg/ke 500 mg/ke
Number of animals 6 6

Organs and findings

- -t o+ttt Toual -t f 4+t Total
Endocrine system
Thyroid ‘ (6) (6)
Hypertrophy, follicular cell | 0 0 0 0 | 0 5 0 H¥x
Adrenal (6) (6)
Degeneration, zona reticulosa, vacuolar 5 | 0 0 0 1 0 2 4 0 0 iE1]
Deposit, pigment, zona reticulosa, brown 0 0 6 0 0 LT 0 5 ] 0 0 R 2]

sx: PC0.01 (significantly different from conirol).
Grade sign: -, none; +-, slight; +, mild; 11, moderate: +++, marked.

There was no remarkable change in the liver, lung, thymus, spleen, heart, kidney, ovary, uterus, pituitary and brain in the 500 mg/kg group

Figures in parentheses are number of animals with tissues examined histopathologically
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Table 17 Histopathological findings in juvenile rats treated orally with benzen 1,3, 5-iriol for 18 days followed by 63-day withdrawal period
\ Sex Male
Group and dose Control 20 mg/ke
‘ Number of animals b b
Organs and findings
- -t t+ +tt Total - + t + +++ Total
Respiratory system
Lung (6) 40))
Hemorrhage, focal 6 0 0 0 0 0
Mineralization,artery 5 0 | 0 0 1
Urinary system
Kidney o (6) 0
Tubule, basophilic 6 ] 0 0 0 0
Droplet, tubular cell,hyaline 6 0 0 0 0 0
Cast,proteinaceous 6 0 0 0 0 0
Dilatation,pelvic cavity 5 0 1 0 0 !
Cellular infiltration, lymphocyte 6 0 0 0 0 0
Genital system
Uterus NA NA
Cyst
Endocrine system
Adrenal (6) (6)
Deposit, pigment, zona reticulosa, brown 4 2 0 0 0 2 2 4 0 0 0 4

Not significantly different from control.

Grade sign: -, none: +-, slight; +, mild; ++, moderate; +++, marked

NA: not applicable.

There was no remarkahle change in the liver, thymus, spleen, heart, testis

Figures in parentheses are number of animals with tissues examined histopathalogically.

epididymis, pituitary, thyroid and brain in the control group.



09

Table 17 - continued

Study No. 40007

Histopathological findings in juvenile rais treated orally with benzen 1,3,5-triol for 18 days followed by 63-day withdrawal period

Sex Male
Group and dose 100 me/ke 500 mg/kg
Number of animals 6 6
Organs and findings
-4 ++ +++ Total - - 4 t+ +++ Total
Respiratory sysiem
Lung o (6)
Hemorrhage, focal 5 0 1 0 0 1
Mineralization,ariery 6 0 0 0 0 0
Urinary system
Kidney o Gy (6)
Tubule, basophilic . 6 0 0 0 0 0
Droplet, tubular cell, hyaline 5 0 ] 0 0 |
Cast,proteinaceous 6 0 0 0 0 0
Dilatation,pelvic cavity 6 0 0 0 0 0
Cellular infiliration, lymphocyie 6 0 0 0 0 0
Genital system
Uterus NA NA
Cyst
Endocrine system
Adrenal _ (6) (6)
Deposit, pigment, zona reticulosa, brown 3 3 i 0 6% 2 4 0 0 0 4

% P<0.05 (significantly different from control).
Grade sign: -, none; +-, slight; +, mild; ++, moderate; +++, marked.

NA: not applicable.

There was no remarkable change in the liver, thymus, spleen, hearti, iestis, epididymis, pituitary, thyroid and brain in the 500 mg/kg group, and

in the thyroid in the 100 mg/kg group.

Figures in parentheses are number of animals with tissues examined hisiopathologically.
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Table 17 - coniinued Histopathological findings in juvenile rats treated orally with benzen 1,3,5-iriol for 18 days followed by 63-day wilhdrawal period
Sex Female
Group and dose Control 20 mg/ke
Number of animals 0 6
Organs and findings
\ < b=+ 4ttt Total t= +  + ttt Total
Respiratory system
Lung (6) ()
Hemorrhage, focal 6 0 0 0 0 0
Mineralization,ariery 6 0 0 0 0 0
Urinary system
Kidney _ (6) ()
Tubule, basophilic 6 0 0 0 0 0
Droplet, tubular cell, hyaline 6 0 0 0 0 0
Cast,proteinaceous 6 0 0 0 0 0
Dilatation,pelvic cavily 6 0 0 0 0 0
Cellular infiltration, lymphocyte 6 0 0 0 0 0
Genital system
Uterus 6) ()]
Cyst 6 0 0 0 0 0
Endocrine sysiem
Adrenal . (6) (6)
Deposit, pigment, zona reticulosa, brown 6 0 0 0 0 0 3 0 0 0 3

Not significantly different from control.
Grade sign: -, none; t+-, slight: +, mild; ++, moderate; +++ marked

There was no remarkable change in the liver, thymus, spleen, heari, ovary, pituitary, thyroid and brain in ithe control group.

Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 17 - conlinued

Study No. 40007

Histopathological findings in juvenile rats treated orally with benzen 1,3,5-1riol for 18 days followed by 63-day withdrawal period

Sex
Group and dose

_ \\ Number of animals
Organs and findings \

Female

100 mg/ke

500 mg/kg

6

b

- 4 4+ +++ Total - - 1 t+ +++ Total
Respiratory system
Lung )] (6)
Hemorrhage, {ocal 6 0 0 0 0 (
Mineralization,artery 6 0 0 0 0 0
Urinary system
Kidney _ ® (6)
Tubule, basophilic , > 0 1 0 0 |
Dropled, tubular cell, hyaline 6 0 0 0 0 0
Cast,proteinaceous 5 0 l 0 0 1
Ditatation,pelvic cavity 6 0 0 0 0 0
Cellular infiltration, lymphocyte 5 ] 1 0 0 l
Genital system
Uterus {© (6)
Cyst 5 0 1 0 0 1
Endocrine sysiem
Adrenal {5) (6)
Deposit, pigment, zona reticulosa, brown 5 { i 5%% 3 3 0 0 0 3

;. P0.01 (significantly different from control).
Grade sign: -, none; +-, slight: +, mild; +f, moderate; +++, marked

There was no remarkable change i1n the liver, thymus, spleen, heart, ovary, pituitary, thyroid and brain in the 500 mg/kg group, and

in the thyroid in the 100 mg/kg group

Figures in parentheses are number of animals with tissues examined histepathologically.
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Appendix 1

Study No.40007

Individual clinical signs in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Group
and
dose
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Clinical sign: -,

No abnormality.



Individual clinical signs in juvenile male rats
followed by 63-day withdrawal period

Appendix 1 - continued

treated orally with benzene 1,3,5-triol for 18 days

Study No. 40007

Group Animal

Days

and
dose No.
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' Study No. 40007
Appendix 1 - continued Individual clinical signs in juvenile male rats ireated orally with benzene 1,3,5-tricl for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 19 20 21 22 23 24 25 26 27 28 29 30 KH 32 33 34 35 36 31

Control 801
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20 mg/kg 813
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Clinical sign: -, No abnormality.



) ) _ ) Study No. 40007
Appendix | - continued Individual clinical signs in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37

500 mg/kg 837
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839
840
841
842
843
844
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Clinical sign: -, No abnormaiity.



o o ) o ‘ ) _ Study No. 40007
Appendix | - continued Individual clinical signs in juvenile male rats f{reated orally with benzene I,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 38 39 40 4] 42 43 44 45 46 47 48 49 50 51 52 53 54 55 56

Control 801
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Clinical sign: -, No abnormality.




Study No. 40007
Appendix 1 - continued Individual clinical signs in juvenile male ratls treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 38 39 40 41 42 43 44 45 46 417 48 49 50 51 57 53 54 55 56

500 mg/ke 337
838
839
840

oo

=

2Rl
[ N N
| S N R |
[ T T A R |
[ A
| R T N |
[ N |
| I R I A |
| R T I I B |
[ I I A
| I N R |
[
| R N
[
| I R I I A |
| I T I I |
[ T T R |
| N R |
[
[ T

Clinical sign: -, No abnormality.



Study No. 40007
Appendix 1 - continued Individual clinical signs in juvenile male rats freated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 12 13 14 7

Control 801
802
803
804
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809
810
811
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Clinical sign: -, No abnormality.



o o ) o _ ) Study No. 40007
Appendix 1 - continued Individual clinical signs in juvenile male rafs (reated orally with benzene 1,3,5-triol for I8 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 57 58 59 60 b1 62 63 64 5 66 67 68 69 70 71 12 13 14 75

500 mg/kg 8317
838
839
840
841
842
843 =
844
845
846
847 - -
848 - -

Clinical sign: -, No abnormality.
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_ Study No. 40007
Appendix 1 - continued Individual clinical signs in juvenile male rats treated orally with benzene 1,3,5-iriol for 18 days
followed by 63-day withdrawal period

Grgup Animal Days
an
dose No. 16 11 18 79 80 81

Control 801
802
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Clinical sign: -, No abnormality.
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Appendix | - continued Individual clinical signs in juvenile male rats treated orally with benzene |, 3,5-{riol for L8 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 16 11 18 79 80 3!

500 mg/kg 837
838
839
840
841
842
843
844
845
846
847
848
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Clinical sign: -, No abnormality.
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Appendix 2 Individual clinical signs in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Group Animal Days
and
dose No.

Control 851
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Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with benzene 1,3,5-triol for 8 davs
followed by 63-day wilhdrawal period

Group Animal Days
and
dose No.

500 me/ke 887

.._
oo
[
=y
<
=
-3
oo
[¥=
—
=
—
—
—
[ o]
CAD
—
.
cn
—
<
—
-3
—
oo

L AN S N R R N O R A R
[N Y N N S N O O A R |
[ Y T R Y N AN N N R T |
| T N AR T Y N R R N I |
| T T O S N I |
| N T A TR N S IO R A R |
[ U I R I A A A A |
| N Y N A T N T R A A |
| T S T N K AR H N A |
| N T N AR N T IO I Y R
| IR R O R EY N A R A |
| T N I Y N A N NN B O |
I T T Y Y A I NN N A |
| SN N N R (Y TR N N I R B
| Y T A T R N R R A A
[ N A |
[ N R A N T A A ]

(==
w
[ L)
| N T S N Y A A N A

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

d
Sgse No. 19 20 21 22 23 24 25 26 21 28 29 30 31 32 33 34 35 36 31

Control 851
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856

[= ]

Sl

(=]
| A T T A
[ TR T A B
| O T |
S |
[ A |
| S A B A |
| TR S A A |
| AN T T S |
[ S R R |
| TR R R A |
| I T S T B |
| T D R R |
| T R I A |
[ R T T B |
[ Y R R |
| O N T A |
| T R N S |
A R N I |
| I T S )

20 mg/kg 863

oo
=
[ N T T R A |
| T T I B |
[ B N ]
[ N R N |
[ I O N B |
[ R R I B |
[ I N I N )
| N T R N B |
[ I S B |
L I N T B B |
| A B R
[
[ I N A |
| I R R S| 1
| T S T B |
[ R I R S |
| I R R B
| T T B |
[ N N )

100 mg/kg 875

o0

o0

[
[ T R S A |
| T T T A
| I T T I B |
| IR A A T A |
[ R A
L T S T B |
{ AR S R I S|
| IR T SR T T |
| IR T R R B |
| I T B T T
| T T N B |
| S T I B |
| S T T S |
[ R T S A |
[ N |
[ S S I B |
| T I I B |
| N T S I A |
[ N I R

886

Clinical sign: -, No abnormality.
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Appendix 2 - coniinued Individual clinical signs in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 19 20 21 22 23 24 25 26 217 28 29 30 31 32 33 34 35 36 37

500 mg/kg 8817
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Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with benzene 1,3,5-iriol for I8 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 38 39 40 41 47 43 44 45 46 47 48 49 50 51 52 53 54 59 56

Control 851
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Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 38 39 40 41 42 43 44 45 46 47 48 49 50 51 52 53 54 55 56

500 mg/ke 887
888
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890
891
892
893
894
895
896
897
898

Clinical sign: -, No abnormality.
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Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 57 58 59 60 61 62 63 64 65 66 67 68 69 70 11 72 13 74 15

Control 851
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Appendix 2 - continued Individual clinical signs in juvenile female rats ftreated orally with benzenc 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Days

and
dose No. 51 58 59 60 61 62 63 64 65 66 67 68 69 70 1 12 13 T4 75

500 mg/kg 887
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| T
[ |
[ R

o0
(1=
(=
LI O R B |
[ J S T S B

Clinical sign: -, No abnormality.
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Study No. 40007
Appendix 2 - continued Individual clinical signs in juvenile female rats treaied orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal peried

Group Animal Days
and
dose No. 76 11 78 79 80 81

Control 851

[ O
| I T I N |
[ N N |
| I T A I A
I T T R |
| T N N A |

20 mg/kg 863

o0

=
[ A
[ A |
| R |
{ I R B I A |
| I R T |
[ N |

100 me/kg 875

| Y N T O |
L I R T I |
| O T N A |
| T N

oo

oo

Sy
| I T R
[ T I A |

886

Clinical sign: -, No abnormality.
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Study No. 40007
Appendix 2 - continued Individual clinical signs in juvenile female rats treated orally with benzene [,3,5-iriol for I8 days
followed by 63-day withdrawal period

Group Animal Days
and
dose No. 76 77 78 79 80 81

500 mg/kg 887
888
889
890
891
892
893
894
895
896
897
898

[ N A
[
tr
[
| T T I R |
| T I R B |

Clinical sign: -, No abnormality.
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39

Individual body weights in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period
36

29 32

25

Body weight (g) on day
18

15

11

Animal
No.
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Study No. 40007

Appendix 3 - continued Individual body weights in juvenile male rats treated orally with benzene 1,3,5-t{riol for 18 days followed by 63-day withdrawal period
Grgup Animal Body weight (g) on day
an
dose No. ] 4 8 11 15 18 22 25 29 32 36 39
500 mg/kg 837 12.4 18.4 30.6 39.6 50.6 59.7
838 10. 5 14.6 24.1 31. 4 40.2 48.2
839 11.9 18.7 29.1 38. 6 51.9 60.8
840 12.6 19.4 30.3 40. 2 51.3 61.9
841 11.8 18.3 28.9 36. 0 46.0 55.3
842 1.1 18.5 30.2 40.1 51.8 61.0
843 11.9 17.7 28.1 37,1 45.9 95.5 72.3 95.1 127.1 157.9 192. 4 225.2
844 11.3 17.6 28.0 35.4 44.0 al.5 69.8 88.0 119. 1 147.9 189.0 218.7
845 11.8 19.5 30.6 40. 2 54.2 63.3 79.5 85.8 126. 4 155.7 195.5 223.9
846 1.2 17.8 30.1 41.7 54.3 64.9 85.6 108. 6 143. 6 177.2 222.2 204.3
847 1.5 18.6 28.4 37.5 49.9 59. 1 T4. 4 93.7 128.5 156. 1 196. 6 221.6
848 11.8 19.0 27.8 36. 0 46. 3 55.9 72.1 88.4 120. 6 149.1 188.7 213.8
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Study Neo. 40007

Appendix 3 - continued Individua! body weights in juvenile male rais treated orally with benzene 1,3,5-1riol for 18 days followed by 63-day withdrawal period
Grgup Animal Body weight(g) on day
an
dose No. 43 46 50 53 57 60 64 67 71 14 78 81
Control 801
802
803
804
08
807 293.5 322.4 365.0 3580. 9 423.6 436. 4 463. 3 475.4 499.2 517.0 529.1 547.6
808 290. 8 316.5 358.2 388.2 417.4 440.9 469. 2 480.9 506. 1 517.0 537. 4 550.4
809 296.7 326.7 307.9 389.4 416. 8 429.0 455. 7 469.5 482.9 499.9 507.6 516.2
810 271. 17 299. 6 328.2 352.5 381.6 397. 4 421.4 432.0 444.2 457.3 468. 4 476. 4
811 278.1 306.8 343.5 370.1 405.4 423.8 457.3 472.3 490, 1 500.3 512.4 519.7
812 292.0 324.3 358.3 386.7 419.1 426.3 465. 4 474.0 495,72 012.4 524.7 545.9
20 mg/kg 813
814
815
816
b
|
819 268.2 293.9 330.8 3572 387.0 406. 3 433.0 444.0 466. 3 482.9 494 4 505.6
820 260. 5 287.0 316.7 339.8 365.0 375.4 397.9 410.2 428.8 434.7 441.9 455.0
821 284.1 314.5 351.8 379.9 414.2 424.7 454.8 471.8 489.1 4991 512.0 526.0
822 314.1 347.5 388. 4 417.0 457.9 475.4 507.9 516.5 544.5 547.0 557.9 588.7
823 281. 6 306.2 346.5 377.1 404.1 420.2 447 4 460.3 478.3 498. 8 508. 6 526.9
824 265.3 293.6 323.4 355.2 384.4 400. 4 4241 440.0 454.1 467. 4 482.9 492, 1
100 mg/kg 825
826
821
828
i
831 293.0 322.2 361.3 386.0 42117 441.8 467.2 481.5 504.9 521.0 533. 1 548.1
832 284.3 314.3 304.0 380.5 413.8 425.2 456.0 470.0 492.2 505.9 515.0 533.4
833 281.3 307.9 342.17 374.2 407.3 424.6 447.7 463.6 479.0 495.1 508. 1 518. 1
834 278.5 303.6 337.4 3684.5 388.3 405.1 428. 6 443.5 457.2 471.2 487.9 500. 4
835 291.8 320.2 303. 4 382.8 412. 4 421.2 453.9 461.0 485.0 497. 8 511.6 521.4
836 254.9 277.3 319 334.5 360.17 380.1 407.6 416.4 434.0 440.9 454,17 469.3
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Study No. 40007

Appendix 3 - continued Individual body weights in juvenile male rats ireated orally with benzene 1,3,5-1riol for 18 days followed by 63-day withdrawal period
Grgup Animal Body weight (g) on day
an
dose No. 43 46 50 53 57 60 64 67 71 14 78 81
500 mg/kg 337
838
839
840
841
842
343 202,17 291.4 333.6 359.5 390. 6 409. 6 431.9 446. 17 471.7 486. 8 504.3 524.5
844 255.2 283.8 315.7 340. 2 373.7 386.9 416. 2 432.1 455.5 4617. 4 485.2 499 4
845 261.4 290. 1 329. 2 359. 6 398.3 420.0 445.0 460.7 477. 8 487.5 508. 5 519,72
846 292.72 326.5 362.1 396. 5 430.7 455.7 487.3 501.1 522.7 545.2 549.9 560.5
847 255.72 275.5 303.9 323.5 349.3 363.0 378.8 393.9 407.1 419.8 431.9 444, 0

848 250. 4 273.8 309. 2 332.2 364. 1 3112 395. 6 409.5 427.3 435.6 460. 8 474.9




Study No. 40087
39

Individua! body weights in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days [ollowed by 63-day withdrawal period
36

22 25 29 32
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No.
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Appendix 4 - continued Individual body weights in juvenile female rals treated orally with benzene 1,3,5-1riol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight (g) on day
an
dose No. 1 4 8 11 15 18 22 25 29 32 36 39
500 mg/kg 887 11.9 19.1 30.6 40.2 50.1 58.17
888 10. 3 15.0 24.3 32.3 41.2 50.1
889 1.0 1.1 28.1 36.5 49.7 59.4
890 11.0 17.4 27.1 36.3 45.7 56.5
891 10.6 15.7 28.6 35.8 45.4 53.4
892 11.4 18.1 31.3 39.9 50.0 59.9
893 1.7 18.4 28. 7 37.3 46.2 56.3 13.7 03.6 122.4 142.2 162. 8 182.1
894 12.2 19.8 31.0 40. 6 50.5 61.6 80.5 101.0 130.3 151.2 173.7 186.0
895 1.3 18.0 29.1 38.0 50.0 60, 8 75.9 96.4 126.0 148.5 176.6 187.2
896 12.0 18.8 31.3 42,0 51.4 62.0 81.6 104.2 135.4 157.5 185.4 194. 6
897 10.5 16. | 26.2 35.3 46. 6 55. 17 13.4 88.17 114.6 136. 6 157.6 169.2
898 1.1 17.6 28. 1 37.0 45.7 56. 8 75.9 97.17 129.5 153.9 178.2 201. 9
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Study No. 40007

Appendix 4 - continued Individual body weights in juveniie {emale rais ireated orally with benzene 1,3,5-1riol for 18 days
followed by 63-day withdrawal period
Grgup Animal Body weight(g) on day
an
dose No. 43 46 50 53 57 60 64 67 71 74 78 81
Control 851
852
853
854
855
856
857 201.6 210.5 223.17 725.0 236.9 249.8 253.7 257.9 205.4 266. 6 273. 1 271.8
858 207.1 216.8 230. 2 2371.0 249. 4 261.7 272.2 281.3 288.8 292.0 302.1 303.3
859 227.9 239.2 265. 8 768, 3 281.8 288. 1 296.7 300.5 310.4 320.5 330.5 338.6
860 217.5 238.1 262.4 263.7 281.1 284.7 296. 8 306.2 316.9 326.9 333.5 331.12
861 204. 1 213.9 232.1 243.6 255.9 263.8 274.6 284.9 285. 6 292.0 301.2 302.3
862 188.8 202.1 218. 1 230.6 242.4 250.8 207.6 267.6 271.6 277.2 279.9 188. 2
20 mg/kg 863
864
865
366
568
869 213.3 214.6 227.3 245.2 259.3 262.7 273.3 276. 6 288. 6 286. 7 292.0 307.8
870 212.8 226.17 240.9 238.0 256. 7 269.7 276.5 284.8 295.5 299. 8 301.8 303.0
871 205.5 217.8 228. 4 238.5 243.6 249.8 256. 2 254.17 260.0 267.8 272.3 282.9
872 221.3 231.4 249.2 266.7 285.6 288. 8 300. 1 297.3 310.3 313.4 37,7 326.2
873 184.6 195.9 209. 2 217.3 232. 4 240. 8 249.6 257.6 267.4 265. 2 209.5 2711
874 190. 5 200. 9 214. 9 217.3 225.72 231.0 242. 17 252.4 254.3 258. 6 265. 0 268.2
100 mg/kg 875
876
877
8178
£0
881 166. 3 177.1 193.3 165.7 215.2 223.3 236.4 240.5 256. 7 258. 6 272.5 272.2
882 219.0 234.1 247.8 260.8 271.6 272.6 287.9 286. 2 291.4 302.4 305. 4 312.5
883 229.5 237.1 259.8 267.2 279.17 291.2 304. 2 302. 9 321.9 321.5 328. 6 331.5
884 168. 2 118. 1 190. 2 194.7 202. 4 206. 3 217.2 217.0 229.9 236. 2 239.5 244.5
885 181.9 194. 1 207.6 216.3 228.9 235.6 246. 7 247.3 290. 2 264.2 266. 8 272.1
886 180.1 189. 4 199.4 213.2 225.0 234.5 243.0 249.1 256. 5 257.0 262.1 276.2
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Appendix 4 - continued

Individual body weighis in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days

followed by 63-day withdrawal period

Study No. 40007

Grgup Animal Body weight (2) on day
an
dose No. 43 46 50 53 57 60 64 67 1 74 18 81
500 mg/kg 887
888
889
890
891
892
893 198.3 215.2 235.0 243. 17 260.0 267.1 281.3 296. 2 309.5 3171 324.9 323.8
894 205. 6 227.1 236.5 261.4 254. 0 251.9 263.8 280.5 289.0 296.5 303.0 302.9
895 201.8 213.9 225.2 237.6 248.6 257.4 263.7 268. 0 275.1 280.3 277. 4 290.8
896 211.1 222.9 232.6 238.9 242.3 256. 6 267. 2 262.9 274, 6 288. % 284.72 288. 7
897 184.6 197.2 214.7 224.4 232.1 241.0 242, 4 240. 4 241.4 257.8 260.7 269.6
898 214.3 223.9 237.0 249. 4 256.7 259.5 269.3 269.9 277.8 277.6 281.2 294.9




Study No. 40007
57

Individual food consumption in juvenile male rais ireated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period
53

Food consumption(g) on day
39 43 46 50

36

32

29

Animal
No.

Appendix 5
Group

and

dose

ot ed ket et it —— ol — ——t —— ottt — —— ottt et —

20 mg/ke
100 mg/kg
500 mg/kg

Control

29
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Appendix 5 - continued

Individual food consumption in juvenile male rals treated orally wilh benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Study No. 40007

Grgup Animal Food consumption(g) on day

an

dose No. 60 64 67 11 14 78 81

Control 807 32.1 31.0 3.2 30.9 33.1 30.6 34.2
308 33.6 35.0 32.3 32.1 32.1 32.7 33. 4
809 30.8 30.8 30.5 28.9 32.5 30.3 29. 1
810 29.9 29.0 28.6 27.8 28.6 28.8 29.0
811 34.2 34.4 34.6 34,3 3.5 33.3 31.3
812 27.8 33.7 30.2 30.3 35. 1 30.9 34. 4

20 mg/kg 819 31.4 30.0 28.1 28.4 30.4 32.4 27.6
820 29.0 28.2 29.8 31.0 30.5 28.4 29.7
821 28. 1 30.6 30.6 30.2 30.5 30.9 30.5
822 40. 3 36.3 34.5 38.17 35.0 30. 4 39.1
823 3.8 30.3 33.2 30.5 34.0 34.1 32.9
824 30. 8 31.5 30.9 29.8 31.8 28.9 29.5

100 mg/ke 831 34.1 34,2 31.2 33.0 3.3 32.4 33.9
832 33.8 34.6 31.4 34.3 34.7 33.9 33.9
833 30.9 30.0 28.6 30.0 3.7 28.0 28.17
834 32.3 30.2 30.3 29.1 31.0 3.1 31.1
835 29.5 32.0 28.5 31.7 33.5 28.0 34.5
836 29.9 32.9 27.2 26.4 29.9 28.5 29.3

500 mg/kg 843 30.7 31.0 29.3 31.8 32.2 34.7 34.1
844 28.1 33.2 33.5 32.6 34. 1 36.1 33.2
845 34.0 35.2 32.2 29.1 33.4 30.2 32.9
846 35.4 33.9 32.3 34.1 38.0 31.3 34. 8
847 28.8 28.3 28.1 1.7 29.0 26. 1 28.9
848 29.0 3.1 23.9 21.5 29. 2 32.5 34.0




Study No. 40007

Individual food consumption in juvenile [emale rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Appendix 6

Food consumption(g) on day

36

Animal

Group
and

57

53

20

46

43

39

32

29

No.

dose
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— et — — ——

Control

20 mg/kg

100 mg/kg

31
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500 mg/kg




Study No. 40007

Individual food consumption in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days

followed by 63-day withdrawal period

Appendix 6 - continued

Food consumption(g) on day

Animal

Group
and

8

14

(8!

67

64

60

No.

dose

Control

20 mg/kg

100 mg/kg

Ry

500 ng/ke




Appendix 7

followed by 63-day withdrawal period

Individual postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days

Study No.40007

Group and dose Control
Male
Animal No. 801 802 803 804 805 806
Pinna detachment ( 4 days) /1 1/1 1/1 1/1 1/1 1/1
Piliation (8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 1/1
(11 days) - - - - - -
(12 days) - - - - _ _
Eyelid separation (15 days) /1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - -
(43 days) - - - - - -
(44 days) - - - - - -
(45 days) - - - - - -
(46 days) - - - - - -
© (47 days) - - - - - -
Female
Animal No. 851 852 853 854 855 856
Pinna detachment ( 4 days) 1/1 /1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 0/1 1/1 1/1 0/1 0/1
(11 days) - 1/1 - - 1/1 1/1
(12 days) ~ - - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) - - - - - -




Appendix 7 — continued

Individual postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days

followed by 63-day withdrawal period

Study No 40007

Group and dose

Male
Animal No.

Pinna detachment
Piliation
Incisor eruption

Eyelid separation
Gait
Descensus testis

( 4 days)
( 8 days)
(10 days)
(11 days)
(12 days)
(15 days)
(15 days)
(21 days)

Cleavage of the balanopreputial gland

123

Female
Animal No.

Pinna detachment
Piliation
Incisor eruption

Eyelid separation
Gait
Vaginal opening

(42 days)
(43 days)
(44 days)
(45 days)
(46 days)
(47 days)

( 4 days)
( 8 days)
(10 days)
(11 days)
(12 days)
(15 days)
(15 days)
(42 days)

Control
807 808 809 810 811 812
t/1 1/1 1/1 1/1 1/1 1/1
1/1 1/1 1/1 1/1 1/1 1/1
1/1 1/1 /1 0/1 1/1 0/1
- - - 1/1 - 0/1
- - - - - 1/1
/1 1/1 /1 1/1 1/1 1/1
/1 /1 /1 1/1 1/1 1/1
1/1 1/1 /1 1/1 1/1 1/1
/1 1/1 /1 1/1 1/1 /1
857 858 859 860 861 862
1/1 /1 1/1 1/1 1/1 1/1
1/1 1/1 1/1 1/1 1/1 1/1
1/1 0/1 1/1 1/1 1/1 0/1
- 1/1 - - - 0/1
- - - - - 1/1
1/1 1/1 1/1 1/1 1/1 1/1
1/1 1/1 /1 1/1 1/1 1/1
1/1 1/1 1/1 1/1 1/1 1/1




Appendix 7 - continued

Individual postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
_followed by 63-day withdrawal period

20 mg/kg

Group and dose
Male
Animal No. 813 814 815 816 817 818
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 0/1 1/1 0/1 1/1 1/1 1/1
(11 days) 1/1 - 1/1 - - =
(12 days) - - - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 171
Cleavage of the balanopreputial gland
(42 days) - - - - - -
(43 days) - - - - - -
(44 days) - - - - - -
(45 days) - - - - - -
(46 days) - - - - - -
w (47 days) - - - - - -
v
Female
Animal No. 863 864 865 866 867 868
Pinna detachment (4 days) 1/1 /1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 0/1 1/1 0/1 1/1 1/1 1/1
(11 days) 1/1 - 1/1 - - -
(12 days) - - - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 /1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) - - - - - -

Study No.40007



Appendix 7 — continued

followed by 63—day withdrawal period

Individual postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days

Study No.40067

Group and dose

Male
Animal No.

Pinna detachment
Piliation
Incisor eruption

Evelid separation
Gait
Descensus testis

( 4 days)
( 8 days)
(10 days)
(11 days)
(12 days)
(15 days)
(15 days)
(21 days)

Cleavage of the balanopreputial gland

9¢

Female
Anima! No.

Pinna detachment
Piliation
Incisor eruption

Eyelid separation
Gait
Vaginal opening

(42 days)
(43 days)
(44 days)
(45 days)
(46 days)
(47 days)

{ 4 days)
( 8 days)
(10 days)
(11 days)
(12 days)
(15 days)
(15 days)
(42 days)

869

1/1
1/1
1/1

1/1
1/1
1/1

820

i/1

870

1/1
1/1
0/1
0/1
1/1
1/1
1/1
1/1

821

1
1/1
/1

1/1
1/1
1/1

0/1
1/1

871

1/1
1/1
1/1

1/1
1/1
1/1

872

1/1
1/1
0/1
1/1

1/1
1/1
/1

873

1/1
1/1
1/1

1/1
1/1
1/1

874

1/1
1/1
1/1

1/1
1/1
1/1




Appendix 7 - continued

followed by 63-day withdrawal period

Individual postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days

Study No.40007

Group and dose 100 mg/ke
Male
Animal No. 825 826 827 828 829 830
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 /1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 1/1 1/1 1/1 1/1 1/1
(11 days) - - - - - -
(12 days) - - - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) - - - - - -
(43 days) - - - - - -
(44 days) - - - - - -
(45 days) - - - - - -
(46 days) - - - - - -
w (47 days) - - - - - -
Q
Female
Animal No. 875 876 877 878 879 880
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 0/1 0/1 0/1 0/1 0/1
(11 days) - 171 1/1 1/1 1/1 /1
(12 days) - - - - ~ -
Evelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) - - - - - -




Appendix 7 - continued

followed by 63—day withdrawal period

Individual postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days

Study No.40007

Group and dose 100 mg/kg
Male
Animal No. 831 832 833 834 835 836
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 0/1 1/1 1/1 0/1 1/1 0/1
(11 days) 0/1 - - 1/1 - 1/1
(12 days) 1/1 - -~ - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) 1/1 0/1 1/1 1/1 1/1 0/1
(43 days) - 1/1 - - - 1/1
(44 days) - - - - - -
(45 days) - - - - - -
(46 days) - - - - - -
w (47 days) - - - - - -
&
Female
Animal No. 881 882 883 884 885 886
Pinna detachment ( 4 days) /1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 0/1 1/1 0/1 /1 /1
(11 days) - 1/1 - 1/1 - -
(12 days) - - - - - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) 1/1 1/1 1/1 1/1 1/1 1/1




Appendix 7 — continued

Group and dose

Individual postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63—day withdrawal period

Male
Animal No.

6¢

Pinna detachment
Piliation
Incisor eruption

Eyelid separation
Gait
Descensus testis

Study No.40007

Cleavage of the balanopreputial gland

Female
Animal No.

Pinna detachment
Piliation
Incisor eruption

Eyelid separation
Gait
Vaginal opening

500 mg/kg

837 838 839 840 841 842
( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 8 days) /1 1/1 1/1 1/1 /1 1/1
(10 days) 1/1 0/1 0/1 1/1 0/1 1/1
(11 days) - 0/1 1/1 - /1 -
(12 days) - 1/1 - - - -
(15 days) 1/1 1/1 1/1 1/1 1/1 1/1
(15 days) 1/1 1/1 1/1 1/1 1/1 1/1
(21 days) 1/1 1/1 1/1 1/1 1/1 1/1
(42 days) - - - - - -
(43 days) - - - - - -
(44 days) - - - - - ~
(45 days) - - - - - -
{46 days) - - - - - -
(47 days) - - - - - -

887 888 889 890 891 892
{ 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
(10 days) 1/1 1/1 1/1 1/1 0/1 0/1
(11 days) - - - - 0/1 1/1
(12 days) - - - - 1/1 -
(15 days) 1/1 1/1 1/1 1/1 1/1 1/1
(15 days) 1/1 1/1 1/1 1/1 1/1 1/1
(42 days) - - - - -~ -



Appendix 7 - continued

followed by 63—day withdrawal period

Individual postnatal differentiation in juvenile rats treated orally with benzene 1,3,5-triol for 18 days

Study No.40007

Group and dose 500 mg/kg
Male
Animal No. 843 844 845 846 847 848
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 /1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 171 0/1 0/1 1/1 0/1
(11 days) - - 1/1 0/1 - 1/1
(12 days) - - - 1/1 - -
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) 1/1 /1 1/1 1/1 1/1 1/1
Descensus testis (21 days) 1/1 1/1 1/1 1/1 1/1 1/1
Cleavage of the balanopreputial gland
(42 days) 0/1 0/1 1/1 1/1 1/1 1/1
(43 days) 0/1 1/1 - - - -
(44 days) G/1 - - - - -
(45 days) 0/1 - - - - -
(46 days) C/1 - - - - -
2 (47 days) 1/1 - - - - -
Female
Animal No. 893 894 895 896 897 898
Pinna detachment ( 4 days) 1/1 1/1 1/1 1/1 1/1 1/1
Piliation ( 8 days) 1/1 1/1 1/1 1/1 1/1 1/1
Incisor eruption (10 days) 1/1 0/1 1/1 1/1 1/1 1/1
(11 days) - 1/1 - - - -
(12 days) - - _ _ B N
Eyelid separation (15 days) 1/1 1/1 1/1 1/1 1/1 1/1
Gait (15 days) /1 /1 1/1 1/1 1/1 1/1
Vaginal opening (42 days) 1/1 1/1 1/1 1/1 1/1 1/1
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Study No.40007

Appendix 8  Individual function test in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
_ followed by 83-day withdrawal period

Group and dose Control
Male
Animal No. 801 802 803 804 805 806
Righting reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
(6 days) - - - - - -
Ipsilateral flexor reflex (5 days) 1/1 /1 1/1 1/1 1/1 1/
Visual placing (16 days) /1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) - - - - - -
Preyer’s reflex 20000 Hz(60 dB) (28 days) - - - - -
Female
Animal No. 851 852 853 854 855 856
Righting reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - = ~ - - -
( 7 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 /1 1/1 /1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) - - - - - -

Preyer’s reflex 20000 Hz(60 dB) (28 days) - - - - - -




Study No.40007

Appendix 8 - continued  Individual function test in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group and dose Control
Male
Animal No. 807 808 809 810 811 812
Righting reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) ~ - - - - -
Ipsilateral flexor reflex ( 5 days) i/1 /1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 /1
Preyer’s reflex 20000 Hz(60 dB) (28 days) /1 1/1 1/1 1/1 1/1 1/1
Female
Animal No. 857 858 859 860 861 862
Righting reflex (5 days) 1/1 0/1 1/1 1/1 1/1 1/1
( 6 days) - 0/1 ~ - -
( 7 days) - 1/1 - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 /1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) /1 1/1 1/1 1/1 1/1 1/1

Preyer’s reflex 20000 {z(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
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Appendix 8 — continued  Individual function test in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group and dose 20 mg/kg
Male
Animal No. 813 814 815 816 817 818
Righting reflex ( 5 days) 1/1 1/1 1/1 /1 1/1 /1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 /1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 /1
Preyer’s reflex 500 Hz(60 dB) (28 days) - - - - - -
Preyer’s reflex 20000 Hz(60 dB) (28 days) - - - - - -
Female
Animal No. 863 864 865 866 867 868
Righting reflex ( 5 days) 1/1 0/1 /1 0/1 1/1 1/1
( 6 days) - 0/1 - 1/1 - -
( 7 days) - 1/1 - - - -
Ipsilateral flexor reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) - - - - - -

Preyer’s reflex 20000 Hz(60 dB) (28 days) - - - - - -
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Appendix 8 = continued  Individual function test in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
__ followed by 63~-day withdrawal period

Group and dose 20 mg/kg
Male
Animal No. 819 820 821 822 823 824
Righting reflex (5 days) 1/1 0/1 1/1 1/1 1/1 1/1
( 6 days) - 171 - - - -
Ipsilateral flexor reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 20000 Hz(60 dR) (28 days) /1 1/1 1/1 1/1 /1 1/1
Fermale
Animal No. 869 870 871 872 873 874
Righting reflex (5 days) 1/1 1/1 1/1 0/1 1/1 1/1
(6 days) - - - 1/1 - -
(7 days) - - - - - -
Ipsilateral flexor reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) 1/1 1/1 1/1 /1 1/1 1/1

Preyer’s reflex 20000 Hz(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
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Appendix 8 — continued  Individual function test in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group and dose 100 mg/kg
Male
Animal No. 825 826 827 828 829 830
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Prever’s reflex 500 Hz(60 dB) (28 days) - - - - - -
Preyer’s reflex 20000 Hz(60 dB) (28 days) - - - - - -
Female
Animal No. 875 876 877 878 879 880
Righting reflex { 5 days) 1/1 1/1 1/1 1/1 1/1 0/1
( 6 days) - - - - - 1/1
( 7 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Prever's reflex 500 Hz(60 dB) (28 days) - - - - - -

Prevyer’s reflex 20000 Hz(60 dB) (28 days) - -
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Appendix 8 — continued

Group and dose

Male
Animal No.

Righting reflex

Ipsilateral flexor reflex

Visual placing

Preyer’s reflex 500 Hz(60 dB)
Preyer’s reflex 20000 Hz(60 dB)

Female
Animal No.

Righting reflex

Ipsilateral flexor reflex

Visual placing

Preyer’s reflex 500 1Hz(60 dB)
Preyer’s reflex 20000 Hz(60 dB)

(5 days)
( 6 days)
(5 days)
(16 days)
(28 days)
(28 days)

( 5 days)
( 6 days)
( 7 days)
(5 days)
(16 days)
(28 days)
(28 days)

831
1/1
1/1
1/1
1/1
1/1

881
1/1
1/1
1/1

1/1
1/1

832
1/1
1/1
1/1

1/1
1/1

individual function test in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63 -day withdrawal period

100 mg/kg
833 834
1/1 1/1
1/1 1/1
1/1 1/1
1/1 1/1
1/1 1/1
883 884
1/1 0/1

- 1/1
1/1 1/1
1/1 1/1
1/1 1/1
1/1 /1

835
1/1
/1
1/1
/1
1/1

885
1/1
1/1
1/1

1/1
1/1

836
1/1

1/1
1/1
1/1
/1

886
/1
1/1
1/1

1/1
/1

Study No.40007
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Appendix 8 - continued Individual function test in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group and dose 500 mg/kg
Male
Animal No. 837 838 839 840 841 842
Righting reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 /1
( 6 days) - - - - - -
Ipsilateral flexor reflex ( 5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer's reflex 500 Hz(60 dB) (28 days) - - - ~ - -
Preyer’s reflex 20000 Hz(60 dB) (28 days) - - - - - -
Female
Animal No. 887 888 889 890 891 892
Righting reflex ( 5 days) 1/1 1/1 0/1 1/1 1/1 1/1
( 6 days) - - 1/1 - - -
(7 days) - - - - - -
Ipsilateral flexor reflex (5 days) 1/1 1/1 1/1 1/1 1/1 /1
Visual placing (16 days) 1/1 1/1 i/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) - - - - - -

Preyer’s reflex 20000 Hz(60 dB) (28 days) - - - - : -
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Appendix 8 - continued  Individual function test in juvenile rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63~day withdrawal period

Group and dose 500 mg/kg
Male
Animal No. 843 844 845 846 847 848
Righting reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
Ipsilateral flexor reflex (5 days) 1/1 /1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 20000 Hz(60 dB) (28 days) /1 1/1 1/1 1/1 1/1 1/1
Female
Animal No. 893 894 895 896 897 898
Righting reflex ( 5 days) /1 1/1 1/1 1/1 1/1 1/1
( 6 days) - - - - - -
( 7 days) - - - - - -
Ipsilateral flexor reflex (5 days) 1/1 1/1 1/1 1/1 1/1 1/1
Visual placing (16 days) 1/1 1/1 1/1 1/1 1/1 1/1
Preyer’s reflex 500 Hz(60 dB) (28 days) 1/1 1/1 1/1 1/1 1/1 1/1

Preyer’s reflex 20000 Hz(60 dB) (28 days) 1/1 l;’l 1/1 1/1 1/1 1/1
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Individual estrous cycle in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Appendix 9

Estrous cycle(day)

Count of estrus ¥

Age (day)
56 57 58 59 60 61 62 63 64 65 66 67 68 69 70 71 72 73 74 75 76 77 78 79 80 81 82 83 &4

Animal
No

Group and dose
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8

E : Estrus, M : Metestrus, D : Diestrus, P : Proestrus.

a) Values are count of estrus and estrous cycle on day 56-84 of withdrawal.
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Appendix 10 Individeal urinary findings in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Grgup Animal Urine volume Osmotic pressure Specific gravity

an

dose No. {(mL/24hr) (0sm/kg)

Control 807 21.9 1.030 1.032
808 15.4 1. 541 1.048
809 17.0 1.623 1. 050
810 25.5 1.079 1.032
811 15.8 1. 446 1. 044
812 26.3 1.018 1.031

20 mg/kg 819 13.5 1. 721 1.056
820 33.3 0.796 1.025
821 16.6 1.198 1.038
822 48.8 0.515 1.015
823 23.9 1.091 1.035
324 15.2 1.595 1. 050

100 mg/kg 831 29.9 0.973 1. 031
832 21.8 1. 256 1.039
833 15.2 1. 741 1. 056
834 15.2 1. 531 1. 047
833 26.1 1. 088 1.033
836 15.7 1,373 1. 043

500 mg/kg 843 20.4 1. 166 1. 038
844 23.3 1.049 1.033
845 26.8 1.063 1.035
346 19.8 1. 296 |. 043
847 16.8 1.269 [.039
848 23.4 0. 966 1. 031
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Appendix 10 - continued Individual urinary findings in juvenile male rats (reated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Color pH Protein Glucose Ketone body Bilirubin Occuit blood Urobilinogen

and
dose No. (mg/dL)

Control 807 <1
<l
<l

e o
| O S R R
[ S T
I S N
| T T T B |
A\
—

8
20 mg/kg g
8

U
Eorob o
L R T N |
| Y I I |
[ I T R '
(e @i,

H

100 mg/kg 831

-+ -+
—+ A = =

[ A |
| I T N B B
[ I )
| I A N |

SO OD OO D oo OO

500 mg/kg 843
844
845
846
847
848

O N
| T T I B |
| T N I |

[ A |

e e e e e e el T e e e e
INNNNSNN | NN | ANAANANA | AN

OO0 OO0 OO0
It o bt

HH -

Abbreviation: PY, pale yellow; Y, yellow.
Grade sign: -, none; =+, trace; +, mild; ++, moderate; +++, marked; ++t+, very marked.
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Appendix 10 - continued

Individual urinary findings in juvenile male rats treated orally with benzene 1,3, 5-triol for 18 days

followed by 63-day withdrawal period

Study No. 40007

Group Animal

and
dose

No.

Urinary sediment

Epithelial cells

Erythrocytes

Leukocytes

Casts

Crystals

Control

[ I S A R

| T R S |

| I I R B |

| T Y R

[ L

20 mg/ke

| I A A |

100 mg/ke

[ I R |

[ T T A |

500 mg/kg

843
844
845
846
847
848

| T A |

Grade signs are as follows
Epithelial cells:

Erythrocytes
Leukocyies

Casts
Crystals

fleld; i, coun@lesé

0/field; +++, countless
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Appendix 11 Individual urinary findings in juvenile female rats treated orally with benzene 1,3,5-triol {or 18 days followed by 63-day withdrawal period

Grgup Animal Urine volume Osmotic pressure Specific gravity

an

dose No. (nl./24hr) (0sn/kg)

Control 857 8.8 1.505 1. 046
858 21.0 0.949 1.028
859 14.2 0.964 1.028
860 10. 2 0.960 1.031
861 8.2 1.435 1.043
862 1.1 1.342 1. 041

20 mg/kg 869 9.8 1.620 1. 048
870 11.3 1. 241 1. 040
871 5.7 1. 737 1.056
872 9.0 1.825 1.056
873 9.0 1. 440 1.043
874 12.0 1.279 1.039

100 mg/kg 881 4.8 2.163 1.070
882 4.7 2.633 1. 08?2
883 7.8 2.004 1.064
884 4.4 2.073 1. 066
885 3.2 2. 447 1.074
886 9.0 1. 820 1.058

500 mg/ke 893 9.6 2. 026 1.062
894 9.0 1.132 1.034
895 6.1 1.500 1. 045
896 10.3 0.853 1.027
897 7.4 1.938 1. 060
848 0.2 1.503 1.046
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Appendix 11 - continued Individual urinary findings in juvenile female rats treated orally with benzene 1,3,5-1riel for 18 days
followed by 63-day withdrawal period

Group Animal Color pH Protein Glucose  Ketone body Bilirubin Occult blood Urobilinogen

and
dose No. (mg/dL)

Control 857
858
859
860
861
862

20 mg/kg 869
870
871
872
873
374

100 mg/ke 881
882
883
884
885
886

500 mg/kg 893
894
895
896
897
898

Abbreviation: Y, vellow.
Grade sign: -, none; =+, trace; f, mild; t+, moderale; t++, marked; +i++, very marked
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Appendix 11 - continued

Individual urinary f{indings in juvenile femalc rats treated orally with benzene

followed by 63-day withdrawal period

1,3,5-triol for 18 days

Study No. 40007

Group Animal

and
dose

No.

Urinary sediment

Epithelial cells

Erythrocytes

Leukocytes

Casts

Crystals

Control

| I I R N S|

[ IR R R N A

[ I N S A

[ I T N

20 mg/kg

[N T N S I |

[N TR T R |

| A |

| I T S A |

100 mg/kg

LA R N TS O |

500 mg/kg

893
894
895
896
897
398

| I T

| I T |
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Grade signs are as follows,
Epithelial cells:

Erythrocyies
Leukocytes
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Crystals
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Appendix 12 Individual hematological findings in juvenile male rats treated orally with benzene I,3,5-triol for 18 days
Grgup Animal Leukocytes Erythrocytes Hemoglobin Hematoerit MCV MCH MCHC Platelets
an
dose No. 1oz /ul)y 02 /pnl) (g/dL) €3] (fL) (pg) ) (0% /)
Control 801 89 506 10.0 36.8 73 19.8 27.2 101.3
802 126 447 8.2 30.1 67 18.3 27.2 95.0
803 67 481 9.6 33.8 70 20.0 28.4 97.0
804 56 497 9.9 35.1 71 19.9 28.2 112.5
805 51 494 9.5 33.5 68 19.2 28.4 82.17
806 81 480 9.1 33.2 69 19.0 27.4 93.4
20 mg/ke 813 71 521 9.8 35.6 68 18.8 27.5 102.0
814 53 45( 9.2 32.6 72 20.4 28.2 84.4
815 61 466 8.5 31.0 67 18.2 27.4 89.9
816 108 470 9.6 33.5 71 20.4 28.17 106. 2
817 81 448 9.0 32.6 73 20.1 27.6 97.0
818 118 473 9.5 33.9 72 20. 1 28.0 102.1
100 mg/kg 825 65 512 9.1 32.9 64 17.8 27.1 99.5
826 69 480 9.4 34.2 71 19.6 27.5 101.3
821 63 482 9.6 34.8 12 19.9 27.6 102. 8
828 83 489 10.0 35.5 73 20. 4 28.2 103.3
829 101 464 9.5 34.5 74 20.5 21.5 91.7
830 84 489 9.7 34.9 71 19,8 27.8 96.5
500 mg/kg 837 98 455 8.7 31.3 69 19.1 27.8 124. 6
838 85 433 7.2 27.0 62 16.6 26. 17 123.9
839 110 493 9.7 34.6 70 19.7 28.0 112.0
840 91 454 9.2 33.0 73 20.3 27.9 121.8
841 58 440 9.1 31 72 20.7 28. 7 90. 5
842 195 464 8.7 32.0 69 18.8 21,2 103.6
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Individual hematological findings in juvenile male rats treated orally with benzene 1,3,5-1riol for 18 days

Appendix 12 - continued

Differential leukocyte count
Lymphocyte  Basophil Monocyte

Segmented neutrophil

S1ab neutrophil

Eosinophil

Animal
No

Group
and
dose

(*)

%)

(¥)

(%)

—t ettt e

801
802
803
804
805
806

Conirol

— ot et

et et et

20 me/kg

et ot et ek et

820
826
8§27
828
329
8§30

100 mg/kg

a7

500 mg/kg
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Appendix 13 Individual hematological findings in juvenile female rats treated orally with benzene I, 3,5-triol for 18 days
Grgup Animal Leukocyles Erythrocytes Hemoglobin Hematocrit MCV MCH MCHC Platelets
an
dose No. (102 /L)y (102 /pl) (g/dL) % (fL) (pe) % (104 /L)
Control 851 55 482 9.6 34.4 11 19.9 7.9 95.9
852 97 481 9.2 34.3 11 19.1 26.8 103.8
853 65 504 9.9 34.4 68 19.6 28.8 91.0
864 79 478 10.4 36. 8 1 21.8 28.3 114. 4
855 84 501 10.0 34.8 69 20.0 28.7 94.9
856 103 488 9,2 33.9 69 18.9 27. 1 104. 2
20 mg/kg 863 86 5317 9.5 34.8 65 17.17 27.3 100. 8
864 86 456 9.0 33.4 73 19.7 26.9 110. 6
865 70 485 9.7 34.4 1l 20.0 28.2 94.6
866 114 493 10.1 36.9 75 20.5 27.4 101.5
867 60 471 9.8 34.4 12 20.5 8.5 102.0
868 113 491 3.8 33.1 07 17.9 26.5 111.5
100 mg/kg 875 96 526 10.1 36.8 70 19.2 27.4 96. 2
876 110 479 9.8 36. 1 15 20.5 27.1 105.0
877 87 502 10.7 37.3 74 21.3 28.1 113.5
8178 85 - 471 9.8 35.1 14 20.5 27.9 104.5
879 9] 501 10.0 36.0 12 20.0 27.8 96. 1
880 163 501 9.2 34.5 69 18.4 26.7 107.3
500 mg/kg 887 101 462 5.5 33.5 13 20.6 28.4 116. 8
888 106 453 8.8 31.9 70 19.4 27.6 100. 3
889 80 447 9.0 31.8 71 20.1 28.3 113.4
890 83 448 9.5 32.8 73 21.2 28.0 101. 4
891 66 500 9.2 33.3 67 18.4 27.6 100. 4
892 163 461 9.4 34.4 75 20.4 27.3 126.7
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Appendix 13 ~ continued Individual hematological findings in juvenile female rats {reated orally with henzene 1,3,5-triol for 18 days

Group Animal Differential leukocyte count

and

dose No. Eosinophil Stab neutrophil Segmented neutrophil Lymphocyte  Basophil Monocyie

% % &) &) ®) %)

Control 851 1.0 0.0 9.0 87.0 0.0 3.0
852 0.0 0.0 11.0 39.0 0.0 0.0
853 0.0 0.0 12.0 88.0 0.0 0.0
854 0.0 0.0 9.0 91.0 0.0 0.0
855 0.0 0.0 10.0 89.0 0.0 1.0
856 0.0 0.0 13.0 87.0 0.0 0.0

20 mg/ke 863 0.0 0.0 6.0 94.0 0.0 0.0
864 0.0 0.0 7.0 91.0 0.0 2.0
865 0.0 0.0 16.0 82.0 0.0 2.0
866 0.0 0.0 8.0 91.0 0.0 1.0
867 0.0 0.0 13.0 87.0 0.0 0.0
868 1.0 0.0 14.9 83.0 0.0 2.0

100 mg/kg 875 0.0 0.0 7.0 90.0 0.0 3.0
876 0.0 1.0 9.0 89. 0 0.0 1.0
871 1.0 0.0 10.0 88.0 0.0 ]
878 0.0 0.0 7.0 93.0 0.0 0.0
379 0.0 1.0 10.0 87.0 0.0 2.0
880 0.0 0.0 10.0 87.0 0.0 3.0

500 mg/kg 887 0.0 0.0 13.0 85.0 0.0 2.0
888 0.0 0.0 7.0 52.0 0.0 1.0
889 1.0 0.0 5.0 92.0 0.0 2.9
890 0.0 0.0 11.0 88.0 0.0 1.0
891 1.0 0.0 10.0 89.0 0.0 0.9
892 0.0 0.0 7.0 93.0 0.0 0.0
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Appendix 14 Individual hematological findings in juvenile male rats treated orally with benzene 1,3,5-tricl for 18 days
followed by 63-day withdrawal period

Group Animal Leukocyies Erythrocyles Hemoglobin Hematocrit MCV MCH MCHC Platelets PT APTT

and

dose No. (0= /by o /ul) (g/dL) ®) (fL) (pg) $3) (104 /ul) (sec) (sec)

Control 807 99 875 15.0 48.5 55 17.1 3.9 94.5 17.7 31.2
808 84 825 15.1 46.5 56 18.3 32.5 94.2 12.1 24.4
809 80 815 14.5 45,6 56 17.8 3.8 80.9 12.0 23.1
810 71 877 14. 17 46.0 52 16.8 32.0 86.1 13.6 26.4
811 13 848 14.6 46.4 55 17.2 3.5 92.0 18.7 28.8
812 80 819 14.8 46.3 51 18.1 32.0 108. 2 13.2 24.17

20 mg/kg 819 70 879 15.0 46. 8 53 17.1 32.1 101.9 13.4 24.6
820 83 801 14.1 44.8 56 17.6 31.5 119.4 12.5 25.6
821 91 865 15.1 47.9 55 17.5 3.5 107.9 12. 8 24.0
822 90 807 14.3 45.8 57 17.7 31.2 79.2 12.7 25.2
823 89 797 14.5 45.3 57 18.2 32.8 97.5 12.9 24.8
824 72 807 13.9 43.9 54 17.2 30T 103.0 14.3 26.6

100 mg/kg 831 110 849 14.5 45.5 54 17.1 3.9 105.0 13.8 24.4
832 11 819 14.1 43.9 54 17.2 32.1 83.0 4.7 26.5
833 59 870 15.3 47.5 55 17.6 32.2 88.1 12.1 23.3
834 88 8§51 15.2 49.1 58 17.9 3.0 94.3 14.4 23.8
835 13 864 14. 8 46. 8 54 17.1 31.6 96.2 12.4 23.3
836 88 828 15.1 417.2 57 18.2 32.0 96. 3 13.8 19.3

500 mg/ke 843 78 853 14.7 46. 6 55 17.12 3.5 98. 8 13.0 25.9
844 76 885 14.6 47.2 53 16.5 30.9 103.7 14.6 23.1
845 72 831 14.1 44.3 53 17.0 3.8 79.0 15.5 22.2
846 104 862 15.1 46. 6 54 17.5 32.4 89.9 12,0 20.3
847 79 803 14.2 44.3 55 17.7 32.1 86. 1 14.4 25.5
848 65 796 14.2 44.1 50 17.8 32.2 106. 3 15.3 25.6
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Appendix 14 - continued Individual hematological findings in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Grgup Animal Differential leukocyte count

an

dose No. Eosinophil Stab neutrophil Segmented neulrophil Lymphocyle Basophil Monocyte

69 ) % ® ® %)

Control 807 0.0 0.0 7.0 9.0 0.0 2.0
808 4.0 0.0 17.0 79.0 0.0 0.0
809 2.0 0.0 9.0 88. 0 0.0 1.0
810 0.0 0.0 13.0 87.0 0.0 0.0
811 4.0 0.0 4.0 92.0 0.0 0.0
812 2.0 0.0 5.0 91.0 0.0 2.0

20 mg/ke 819 1.0 0.0 13.0 83.0 0.0 3.0
820 0.0 0.0 7.0 92.0 0.0 1.0
821 2.0 0.0 5.0 83.0 0.0 0.0
822 0.0 0.0 (9.0 80.0 0.0 1.0
823 1.0 0.0 28.0 68.0 0.0 3.0
824 2.0 0.0 24.0 74.0 0.0 0.0

100 mg/kg 831 2.0 0.0 15.0 83.0 0.0 0.0
832 3.0 0.0 18.0 17.0 0.0 2.0
833 0.0 0.0 12.0 85.0 0.0 3.0
834 0.0 0.0 11.0 88.0 0.0 1.0
835 0.0 0.0 16.0 84.0 0.0 0.0
836 1.0 0.0 10.0 89.0 0.0 0.0

500 me/kg 843 2.0 0.0 6.0 92.0 0.0 0.0
844 0.0 0.0 15.0 82.0 0.0 3.0
845 0.0 0.0 6.0 91.0 0.0 3.0
846 3.0 0.0 21.0 76.0 0.0 0.0
847 0.0 0.0 11.0 89.0 0.0 0.0
848 0.0 0.0 16.0 84.0 0.0 0.0
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Appendix 15 Individual hematological findings in juvenile female rats (reated orally with benzene 1,3,5-1ric! for 18 days
followed by 63-day withdrawal period

Grgup Animal Leukocytes Erythrocyles Hemoglobin Hematocrit MCV MCH MCHC Platelels PT APTT

an

dose No. (102 /L) (102 /ul) (g/dl) * (fL) (b &%) 10 /nl) (sec) (sec)

Control 857 65 751 13.5 41.5 55 18.0 32.5 109. 2 10. 4 21.2
858 52 779 13.9 42.9 56 17.8 32.4 80.5 10.8 18.6
859 56 791 14.0 44.6 56 17.1 31.4 87.4 10.8 16.3
860 82 807 14.3 44.9 56 17.7 31.8 89.6 1.2 17.3
861 52 707 13.5 41.6 29 19.1 32.5 §1.0 10.8 16.4
862 11 7412 13.2 41.0 55 17.8 32.2 106. 1 10.8 20.2

20 mg/ke 869 42 750 13.5 42.0 56 18.0 32.1 88. 4 10.6 14.9
870 90 824 14.5 45.4 5% 17.6 31.9 82.5 1.2 20.2
871 37 767 13.8 42.8 56 18.0 32.2 102.0 1.4 19.7
872 48 809 14.0 43.5 54 17.3 32.2 1121 11.3 20.8
873 58 768 13.8 43.1 56 18.0 32.0 82.5 1.0 17.9
874 38 839 14.6 45. 8 bh 17.4 3.9 43.4 1.4 18.17

100 mg/kg 331 57 720 13.5 41.17 b8 18.8 3.4 99.8 10.8 18.4
882 68 764 14.0 42.9 56 18.3 32.6 107.9 10. 9 20.5
883 60 841 14.5 45.6 54 117.2 31.8 104. 6 1.7 21.7
884 64 784 14. 4 45.1 58 18.4 3.9 96. 1 12.0 18.2
885 47 197 14.3 44.5 56 17.9 32.1 91,6 1.2 20.7
886 63 134 13.3 41.5 51 18.1 32.0 88.4 1,1 18.5

500 mg/kg 893 13 780 14.3 43.9 56 18.3 32.6 95.9 1.2 20.8
394 58 824 14,3 44.8 54 17.4 3L.9 (00,5 1.6 16.9
895 38 823 14.4 46.0 o6 17.9 31.3 87.0 [ 17.7
896 71 179 14.2 43.0 55 18.2 33.0 89,2 1.6 19.6
897 58 713 13.5 41.8 59 18.9 32.3 80,7 11.3 21.2
898 54 787 14. 4 45.7 58 18.3 31.5 8Z.2 1.0 17.9
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Appendix 15 - continued Individual hematological {indings in juvenile female rats treated orally with benzene 1,3, 5-triol for (8 days
followed by 63-day withdrawal period

Grgup Animal Differential leukocyie count

an

dose No. Eosinophil Stab neutirophil Segmented neutrophil Lymphocyte  Basophil Monocyte

) 9 ) 3] %) €3]

Conirel 857 1.0 0.0 5.9 92.0 0.0 2.0
858 1.0 0.0 4.0 95.0 0.0 0.0
859 2.0 0.0 7.0 89.0 0.0 2.0
860 1.0 0.0 12.0 85.0 0.0 2.0
861 0.0 0.0 11.0 89.0 0.0 0.0
862 0.0 0.0 5.0 94.0 0.0 1.0

20 me/kg 869 2.0 0.0 8.0 89.0 0.0 1.0
870 2.0 0.0 1.0 96.0 0.0 1.0
871 1.0 0.0 5.0 94.0 0.0 0.0
872 1.0 0.0 11.0 87.0 0.0 1.0
813 1.0 0.0 5.0 92.0 0.0 2.0
814 3.0 0.0 6.0 91.0 0.0 0.0

100 mg/kg 881 2.0 0.0 8.0 90. ( 0.0 0.0
882 1.0 0.0 6.0 93.0 0.0 0.0
883 0.0 0.0 6.0 94.0 0.0 0.0
884 0.0 0.0 16.0 84,0 0.0 0.0
385 1.0 0.0 9.0 80.0 0.0 0.0
886 2.0 0.0 8.0 89.0 0.0 1.0

500 me/kg 893 3.0 0.0 1.0 86.0 0.0 0.0
894 0.0 0.0 18.0 81.0 0.0 1.0
895 1.0 0.0 12.0 86.0 0.0 1.0
896 2.0 0.0 5.0 93.0 0.0 0.0
897 1.0 0.0 9.0 89.0 0.0 1.0
898 2.0 0.0 13.0 §3.0 0.0 2.0
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Appendix 16 Individual biochemical f[indings in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days

Group Animal T.Protein  Albumin  A/G ratio T.Bilirubin GOT GPT v -GTP ALP T.Cholesterol Triglycerides

and

dose No. (g/dL) (g/dL) (mg/dL) (/L) (1u/L) au/m) (1671 {ng/dL) (mg/dL)

Control 801 4.2 3.4 4.25 0.0 98 31 0.9 1216 04 33
802 4.1 3.3 4.13 0.1 36 21 0.4 1167 81 11
803 4.1 3.3 4,13 0.0 87 23 0.7 1201 94 73
804 4.1 3.4 4. 86 0.0 87 26 0.2 713 89 60
805 4.1 3.3 4.13 0.0 90 27 0.7 1157 106 45
806 4.4 3.6 4.50 0.0 98 25 1.0 1152 78 110

20 mg/ke 813 4.0 3.3 4. 71 0.1 86 24 1.2 1159 37 57
814 4.0 3.1 3.44 0.0 84 27 1.2 1147 95 417
815 4.4 3.5 3.89 0.0 79 19 0.6 1068 89 119
816 4.4 3.3 3.00 0.0 38 25 0.2 896 85 52
817 3.8 3.2 5.33 0.1 96 29 0.8 913 93 47
818 4.1 3.4 4. 86 0.0 47 33 0.7 438 492 56

100 mg/kg 825 4.0 3.4 5.67 0.0 89 31 0.9 1159 83 51
826 3.8 3.2 5.33 0.0 110 31 0.5 1137 9§ 32
827 4,3 3.7 6. 17 0.1 94 27 0.8 1031 97 49
828 4.3 3.6 5. 14 0.0 79 23 0.6 1035 108 51
829 4.1 3.3 4.13 0.1 92 28 0.8 1306 85 43
830 4.1 3.3 4.13 0.1 95 27 0.7 1062 15 64

500 mg/kg 837 4.4 3.7 5.29 0.0 103 27 0.9 1029 94 82
838 4.3 3.5 4.38 0.0 86 24 0.4 1000 1 157
839 4.3 3.5 4,38 0.0 81 25 0.5 827 107 81
840 4.3 3.6 5.14 0.0 85 28 0.8 1028 04 63
841 4.1 3.3 4.13 0.0 89 25 0.9 1023 125 50
842 4.6 3.8 4.75 0.1 112 29 0.8 812 103 68
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Appendix 17 Individual biochemical findings in juvenile female rats treated orally with benzene 1, 3,5-1riol for 18 days

Group Animal T.Protein  Albumin  A/G ratio T.Bilirubin GOT GPT 7 -GTP ALP T.Cholesterol Triglycerides

and

dose No. (g/dL) (g/dL) (mg/dL) (1U/L) (1u/L) (1u/1) (1u/D) (mg/dL) (mg/dL)

Contro! 8ol 4.1 3.4 4.86 0.0 103 21 0.7 990 110 59
852 4.1 3.5 5.83 0.1 103 24 0.8 763 104 33
853 4.0 3.5 7.00 0.1 92 24 0.9 671 88 40
854 4.4 3.7 5.29 0.1 92 21 1.0 834 89 88
855 4,1 3.5 5. 83 0.0 93 21 0.7 1053 18 142
856 4.5 3.6 4.00 0.0 84 20 0.9 813 112 209

20 mg/kg 863 4.3 3.4 3.78 0.0 34 11 1.0 898 91 35
864 4.2 3.6 6.00 0.1 95 23 0.6 1137 39 46
865 4.4 3.8 6.33 0.0 81 20 0.6 809 107 12
866 4.3 3.5 4,38 0.0 88 22 0.5 877 85 58
867 4.3 3.5 4,38 0.0 88 25 0.9 951 89 105
368 4.4 3.6 4,50 0.0 87 24 0.6 956 89 158

100 me/kg 875 4.1 3.4 4,25 0.0 90 29 0.6 1265 95 63
876 4.3 3.7 6.17 0.1 100 22 0.9 935 92 63
877 4.6 3.7 4. 11 0.0 90 19 0.7 111 103 49
878 4.7 3.9 4. 87 0.0 85 24 0.8 759 111 60
879 4.1 3.5 5,83 0.0 93 32 0.6 1022 90 90
880 4.1 4.0 5.71 0.0 96 217 0.8 828 84 123

500 mg/kg 887 4.3 3.6 5. 14 0.0 92 21 0.7 186 102 48
888 4.3 3.6 5. 14 0.0 88 23 0.4 867 105 31
889 4.5 3.8 5.43 0.0 71 16 0.6 558 138 45
890 4.4 3.7 5.29 0.0 85 25 0.6 144 107 55
891 4.5 3.5 3.50 0.0 89 19 1.0 1180 10! 136
892 4.4 3.1 5. 29 0.1 87 25 1.0 796 95 121
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Appendix 17 - continued Individual biochemical findings in juvenile female rats treated orally with benzene 1,3,5-triocl for 18 days
Grgup Animal Phospholipids Glucose BUN Creatinine P (Ca Na K Cl
an
dose No. (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
Control 851 2217 150 13.1 0.3 1.1 10.9 145.7 4.57 104.8
852 219 166 12.1 0.3 10.9 10.8 145.3 4.57 106. 2
853 180 153 13.17 0.3 9.1 10.8 144. 17 4.73 107.7
854 181 160 17.3 0.3 10.0 1.2 146. ] 4,26 106. 6
855 187 165 12.1 0.3 9.1 11.4 143.3 4. 47 105.8
856 244 155 13.8 0.3 1.1 11.2 142. 6 5.65 104.5
20 mg/kg 863 149 158 14.4 0.3 10.2 10.8 144.0 4.21 106.1
864 176 163 15.9 0.4 9.6 11.5 145.5 4.71 108.4
865 221 160 13.6 0.4 9.4 10.8 143.2 4,67 106. 2
866 [71 169 13.5 0.3 10.2 10.8 143.8 4.47 104.9
867 203 155 12.1 0.3 8.9 10.9 144.1 4.42 106.1
368 201 147 13.0 0.3 10.1 10.9 144.2 4,79 107.0
100 mg/kg 875 194 152 13.4 0.3 9.1 10.9 145. 4 4.07 106. 2
876 196 142 19.17 0.3 9.1 11.2 146.3 4. 41 108.5
817 206 178 14.6 0.3 10.3 11.0 143.6 9.99 108.7
818 206 146 15. 4 0.3 11.0 10. 8 144.3 4,59 105.0
879 199 160 13.8 0.3 10.4 11.4 143.1 4.80 105. 4
880 187 141 13.3 0.3 10.4 10.6 145.6 4. 31 105.9
500 mg/kg 887 215 166 12.0 0.3 9.6 10.8 145.9 4.45 107.5
888 202 148 10.5 0.3 10.4 10.5 145.1 4.25 109. 1
889 250 178 12.7 0.4 8.8 11.3 145.1 4.43 107.1
890 193 156 15.2 0.3 11.3 10.8 142.9 4,98 105.0
891 220 161 11.4 0.2 9.9 11.2 143.2 4,91 104.8
892 204 150 13.7 0.3 9.2 I1.0 145.4 4.01 106. 2
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Appendix 18 Individual biochemical findings in juvenile male rals ireated orally with benzene 1,3,5-triol for 18§ days followed by 63-day withdrawal period
Grgup Animal T.Protein Albumin A/G ratio T.Bilirubin GOT GPT 7 -GTP ALP T.Cholesterol Triglycerides
an
dose No. (g/dL) (g/dL) (mg/dL) (1U/1) (14/1) (/L) (1u/L) (mg/dL) (mg/dL)
Control 807 5.6 - 3.8 1.67 0.0 89 28 8.5 210 52 14
808 5.6 3.9 2.29 0.0 104 27 0.0 255 56 24
809 5.2 3.8 2.7 0.0 75 18 0.0 204 13 80
810 5.3 3.7 2.31 0.0 67 16 0.0 232 63 51
811 5.6 3.1 1.95 0.0 T4 20 0.4 301 51 29
812 5.3 3.8 2.53 0.0 93 21 0.1 190 58 60
20 me/kg 819 5.5 3.8 2.24 0.0 76 19 0.0 322 67 83
820 5.6 3.7 l. 95 0.0 115 21 0.2 226 70 39
821 5.5 3.8 2. 24 0.0 105 25 0.2 251 52 52
822 5.1 3.6 2.40 0.0 121 46 0.0 201 56 55
823 5.1 3.7 2. 64 0.0 105 21 0.1 290 69 66
824 5.4 3.8 2.37 0.0 13 18 0.0 1817 57 68
100 mg/ke 831 5.6 3.9 2.29 0.0 12 20 0.5 196 67 107
832 5.4 3.9 2.60 0.0 61 19 6.0 242 58 75
833 5.5 4.0 2.67 0.0 90 23 8.0 260 60 03
834 5.4 3.8 2.37 0.0 13 23 8.0 271 67 51
835 5.5 3.8 2.2 0.0 106 18 0.0 262 70 80
836 5.0 3.4 2.13 0.0 88 22 0.0 217 54 51
500 mg/kg 843 5.4 4.0 2. 86 0.0 84 21 0.0 208 89 90
844 5.5 4.0 2,67 0.0 102 24 0.2 414 4] 21
845 5.3 3.6 2.12 0.0 81 23 0.1 234 59 130
846 5.9 4,0 2.11 0.0 67 19 0.0 307 66 136
847 5.2 3.6 2.25 0.0 63 21 g.1 289 43 93
848 5.5 3.8 2.24 0.0 75 21 0.0 214 62 30
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Appendix 19 Individual biochemical findings in juvenile female rats treated orally with benzene 1, 3,5-triol for 18 days followed by 63-day withdrawal period
Grgup Animal T.Protein Albumin A/G ratio T.Bilirubin GOT GPT v -GTP ALP T.Chotesterol Triglycerides
an
dose No. (g/dL) (g/dL) {mg/dL) (10/1) (10/1) (1u/L) (1/L) (mg/dL) (mg/dL)
Control 857 6.5 4.7 2.61 0.0 73 17 0.1 101 101 22
858 6.1 4.8 3.69 0.0 62 18 0.3 163 105 39
859 5.8 4.6 3.83 0.1 96 17 0.3 127 83 33
860 6.2 4.5 2. 65 0.0 64 20 0.1 182 69 36
861 5.5 4,0 2.67 0.0 60 15 0.5 130 8l 29
862 6.6 5.0 3.13 0.1 58 16 0.3 113 {01 24
20 mg/ke 869 5.3 3.1 2.31 0.0 62 14 0.3 186 63 10
870 5.6 4,1 2.73 0.1 81 18 0.5 173 66 12
871 7.0 5.2 2.89 0.1 67 21 1.0 105 7l 14
8172 5.9 4.3 2.69 0.1 63 14 0.3 143 I 22
8173 0.2 4.6 2.817 0.1 83 15 1.2 178 71 26
874 6.7 5.8 3.7 0.1 71 18 0.3 140 0 9
100 mg/ke 881 6.2 4.6 2.87 0.0 55 17 0.6 186 63 23
882 6.5 4.8 2.82 0.0 67 28 1.1 103 11 4
883 6.4 4.1 2,16 0.1 75 15 1.1 136 84 43
884 5.9 4.1 2.28 0.0 79 18 1.5 102 5YA 16
885 5.5 4.1 2.93 0.0 81 20 0.6 179 53 8
8§86 6.2 4.6 2. 87 0.1 62 16 0.4 217 82 32
500 mg/ke 893 6.2 4.3 2. 26 0.0 65 18 0.2 198 75 23
894 5.6 4.1 2.73 0.1 71 15 0.8 129 al 17
895 5.9 4.6 3.54 0.1 72 17 0.8 200 39 34
896 5.6 4.3 3. 31 0.1 69 16 0.4 108 36 27
897 5.9 4.4 2.93 0.0 76 16 0.1 1038 70 17
898 5.9 4.5 3. 21 0.0 92 15 0.1 173 83 24
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Appendix 19 - continued Individual biochemical findings in juvenile female rats (reafed orally with benzene 1,3,5-triol for 18 days
followed by 63-day wiyhdrawal period

Grgup Animal Phosphotipids  Glucose BUN Creatinine 1P La Na K Cl

an

dose No. (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEa/L) (mEa/L) (@Ea/L)

Control 857 172 99 18.4 0.5 8.2 10.9 143.0 5.10 105.7
858 181 (16 16.6 0.4 6.7 10.3 144.0 4.35 107.9
859 160 113 17.2 0.4 7.8 10. 4 144.5 4.03 107.9
860 140 132 14.3 0.4 7.4 10. 6 143.2 4.18 106. 3
861 147 112 18.4 0.5 8.2 9.7 143.8 4.50 108.0
862 206 115 15.4 0.4 8.0 10.8 144.2 4.32 104.9

20 mg/kg 869 124 132 15.7 0.4 7.1 9.8 143.2 4.44 105.9
870 115 92 14.9 0.3 7.8 10.5 143.3 4.01 104.3
871 148 128 15.0 0.6 7.1 10.4 144.1 4.14 105.7
872 152 110 17.9 0.5 6.5 10.0 144.3 4.10 107.1
873 143 101 5.7 0.4 7.8 10.3 143.9 4.54 105. 8
874 135 106 16.9 0.4 8.4 10. 8 146.3 4.89 106. 5

100 mg/kg 881 138 113 18.5 0.5 7.4 10. 4 143.4 5.13 107.0
832 160 102 16.3 0.4 6.6 10. 4 144. 7 4.37 105.0
883 167 118 19.5 0.5 7.4 10.8 144. 6 4.65 103.8
884 102 81 16.5 0.4 8.5 10.0 143.2 5.01 107.1
885 97 97 16.6 0.5 7.3 10.0 145.3 4.34 107.0
386 168 132 16.6 0.4 9.0 10.6 143.12 0.90 106. 4

500 mg/ke 393 145 105 19.3 0.6 6.7 10.2 143.1 4.61 106. 6
894 109 88 18.0 0.6 7.0 10. 1 144.0 4.44 106. 9
895 125 130 16.8 0.5 7.6 11.0 146.0 4.64 106. 6
896 116 111 15.0 0.4 7.2 10.2 143.9 3.95 102. 8
897 142 103 15.6 0.5 8.3 10.3 144.6 4.31 107.3
898 153 113 15.3 0.6 1.2 19.2 143.8 4.11 106. 1
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Appendix 20 Individual necropsy findings in juvenile male rais treated orally with benzene 1,3,5-trio! for 18 days

Group and dose Control 20 mg/ke 100 mg/kg

Animal No. 801 802 803 804 805 806 813 814 815 816 817 818 825 826 827 828 8§29 830
Organs and findings Necropsy timing S S S S S S S S S S S S S S S S S S
All organs and fissues NN NR NR NR NR NR NR NR NR NR NR NR NR NR MR NR NR MR

Abbreviation: S, scheduled.
NR: no remarkable changes.
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Appendix 20 - continued

Individual necropsy findings in juvenile male rais treated orally with benzene 1,3,5-triol for 18 days

Study No. 40007

\
\

Organs and findings \\\

Group and dose

Animal No

Necropsy timing

500 mg/kg

837 838 839 840 841 842

s 8§ 5 § § S

All organs and tissues

N NR NR NR NR AR

Abbreviation: S, scheduled.
NR: no remarkable changes
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Appendix 21 Individual necropsy findings in juvenile female rats trealed orally with benzene 1,3, 5-1riol for 18 days

Study No. 40007

\ Group and dose

\ Animal No.

Organs and [indings \ Necropsy timing

Control 20 mg/kg 100 mg/kg

851 852 853 854 855 856 863 864 865 866 867 868 875 876 87T 878 879 &80

s S s s s S S S s s S S S & 5§ S5 8

All organs and tissues

NN NK NR NR M N NR MR MR M N NR NR NR NR M M M

Abbreviation: S, scheduled.
NR: no remarkable changes.



Appendix 21 - continued

Individual necropsy findings in juvenile female rats treaied orally with benzene 1,3,5-triol for (8 days

Study No. 40007

\

Organs and findings \

Group and dose

Animal No.

Necropsy timing

500 mg/kg

887 §88 889 890 891 892

All organs and {issues

Nt NR NR NR MR MR

Abbreviation: S, scheduled.
NR: no remarkable changes
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Appendix 22 Individual necropsy findings in juvenile male rais ireated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period
\ Group and dose Control 90 mg/kg 100 mg/ke
\\ Animal No. 807 808 809 810 811 812 8§19 820 821 822 823 824 831 832 833 R34 835 836
Organs and [indings \ Necropsy timing S S S S S S S S S S S S S S S S N S
Urinary system
Kidney . . .
Dilatation, pelvic cavity - - - - 1 - - - - - - - - - - - - -

Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderate; +H+, marked
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Appendix 22 - continued Individual necropsy findings in juvenile male rats treated orally with benzene 1,3,5-triel for i8 days
followed by 63-day withdrawal period
\ Group and dose 500 mg/kg
Y
\\ Animal No. 843 844 845 846 847 848
Organs and findings \ Necropsy timing S N N N S §

Urinary system
Kidney i . )
Dilataiion,pelvic cavity

Abbreviation: S, scheduled.
Grade sign: -, noae; +, mild; t+, moderate; +++, marked
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Appendix 23 Individual necropsy [indings in

' ‘ ] Study No. 40007
juvenile female rats treated orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

\\ Group and dose Control 20 mg/kg 100 mg/ke
Animal No. 857 858 859 860 861 862 869 870 871 872 873 874 831 8§82 883 8854 885> 886
Organs and findings \ Necropsy timing S S S S S S § S N N S S S S S S S S
Urinary system
Kidney
Macule, 1ight gray - - - - - - - - - - - - - - - - -
Dilatation,pelvic cavity - - ===~ - - - - - - - - - - =
Material,pelvic cavity,gritiy - - - - - - - - - - - - - - - - - -
Genifal system
Uterus
Cyst - - - - - - - - - - - - - - - - - -
Abbreviation: S, scheduled.
Grade sign: -, none; +, mild; ++, moderate: +4+, marked
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Appendix 23 - continued Individual necropsy findirgs in juvenile female rats trcated orally with benzene 1,3,5-triol for I8 days
followed by 63-day wiyhdrawal period
Group and dose 500 mg/kg
Animal No. 833 894 895 896 897 8§98
Organs and findings Necropsy timing S S S S N S
Urinary sysiem
Kidney .
Macule, light gray - - - -
Dilatation,pelvic cavily - - - - -
Material,pelvic cavity,gritty - - - 1 - -

Genital system
Uterus
Cyst - - - = - %

Abbreviation: S, scheduled
Grade sign: -, none; +, mild; ++, moderate: +++, marked
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Appendix 24 Individual organ weighifs in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No. -

(8 (8 (8/100gB. ¥.) (ng) (ng/100gB. W.) (ng) (mg/100gB.¥.) (mg) (mg/100gB.¥.)

Contrel 801 67.7 1. 64 2.42 2.8 4,1 7.1 10,5 356.9 521.2
802 4.9 1.52 2.77 2.4 4.4 7.1 14.9 326.8 595.3
803 69.7 1. 57 2,25 2.9 4.2 b.6 §.% 350. 1 502.3
804 10,7 1. 65 2.33 2.6 31 7.0 9.4 352.0 497.9
805 89.2 1. 61 2.72 2.4 4.1 6.5 1.0 342, 1 877.9
806 69. 1 1. 56 2.26 3.0 4.3 7.9 11.4 382. 7 658.2

20 mg/kg 813 64.2 1.63 2.54 2.5 3.9 6.1 10.4 354. 1 551.6
814 53.6 1.50 2. 80 1.9 3.5 5.4 10. 1 323.0 602.6
815 64. 8 1. 59 2.456 2.7 4.2 5.6 8.6 349.6 539.5
816 69. 4 1.73 2.49 2.6 3.1 6.4 9.2 328.6 473.5
817 61.7 1.68 2.72 2.3 3.7 7.3 11.8 350. 1 567.4
818 64.3 1. 60 2.47 2.1 4.2 8.4 13.0 342,17 528.9

100 mg/kg 8§25 63.5 1.67 2.63 2.0 4.1 1.4 1T 396.0 623.6
820 5.5 1.62 3.18 2.1 4.1 1.2 4.0 302.5 587.4
8217 69. 1 1. 62 2.34 2.4 3.9 8.5 12,3 387.9 061, 4
828 70.7 1.59 2.25 2.8 4.0 1.4 14.5 379.1 536. 2
829 61.4 [.568 2.59 2.1 3.4 7.1 1.6 403. 4 661.3
830 58.5 1.42 2.43 2.4 4.1 6.4 10.9 270.0 461.5

500 mg/kg 837 64. 1 1.63 .54 2.8 4.4 8.2 12.8 343.5 535.9
838 52.2 1.52 2.91 2.1 4.0 8.1 16.7 290.17 556.9
839 65. 3 l. 63 2.87 2.8 4.3 12.7 19.4 360. 1 551.5
840 66. 4 1. 66 2.50 3.3 5.0 9.3 14.0 350.3 527.6
841 58.9 (.59 2.70 2.4 4.1 7.2 12.2 320. 8 544.7
842 66. 5 1.63 2.45 2.9 3.8 11.6 17.4 416.2 625.9
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Appendix 24 - continued Individual organ weights in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days

Grgup Animal Lungs Thymus Liver Spleen Kidneys

an

dose No. ‘

(ng) (mg/100gB. W.) (mg) (mg/100gB. ¥.) (2 (g/1002B.W.) (mg) (mg/100gB.¥.) (@ (g/100gB.¥W.)

Control 801 536.9 793.1 249.5 368.5 2.95 4.36 339.2 501.0 0.70 1.03
802 503.6 917.3 240. 8 438.6 2.58 4. 70 358.6 653.2 0.63 1. 15
803 498. 8 715.6 320.1 460. 1 3.13 4,49 331.9 484.8 0. 69 0.99
804 503.4 712.0 279. 6 395.5 3.28 4.64 341.1 482.5 0.74 .05
805 434.8 818.9 255.3 431.3 2.50 4.22 267.6 435. 1 0.63 1.06
306 491.4 711 290.5 420. 4 3.20 4.63 386.9 559.9 0.75 [.09

20 mg/kg 813 496. 8 773.8 291.9 4547 2.83 4. 41 319.5 497.17 0.70 {.09
814 429. 6 801.5 235.3 439.0 2.34 4. 317 275.6 514.2 0.61 1. 14
815 480.0 740. 7 248. 1 382.9 2.81 4.43 433.3 668. 7 0.74 1. 14
816 539.1 776.8 285.9 412.0 3.15 4.54 420.3 605. 6 0.78 1.12
817 511.6 829.2 254.3 412.2 2.93 4.75 351.9 570.3 0.71 1.16
818 470. 4 725.9 212, 5 420.5 2.85 4.40 350. 3 540.6 0. 68 1.08

100 mg/kg 825 509. 1 801.7 243.3 383. 1 2,84 4.47 316.8 498.9 0.62 0.98
826 416.5 808. 17 197.9 384, 3 2.14 4.16 229. 4 445.4 (.55 1.07
8217 203. 8 729.1 320.0 463.1 3.00 4. 34 311.4 450. 17 0.79 1. 14
828 542. 5 767.3 254.4 359.8 3.33 4.71 398.5 563. 6 0.77 1.09
829 520.2 852.8 250.7 411.0 2.74 4,49 270. 2 443.0 0. 65 1.07
830 467.9 799.8 212.3 362.9 2.50 4.21 144.9 418.6 0.58 0.99

500 mg/kg 8317 513.8 801.6 228.12 356. 0 3.09 4.82 271.4 423.4 0.69 1.08
838 434.0 831.4 194.5 372.6 2.35 4. 50 263. 4 504. 6 0.58 1.11
839 497.0 761.1 263.6 403.7 2,84 4.35 335.1 513.2 0.74 1.13
840 474.5 714.6 238.7 359. 5 3.02 4,55 359.5 541.4 0.6 0.93
841 490. 7 833.1 279.0 473.17 2.6l 4.43 290. 5 493.2 0.70 1. 19
842 485.5 730.1 266. 5 400. 8 3.03 4. b6 328.5 494.0 0.71 1.07
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Appendix 24 - continued Individual organ weights in-juvenile male rats treated orally with benzene 1,3, 5-triol for 18 days

Grgup Animal Adrenals Epididymides Testes

an

dose No.

(mg (mg/100gB. W.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB.¥.)

Control 801 18.0 26.6 511 75.5 309. 4 457.0
802 13.9 25.3 50.5 92.0 296.6 540.3
803 18.9 21.1 58.2 83.5 303.4 435.3
804 18. 4 26.0 57.0 80. 6 317.6 449,2
805 15.1 25.5 46.9 79.2 281. 7 475.8
306 15.1 21.9 48.8 70.6 321.8 465.7

20 mg/ke 813 15. 6 24.3 62.6 97.5 314.8 490. 3
814 14. 4 26.9 41.17 71.8 251.5 469. 2
815 16.4 25.3 50.5 85.6 331.0 510.8
316 17.3 24.9 57.1 82.3 373.1 537.6
8117 15.1 24.5 58.6 95.0 307.9 499.0
818 16.9 26. 1 57.6 88.9 331.9 512.2

100 mg/kg 825 14. 6 23.0 50.3 9.2 326.4 514.0
826 13.6 26.4 37.3 72.4 228.8 444.3
821 14.9 21.6 57.4 83.1 339. 4 491.2
828 15. 4 21.8 68.9 97.9 324.6 459.1
829 16. 4 26.9 47.0 77.0 264. 4 433.4
830 13.8 23.6 64.2 109.7 287.17 491.8

500 mg/kg 837 11. 6 18.1 54.8 85.5 279.5 436.0
838 10.3 19.7 37.1 1.1 222.5 426.2
839 13.3 20. 4 63.3 96.9 299.0 457.9
840 15.5 23.3 57.4 86.4 336. 1 506.2
841 13.1 22.2 52.3 88.8 284.0 482.2
842 14.9 22.4 58.5 88.0 345.0 518.8
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Appendix 25 Individual organ weighis in juvenile female rats treated orally with benzene 1,3,5-triol for 18 days

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No.

(2) (@ (g/100gB.W.) (mg) (mg/100gB. ¥.) (ng) (mg/100gB.¥.) (mg) (mg/100gB. W.)

Control 851 63.5 1.61 .54 2.6 4.1 7.6 12.0 326.8 514.6
852 51.6 1.55 3.00 2.3 4.5 4.8 0.3 317.9 616. 1
853 64.7 1. 61 2.49 3.3 5.1 8.0 12.4 346.4 535.4
854 68. 4 1.55 2.27 2.7 3.9 8.3 12.1 357.9 523.2
855 59,5 1.50 2.92 3.1 5.2 9.3 15.6 309.0 519.3
856 70.3 I.60 2.28 2.9 4.1 7.3 10.4 367.3 522.5

20 mg/kg 863 60. 2 1.53 2.54 2.6 4.3 10.0 16.6 395. 7 657.3
864 56.3 1.50 2.66 2.9 5.2 6.4 11.4 353.6 628. 1
865 69.0 1.58 2.29 2.6 3.8 7.9 1.4 326.3 472.9
866 66. 0 1.55 2.35 2.7 4.1 6.2 9.4 339. 4 514.2
867 60.9 1. 55 2.55 2.7 §.4 6.3 10.3 300. 6 493. &
368 70.6 1.59 2.25 2.1 3.8 7.9 11.2 368.2 521.5

100 mg/kg 875 04.0 1.64 2.56 3.1 4.8 7.5 11.7 317.3 495. 8
876 56. 3 1.57 2.79 2.3 4.1 7.5 13.3 310. 9 552.2
877 64. 3 .58 2.46 3.8 5.9 9.5 14.8 336.0 522.6
878 62.9 1.57 2.50 3.4 5.4 7.2 11.4 386.4 614.3
879 60. 3 1. 61 2.67 2.9 4.8 8.8 14.6 334.8 555.2
880 71.3 1.58 2.22 3.2 4.5 1.3 10.2 390. 8 548. 1

500 mg/kg 887 62.2 1.56 2.51 2.1 3.4 11.2 18.0 359.5 578.0
888 53. 6 1. 42 2.65 2.3 4.3 6.4 11.9 312. 8 583. 6
889 64. 2 1.52 2.37 3.0 4.7 11.5 17.9 335. 1 522.0
890 60.9 1.92 2.50 1.8 3.0 7.1 12.6 333.8 548.1
§91 5.3 1.53 2.67 2.7 4.7 9.3 16.2 327.1 570. 9
892 64. 2 1.63 2.54 3.0 4.1 8.1 12.6 352.9 549,17
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Appendix 25 - conlinued Individual organ weights in juvenile female rats treated orally with benzeme 1,3,5-triol for 18 days

Grgup Animal Lungs Thymus Liver Spleen Kidneys

an

dose No.

(mg) (mg/100gB. V.) (mg) (mg/100gB.¥.) (g (g/100sB.%.) (mg) (mg/100gB. W.) (® (g/100gB.W.)

Control 851 496. 9 782.5 268.9 423.5 2.90 4,57 305. 7 481.4 0.73 1.15
852 441. 8 856. 2 222.0 430.2 2.23 4,32 284.5 551.4 0. 60 1.16
853 498. 6 770. 6 311.8 481.9 2.7 4,17 293.3 453.3 0.74 .14
854 595.8 812.6 260.3 387.9 2.85 4.17 357.8 523.1 0.71 1.04
855 432.6 727.1 250.2 420.5 2.76 4. 64 297.3 499. 7 0.63 1.06
856 561.5 798.7 230. 6 328.( 3.18 4.52 471.5 670.7 0. 81 1.15

20 mg/kg 863 473. 1 785.9 235.9 391.9 2.66 4.42 342.3 568. 6 0.69 1.15
864 440.5 782.4 270. 6 480.6 2.72 4,83 303. 8 539. 6 0. 64 1. 14
365 483.8 701.2 286. 6 415. 4 3.00 4,35 373.9 541.9 0.71 1.03
366 515.1 780.5 316.9 478.6 2.92 4,42 397.5 602.3 0.71 1.08
867 464.0 761.9 253.0 415.4 2.95 4,84 227.9 314.2 0.70 1.15
868 572.6 811.0 243.5 344.9 3. 14 4,45 409.9 580. 6 0.75 1.06

100 mg/kg 875 536.0 837.5 237.3 370. 8 2.91 4,55 312.0 487.5 0.72 1.13
876 424.5 754.0 242. 4 430. 6 2.60 4,62 255.0 452.9 0.56 0.99
877 439.3 683.12 261.9 407.3 2.71 4. 21 275.3 428.1 0.67 1.04
878 513.7 816.17 278.0 442.0 2.91 4,63 372.8 592.7 0.74 1.18
879 479. 4 795.0 274.9 455.9 2.97 4,93 340.3 564.3 0.71 1.18
880 531.2 745.0 284.5 395. 0 3.22 4. 52 474.9 666. 1 0.83 1. 16

500 mg/ke 887 490. 7 788.9 218.3 351.0 3.05 4.9 301.8 485.2 0.68 1.09
838 439.9 820.7 214.6 400. 4 2.48 4,63 271.17 506.9 0.62 1.16
889 442. 17 689.6 236.0 . 367.6 3.21 5.00 392. 4 611.2 0.638 1.06
890 464.2 162.2 272.9 448, 1 2.72 4,47 336.3 552.1 0.75 1.23
891 458.4 800.0 247.3 431.6 2.78 4,85 293.9 512.9 0.13 1.27
892 477.9 744.4 233.0 362.9 3.20 4.98 335.6 522.17 0.70 1.09
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Appendix 26 Individual organ weights in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No. -

(g) ) (g/100gB. ¥.) (ng) (mg/100gB. ¥.) (mg) (mg/100gB. %.) (mg) (mg/100B. W.)

Control 807 504. 7 2.33 0.46 16.2 3.2 24. 1 4.8 1782.2 353. 1
808 509.7 2.23 0.44 14.8 2.9 24.2 4.1 1737.0 340. 8
809 474.9 2.18 0.46 12.8 2.1 26.8 5.6 1589.2 334.6
810 440. 9 2.18 0.49 13.0 2.9 20.9 4.7 1679.6 380.°9
811 479.1 2.19 0.46 12.5 2.6 23.1 4.8 1732.1 361.5
8§12 498. 6 2. 14 0.43 12.2 2.4 23.6 4.7 1689. 1 338.8

20 mg/ke 819 467.2 2.24 0.48 12.8 2.7 20.8 4.5 1613.3 345.17
820 419.5 2.19 0.52 12.7 3.0 19.1 4.6 1756. 2 418. 6
821 481.4 2.25 0.47 12.12 2.5 28.8 6.0 1704.6 354. 1
822 538. 1 2.27 0.42 12.6 2.3 19.5 3.6 1822.0 338.6
823 482.5 2.117 (.45 11.6 2.4 22.17 4.1 1506.9 312.3
824 452.8 2.30 0.51 12.8 2.8 21.9 4.8 1708.3 377.3

100 mg/kg 831 500.9 2.32 0.46 16.5 3.3 1.5 4.3 1646. 7 328.17
832 498. 2 2.26 0.45 12.9 2.6 24.4 4.9 1777.4 356.8
833 482.2 2.22 (.46 13.7 2.8 23.7 4.9 1653.0 342.8
834 455.9 2.19 0.48 9.9 2.2 24.7 5.4 1476.0 323.8
835 483.3 2.18 0.45 1.1 2.3 23.6 4.9 1555.5 321.8
836 430.3 2.18 0.51 12.7 3.0 22.3 5.2 1590.9 369. 7

500 mg/kg 843 487. 8 2.09 0.43 12.5 2.6 19.3 4.0 1640. 8 336. 4
844 454.4 2.25 0.50 12.6 2.8 22.3 4.9 1671.0 367.7
845 483. 2 2.08 0.43 12.5 2.6 22.0 4.6 1872.9 387.6
846 524.6 2.27 0.43 14.8 2.8 29.8 3.7 1826.2 348. 1
847 414.5 2.13 0.51 11.6 2.8 19.7 4.8 1322.7 367. 4
848 433.2 2.20 0.51 12.6 2.9 24.1 5.0 1731. 8 399. 8
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Appendix 26 - continued Individual organ weights in juvenile male rats treated orally with benzene 1,3, 5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Lungs Thymus Liver Spleen Kidneys

and

dose No.

(ng) (mg/100gB.¥.) (mg) (mg/100gB. ¥.) @ (g/100gB.W.) (ng) (ng/100gB.W.) (g) (g/100gB. ¥.)

Control 807 1503. 2 297.8 662.0 131.2 15. 04 2.98 858. 4 170.1 3.50 0.69
803 1688.5 331.3 632.4 124.1 13. 44 2.64 879.0 172.5 3.21 0.63
809 1463. 3 308. 1 704.9 148.4 14. 41 3.03 1188. 1 250.2 2.89 0.6l
8§10 1543.9 350.2 389.8 88.4 13. 88 3.15 758. 5 172.0 3. 17 0.72
811 1613.17 315.9 472.9 98.17 14. 66 3.06 890.9 186.0 3. 36 0.70
812 1663.0 333.5 416.3 83.5 14.31 2.88 1035.3 207.6 2.94 0.59

20 ng/kg 818 1532.3 328.0 4317 93.7 16.39 3.29 138.0 158.0 2.95 0.63
820 1424.9 339.7 524.9 126.1 12.97 3.09 749.9 178.8 2.98 0.71
821 1511.5 315.2 572.8 119.0 13.40 2.78 756. 2 157.1 3.01 0.63
822 1775. 8 330.0 797,17 148.2 [5.08 2.80 1070. 3 198.9 3.29 0.61
823 1550. 6 321.4 624.0 129.3 13.96 2.89 918.5 190.4 2.95 0.61
824 1957.4 343.9 403.3 §9. 1 13.08 2.89 803.0 177.3 3.03 0.67

100 mg/kg 831 1517.17 303.0 568. 5 [13.5 15.11 3.02 813.9 162.5 3. 61 0.72
832 1607.3 322.6 415.3 83.4 14.54 2.92 845.6 169.7 3.41 0.70
833 1418. 6 294.2 4771 98.9 12.96 2.69 812.1 168. 4 2.96 0.61
834 1538.5 337.5 266.8 124.3 13.11 2.88 1016.1 222.9 2.79 0.61
835 1642.9 319.2 433.9 89.8 13.49 2.78 914.6 189.2 2.89 0.60
836 1621.4 376.8 588.3 136. 7 13.01 3.02 869.5 202.1 2.92 0.68

500 mg/kg 843 1485.3 304.5 492. 1 100.9 14.09 2.89 831.3 170. 4 3. 04 0.62
844 1607. 1 393.7 472.7 104.0 12.75 2.81 764.6 168. 3 3.00 0.66
845 1399. 8 289.17 382.2 79. 1 16. 16 3. 34 911.7 188.7 3.23 0.67
846 1568. 2 298. 9 570.8 108.8 16.07 3.06 948.7 180.8 3.16 0.60
847 1345, 6 324.6 523.9 126.4 12.28 2.96 758. 8 183.1 2.92 0.70
848 1441.6 332.8 396.0 91.4 12.50 2.89 698.0 161.1 2.95 0.68
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Appendix 26 - continued Indjvidual organ weights in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days
followed by 63-day withdrawal period

Group Animal Adrenals Epididymides Testes

and

dose No.

(ng) (mg/100gB. W.) (ng) (mg/100gB.¥.) (mg) (mg/100gB. ¥.)

Control 807 57.2 11.3 1344.3 266.4 3804.9 763. 8
808 82.2 16.1 1278.4 250. 8 3582.1 702. 8
809 78.4 16.5 1121.5 236.2 3189.9 671.7
810 63.6 14. 4 1172, 17 266.0 3125.9 709.0
811 69. 6 14.5 1300. 1 271.4 3318.6 692.7
812 7.0 15.4 1250.2 250.7 3403. 4 682.6

20 me/ke 819 72.3 15.5 1298. 4 277.9 3680. 1 787.17
820 57.6 13.7 1114.4 265.6 31116 41.17
821 60.8 12.6 1147.9 238.5 3196. 8 664.1
822 80. 1 14.9 1282. 4 238.3 3723.2 691.9
823 69.7 14.4 1236.2 256.2 3681.4 763.0
824 63.0 13.9 1213.6 268.0 3498.17 112.1

100 mg/ke 831 58.5 1.7 1202.1 240.0 3425. 6 683.9
832 61.5 12.3 1217.3 244. 3 3351.4 672.7
833 61.3 12.7 1224.7 254.0 3320.3 688. 6
834 64. 0 14.0 1272.3 279.1 3561.4 781.2
835 79.9 16.5 1243.6 257.3 3625.0 750.1
836 57.0 3.2 1206. 2 280. 3 3306. 4 768.4

500 me/kg 843 61.1 12.5 1273. 1 261.0 3398.1 696. 6
844 56.4 12.4 1200.3 204. 2 3479.2 765.7
845 61.7 12.8 1225.4 253. 6 3752. 4 776.6
846 76.3 14.5 1228.6 234.2 3517.2 670.5
847 5.7 13.9 1182.3 285.2 3673. 1 886. 2
848 66.0 15.2 1254.7 289. 6 3336.7 170.2
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Appendix 27 Individual organ weighis in juvenile female rats trealed orally with benzene 1,3,5-triol for 18 days followed by 63-day withdrawal period

Group Animal Final Brain Pituitary Thyroids Heart

and body weight

dose No.

(g ) (8/100gB.W.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB. ¥.) (mg) (mg/100gB. ¥.)

Control 867 258.3 2.05 0.79 18.3 7.1 16.9 6.5 1000. 1 387. 2
858 278.3 2.09 0.75 15.2 5.5 20. 2 1.3 1117.17 401. 6
859 305.5 2.08 0.68 16.7 9.9 18. 6 6.1 1178.5 385.8
860 305.8 1.93 0.63 14.4 4.7 21.1 1.1 1162.9 380.3
861 280. 3 1,88 0.67 12.3 4.4 17.9 6.4 1005.7 358. 8
862 265. 2 1.98 0.75 14.6 5.5 18. 8 7.1 962. 4 362.9

20 mg/ke 869 286. 2 2.04 0.71 17.2 6.0 16.2 5.1 1152. 1 402.6
870 285. 1 2.00 0.70 18.1 6.3 21.9 .17 1242.1 435.17
871 260. 4 2.05 0.79 15.9 6.1 20,4 7.8 1014.8 380.7
872 303.6 2.04 0.67 13.2 4.3 20.4 6.7 1322.9 435. 7
873 256. 4 2.10 0.82 16.4 0.4 17.7 6.9 1042.5 406. 6
874 250.0 2.05 0.82 14.8 5.9 19.2 7.7 923.4 369. 4

100 mg/ke 881 251.6 2.05 0.81 13.9 5.5 16.4 6.5 987.9 392.6
8812 287.3 2.06 0.72 16.6 5.8 16.0 5.6 991.2 345.0
883 304. 4 2,02 0.60 16.0 5.3 21.0 6.9 1103. 6 362.5
884 226.4 2.07 0.91 14.5 6. 4 17.4 12.1 866.5 382. 17
885 248. 4 2.08 0.84 16.2 6.5 17.2 6.9 892.2 359.2
886 254.0 1.88 0.74 15.17 6.2 20. 6 8.1 1078.8 424. 7

500 mg/kg 893 303.8 2.08 0.68 13.0 4.3 20.7 6.8 1135.3 313.1
894 283.3 1.97 0.70 11.8 4.2 19.2 6.8 1111.6 392. 4
895 265.8 2.03 0.76 17.1 6.4 13.7 5.2 1012.2 380.8
896 267.6 2.17 0. 81 18.3 6.8 15.4 5.8 1051.8 393.0
897 246. 4 2.05 0.83 16.1 6.5 13.9 5.6 1013. 4 411.3
898 272.9 2.10 0.77 15.0 5.9 19.4 7.1 1131.7 414.7
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Appendix 27 - continued Individual organ weights in juvenile female rats lreated orally with benzene 1,3,5-triet for 18 days
followed by 63-day withdrawal period

Grgup Animal Lungs Thymus Liver Spleen Kidneys

an

dose No.

(mg) (mg/100gB. ¥.) (mg) (mg/100gB.W.) (g) (g/100gB. W.) (ng) (rg/100gB. ¥.) (2 (g/100gB. ¥.)

Control 857 1221.0 472.1 444.9 172.2 8. 41 3. 126 517.9 200.5 2.04 0.79
858 1118.5 401.9 478.1 171.8 8.61 3.09 649. 0 133.2 2.04 0.73
859 1083.0 354.5 466.3 152.6 8.50 2.78 575.3 188. 4 1.90 0.62
860 1263. 9 413.3 448.1 146.5 .53 2.79 640. 6 208.5 2.03 0.66
861 1160. 6 414.1 643.3 229.5 7.317 2.63 645. 0 230.1 1.59 0.57
862 1062.7 400. 7 456. 6 172.2 8.83 3.33 642.0 242.1 1.7 0.66

20 mg/kg 869 1324.5 462. 8 379.5 132.6 §.04 2.98 444.9 155.5 1.90 (.66
870 1352. 7 474.5 462.3 162.2 8,38 2.94 718.1 251.9 2,23 0.78
871 1058.0 406.3 432.5 166. 1 1.75 2.98 490. 6 188. 4 1. 94 0.75
872 1149.7 378.17 356.8 117.5 8.63 2.84 586. 2 193.1 1.90 0.63
873 913.17 356.4 346.0 134.9 6.99 2.3 500.2 195.1 1.66 0.65
874 1079.9 432.0 336.1 134. 4 7.58 3.03 489.2 195.17 1.75 0.70

100 mg/kg 881 1062. 1 422.1 426.8 169. 6 7.97 3. 17 507.8 201.8 1.82 0.72
882 1162.6 404.7 546.3 190. 1 8.50 2.96 532.1 185.2 2,10 0.73
883 1208.0 396. 8 319.2 104.9 8.66 2.84 549.9 180, 7 1.99 0.65
884 967.9 427.5 518.3 228.9 6.72 2.97 467.5 206.5 1.82 0.80
885 985. 0 396.5 457.6 184.2 6.52 2.62 425.0 171.3 1.62 (.65
886 970. 6 382.1 384.5 151.4 6.97 2.74 464. 0 182.1 1.74 0.69

500 mg/kg 893 1225.3 403.3 509. 6 167.7 8.60 2.83 §24.2 205.5 2.16 0.71
894 1212.9 428. 1 363.3 128.2 7.51 2.65 569.4 201.0 1.86 0.66
895 1047.8 394.2 444.7 167. 3 7.88 2.96 4717.6 178.7 1.69 0.64
896 1164.8 435.3 450. 1 168. 2 7.80 2.91 596.7 223.0 2.22 0.83
897 1028. 3 417.3 478.7 194.3 .13 2.89 583. 3 236,17 1. 94 0.79
898 1128.9 413.17 555.0 203.4 1.714 2.84 668. 0 244 % 1.82 0.67




Appendix 27 - continued

Individual organ weights in juvenile female rats treated orally with benzene 1,3, 6-triol for 18 days
followed by 63-day withdrawal period

Study No. 40007

Grgup Animal Adrenals Ovaries Uterus

an

dose No.

(ng) (mg/100gB. ¥.) (mg) (mg/100gB.W.) (mg) (mg/100gB. ¥.)

Control 807 65. 17 25.4 82.0 31.7 4117.3 161.6
858 93.2 33.5 76.3 27.4 494.7 177.8
859 81.8 26. 8 78.6 25.17 805.7 263.7
860 86. 17 28. 4 72.0 23.5 494, 3 161. 6
861 63.8 22.8 74.4 26.5 324.6 115.8
862 62.2 23.5 78.5 29.6 544.6 205. 4

20 mg/ke 869 68. 5 23.9 96. 4 33.7 569. 4 199.0
870 89.4 31.4 03.17 32.9 466. 4 163.6
871 66. 4 25.5 70. 4 27.0 654.7 251.4
872 83.8 27.6 96. 5 31.8 576.6 189.9
873 66. 6 26.0 82.0 32.0 512.2 199.8
874 62.4 25.0 04,5 31.8 459.5 183.8

100 mg/ke 881 66.0 26,7 93.1 37.0 418.9 166.5
382 73.1 25.4 78. 8 27.4 629.6 219.1
883 92.1 30.5 100.5 33.0 390. 4 128.3
884 65.6 29.0 82.7 36.5 447.3 197.6
885 59. 2 23.8 64. 6 26.0 650.0 261.17
886 54.7 21.5 52.2 20.6 499.5 196.7

500 me/ke 893 65.0 21.4 92.4 30.4 469.9 154.7
894 64.5 22.8 94.9 33.5 466.0 164.5
895 61.2 23.0 74.4 28.0 567.7 213.6
896 76.2 28.5 83.9 3.4 624. 0 233.2
897 75.1 30.5 78.8 32.0 700. 2 284. 2
898 88. 1 32.5 88. 7 32.5 657.8 241.0
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Appendix 28 Individual histopathological findings in juvenile male rats treated orally with benzene 1,3,5-triol for 18 days
\ Group and dose Control 20 ng/kg 100 mg/kg
\\ Animal No. 801 802 803 804 805 806 813 814 815 8i6 817 818 825 826 827 828 829 830

Organs and findings \ Necropsy timing S S S § S S S S S S S S S S S S S S

Endocrine system

Thyroid L I D
Hyperirophy, follicular cell - - - - - - - - - - -
Adrenal
Degeneration, zona reticulosa, vacuolar e
Deposit, pigment, zona reticulosa, brown e T =T e S S S S S S

Abbreviation: S, scheduled.
Grade sign: -, none; +-, slight; +, mild; +f, moderafe; +++, marked
% nol examined.

There was no remarkable change in the liver, lung, thymus, spleen, heart, kidney, leslis, epididymis, pituiiary and brain in the control group.
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Appendix 28 - continued Individual histopathological findings in juvenile male rats treated orally with benzene 1,3,5-1riol for 18 days
\\ Group and dose 500 mg/kg
\ Animal No. 837 838 839 B840 841 842
Organs and findings \\ Necropsy timing S S S S S S
Endocrine system
Thyroid )
Hypertrophy, follicular cell + - + { - 1
Adrenal . _
Degeneration, zona reticulosa, vacuolar LA S S S S |
Deposii, pigment, zona reticulosa, brown - 1 - 4 -+

Abbreviation: S, scheduled.
Grade sign: -, none; +-, slight; 4, mild; ++, moderate; +++, marked.
There was no remarkable change in the liver, lung, thymus, spleen, heari, kidney, testis, epididymis, pituitary and brain in the 500 mg/kg group.
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Appendix 29 Individual histopathological findings in juvenile female rats treated orally with benzene 1, 3,5-triol for 18 days
\ Group and dose Control 20 mg/ke 100 mg/kg
\
A\
\\ Animal No. 851 852 853 854 855 856 863 864 865 866 867 868 B8TH 876 87T 878 879 880
Organs and findings \ Necropsy timing S S § S S S S S N S S S S S S S
Endocrine system
Thyroid ) % * $ ] %
Hypertrophy, follicular cell - - - - - - - - - - -
Adrenal ‘ .
Degeneration, zona reticulosa, vacuolar - T - T
Deposit, pigment, zona reticulosa, brown - - t- - - I S t- t + 1 t +

Abbreviation: S, scheduled.

Grade sign: -, none; +-, slight; +, mild; 4+,

¥: not eyamined.

moderate; t+++, marked.

There was no remarkable change in the liver, lung, thymus, spleen, heart, kidaey, ovary, uterus, pituitary and brain

in the control group.
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Appendix 29 - continued Individual histopathological {indings in juvenile female rats treated orally wilh benzene [,3,5-triol for IR days
\ Group and dose 500 mg/kg
\ -
\\ Animal No. 887 888 889 890 891 92
Organs and findings \ Necropsy timing S S S S S S
Endocrine system
Thyroid _
Byperirophy, follicular cell + + + + - +
Adrenal )
Degeneration, zona reticulosa, vacuolar L DR S N R
Deposit, pigment, zona reticulosa, brown L e R S +-

Abbreviation: S, scheduled. ‘
Grade sign: -, none; +-, slight; +, mild; ++, moderate; ++4, marked. ‘ o
There was no remarkable change 1n the tiver, lung, thymus, spleen, heari, kidney, ovary, uterus, pituitary and brain in the 500 mg/kg group.
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Appendix 30 Individua}l histopathological findings in juvenile male rats treated orally with benzene 1,3, 5-triol for 18 days
followed by 63-day withdrawal period
\ Group and dose Control 20 mg/kg 100 mg/kg
\\ Animal No. 807 808 809 810 811 812 819 820 821 822 823 824 831 832 833 834 835 836

Organs and findings \‘ Necropsy timing S N S S S S S S S S S S S S S S S S

Respiratory system
Lung ¥ % ¥ % 3 ¥ % ] % % % %
Hemorrhage, focal - - - - - -
Mineralization,artery - - - t - -

Urinary sysiem
Kidney % % * % % 3 % % % * % %
Droplet, tubular cell, hyaline - - - ===
Dilatation,pelvic cavily - - - - + -

Endocrine sysiem
Adrepal _
Deposit, pigment, zona reticulosa, brown

|

\
—+

1
-+~

|

1

1

|

{
-+

|
-+

(
-+

I
-+

|
-+

1
-+

|
-+
-+
+

i
-+

Abbreviation: S, scheduled.

Grade sign: -, none; +-, slight; ¥, mild; ++, moderate; ++t, marked

There was no remarkable change 1n the liver, thymus, spleen, heart, testis, epididvmis, pituitary, thyroid and brain in the conirol group, and in the thyroid
in the 100 mg/kg group.
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Appendix 30 - continued Individual histopathological findings in juvenile male rats treated orally with benzene I,3,5-triol for 18 days
followed by 63-day withdrawal period
\\ Group and dose 500 mg/kg
\ Animal No. 843 844 845 846 847 848
Organs and findings \ Necropsy timing S N S S S N
Respiratory sysiem
Lung
llemorrhage, focal - - = = -
Mineralization, artery - - - - - -
Urinary system
Kidney
Droplet, tubular cell, hyaline - - 1 - - -

Dilatation,pelvic cavity - - - - - -

Endocrine system
Adremal )
Deposit, pigment, zona reticulosa, brown = - - - = 1=

Abbreviation: S, scheduled. .
Grade sign: -, none; +-, slight; +, mild; ++, moderaie; ++1, marked. ‘ o o _ .
There was no remarkable change in the liver, thymus, spleen, hear!, testis, epididymis, pituitary, thyroid and brain in the 500 mg/kg group.
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Appendix 31 Individual histopathological findings in juvenile female rals ireated orally with benzene 1,3,5-1riol for 18 days
followed by 63-day wilthdrawal period
\ Group and dose Control 20 mg/ke 100 mg/ke
Animal No. 857 858 859 860 861 862 869 870 871 872 87% 374 881 882 883 884 885 886
Organs and findings Necropsy timing S S S S S S S S S S N S § S S S S S

Urinary system
Kidney % % % % % % % % % % % %
Tubule, basophilic - - - - _
Cast, profeinaceous - - - _ - -
Cellular infiltration, lymphocyte - - - - -

Genital sysiem

Uterus % ¥ % % ¥ ¥ % ¥ % X ] %
Cyst - - - - - -
Endocrine system
Adrenal A
Deposit, pigment, zona reticulosa, brown ~ - - - - - ~ - - - = - I N t-

Abbreviation: S, scheduled. '

Grade sign: -, none; t-, slight; +, mild; +f, moderate; +++, marked

There was no remarkable change in the liver, lung, thymus, spleen, heart, ovary, pituitary, thyroid aund brain in the controel group, and in the thyroid
in the 100 mg/kg group.
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Appendix 31 - continued Individual histopathological findings in juvenile female rats trealed orally with benzene 1,3,5~triol for 18 days
followed by 63-day withdrawal period
Group and dose 500 mg/ke
Animal No. 893 894 895 896 897 898
Organs and findings Necropsy timing S S S S S N
Urinary system
Kidney )
Tubule, basophilic + - - - - -
Cast,proteinaceous L
Cellular infiltration, lvmphocyte + - - - - -

Genital sysiem

Uterus
Cyst - - - = -t
Endocrine systiem
Adrenal A
Deposii, pigment, zona reticulosa, brown - - - = - +-

Abbreviation: S, schedvled. ‘
Crade sign: -, none; +-, slight; +, mild; +t, moderate; +++, marked. _ _ o
There was no remarkable change in the liver, lung, thymus, spleen, heart, ovary, piteitary, thyreid and brain in the 500 mg/kg group.
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