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B031631

4. B

DRU UL RV v 0,20, 100 36 & U8 500 mg/kg O FAETHERED Crj:CD(SD)IGS
S (SPF) 228 BREIKERD®RE L, HhdLEE0liEl JUFREROEILE
gL, toFHELEEELTML.

—RRIREE, [TENMRE, FE, BEE IRE(FHREL IURRETIE, #8)
%’giﬁ’—? CER L BEIIR bhiaho 7z,

ME2ARE T, e ey VBRI I OVERLES ba v R T T RF R
R DFER A3 500 mgkg BEDHEICFE D b Tz,

REEETIE, FEBIVBREEOCEMEN 500 mgkg FHOMEIZFRD ol
F 77, FIBREEOBEIZ OV T 100 mgkg BEOREIZ HFRD b,

BRI, FABOERD 500 mg/kg BEDOREREIZFR D ’Bifbﬁ_
FREARR R I, IR /NE R UERTARRSAE R DS 500 mg/kg BEDMEREIZFR
L oRSY W el

WU, EESEETRICIEE S EEERE L, EEETRE
CHwr L7z,

L EDREREND, RRBREETICRIT BV VN o oEFERE (NOEL)
I IHEDS 20 mg/kg/day, HEAS 100 mg/kg/day & HIET L7z,
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B031631

5. 5

B CEWEOLEERREED—RELT, 7y NCUVRV VNIV E 28
AfERREROBEL, BN 5AEEKOHEER I UFEOEILIZ W TR L
DTHRET S.
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B031631

6. MR X OFHE

6.1 HWEWE

6.1.1 £FR

IR kv (Dibenzyltoluene, BEFR : DBT)

6.1.2 CAS No.
26898-17-9

6.1.3 HEiEN

e
O

614 HTE
272.41

6.1.5 AFESE
6.1.6 ATFH
2003411 B 19 H

6.1.7 fRftHE
EASEEEEAELBEEE R EME LR EXIRE

6.1.8 HEE
99.62 %

619 nv +EE

6.1.10 FEIR
PE BRI

12



B031631

6.1.11 ZF DO LZERIMER

By N

AR 387°C

BrEAS . 30CLLTF

BlkAE . 212°C (& VB

ok S500°CELE

BN . BB TR 0.67 %, LR 3.30%
EEE .  0.4kPa (200°C), 11.0kPa (300°C)
RERE: T—F1 L

Bt . KT AN R

6.1.12 BRFEE&M
BB ANERITAE (FEAE : 25~75C), B, [ELFBTTRFELE.

6.1.13 RESHET
WREREST (42)

6.1.14 ZEMEDHER

RENCER Liza y hOREMIT, YHFEANCBWCEREBMARIRE L UOREKT
BIZHFRIMRIL AT L (IR) ETHEIE L, BERI%Z E DAFERAED IR AT
M EHE L TEEDAA L~ ORI HDZ L LHERL, BRETHD &
Wr L7z (RAER LI RBLUN11.2).

BIEHES © BT — ) SRS OB (FTIR-8300, HRE&HBEEERT)
Tk - B (KBr) ®_EIZ/RAY— L~y N CHBRYMEE—RT=6 L,

FOLENS S I~ DENME (KBr) TEEIY, HELL.

6.1.15 B EOEE
REE (TAFE, FERESIO~RY) £

6.1.16 SHEBRME DT
BRI (2g) DAMIETEELS L.

6.2 K
6.2.1 &%
1%Tween 80 JKIRK

622 vy R NEE
412F1372 (Tween 80 @1 v +&ES, BEE/FEHEAESID)

13



B031631

623 HEEORESE

(a) FTEED Tween 80 % B~ —MIZEFRF CHE L. FRTFEEOR 10%E
OB E = —Ic A, AF—T—%AWTHEREL, BRSEk.

(b) BEUKEZMZ TRTEDREILRD LD, ARVIVEF—TART vy 7 LIk

(c) FREMAIRERBIIAN, FERE THRFTRELE.

624 RTFEEM
WFT. ARERICER L.

6.3 REREW
6.3.1 EinfE
A

632 JHE
Crj:CD(SD)IGS

6.3.3 RECRERNEH
FoiEd AW ESHRRBRICASFEREIN, TEF—INEETHY, ZHOME
EDOANFENFRETHD.

634 BEHL~L
SPF

6.3.5 BEAS
HAF vy —/LA « UN—RRSH (BEAREER)

6.3.6 FEAEME
MERES- 33 U (RYEEMEK : 32 L)

6.3.7 &K - Blfb A

B RS, MRS b S BRORESMS, —RkEeER 1B 1E) #EL,
REERBEN BT R T e R Uiz, £, AMARBIURERT BICREZRE
L, BNMEBCREEORNT LE2HER L. BIIREE TR, REFKAET 3
BRBMEL, —feRExER (1B 1E) BELx.

3.8 HREBRMGREE

W &N

14



B031631

639 BEBRMARFAE
IRESEFIIRED 139~155 g, MEDS 107~123 g TH o7z,

6.3.10 BT
REREAE 2 BENCAERBREBIEAFHEIEIZE 2T, SEOEHEENMISIFH—L
RBEDWTESIT L. £, EROKRESHEIEHEEL20%UNTHDLZ &
PHER LT,

6.3.11 Eh D5l

g - BIMEEIR BELTRD 1X, BoRICHEE CER L, BRIz
HOUTRITEREE TICEMBE T2 BE L~ 7 aF v 7’ 2B0RAR, w71
F v 7Y —F— (DAS-5002 Notebook™ System, Bio Medic Data Systems, Inc.) %
BAWTEEES Lz, 7r—iZi3mg - BIEREF G0 13RRES, 7
—VEE, RE - BbFOBMES, BWE, RIMB I UM ZR& L7~
BT, BESTURIIERES, R EL, H4 (AR, 9wEsS, 8WE,
RFER I ORI ZEE LT V&2t 2L, TERERIIIRESEED
F, BREHEBRERICIIBMESOLDr —V T VBT .

6.3.12 &FEhY O LLER
AFEMWIL, BRERBBEOERIZRT A T A ATHRE G RERH AT TREIT,
Wy L.

6.4 BEMWEFETE
641 FHE=
Sy b AHBEE (BEHMBTIL 4125 8, BERTHIZ2121 E2X2HEH)

642 FERE
6.4.2.1 JBJE
SEHENE : 21.3~24.7C FFAEH : 19.0~25.0C)

6.42.2 FEXHEE
EHEME : 37.0~57.4% (GFEEFH : 35.0~75.0%)

6.42.3 %
6~20E B, F—NTLviax T —

15
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6.4.2.4 FRBARRRE
FEBA 12 IR, B (7:00~19:00)

6.43 EEEH

6.43.1 r—

= 7 L—TRELERAT VAR FTIFEIEHE T —T (195WX325D X
180Hmm, ~¥URFEEHEREST) 2EALE. BRESEORERITIT, 7
— "7 L—TRELERY I —RFx— FiFr— (TR-PC-200, 265W X 426D X
200H mm, bFURESEAREAM) 2EHR L. &K 14 BRERBRHBE L.

6.4.3.2 #EHER
F— 7 L—TRE LEEEART L REEGEESE (M URERESERST)
PHEE LY. K7 BEFEREITHBR L.

6.4.3.3 ¥7kER
BB E R IIEANE (200 mL, b FUREBBHEASH), REKTRIIESR
KRB (F— F 7T v o AT ofE, MR UREREHRSH) 2ERALE.

6.43.4 4FH

F— b L—TRE LI AT v L ARSEE (RESHTIIEERAKEERL, B
ERTRITEBRAKREMNE, FFURZEEBGRASHE) 2EALE. 2B, B
FEHERIER O — VEHLERTIE, NP o= U AREBREERH (vA 78
F vk, =asREREH) OFRECHEEZLEAT AL (M URER
Wk ast) &, BIERRCIE, L P ooy AREBRIESH] (A 7uby b,
T a5 AEREAH) OFRETHEE LCERESENITERE (SUPERMEX, =HT
B At HBROAF—NVRIZREEFERL, B 7 ARERRIIRLE.

6435 FL—

F—r 7 L—TBELETAI =T AR N L — (b FUREREGRESHT) IZFE
ERENM RS (N—FF v, BEFy—L A« YRS 2BWTHER
Li-. BKX7 BEERERBLE.

6.4.3.6 K&

HSSEBEOREROR ) H—RF— Ml — RO, 4 b7 L—TR
B L4 F 7 (BARF ¥ —AR - UA—RKEE) 2RV

16



B031631

6.4.4 fFEE
6.4.4.1 TEXE
WEERE LT ey AESES (CR-LPF, # VU= ¥ VEER T EERESH)

6.4.4.2 ¥EEIE
IR, BRESERER Oy —VEILRE, BHIRESERTERR L OEE
HETRTE DY Fb oA ERE EHICERI® .

6.4.4.3 TEHEE DHER.

ALy MZOWT, FRMEREESMEEANBRELROTE L & —IZER
LT LB EERLEDIFRMESTRRE AF L, YRR OEERIEFIE
EOEEIIES L TWAZ L 2HERLE.

6.4.5 BAK
6.4.5.1 FELE
S5um DT 4 NE—iEBR%, RIREE LzKEK

6.4.5.2 HAKE
R LR, BREHERIE R 0/ — VbR LU R REHERERERRE,
HHBEERI®T.

6.453 M
MR A ¥ 5T 2 — B LU CKERELE 2 BOBECTERL, KE
FICHERL U7~ U OAR YRR EFIBEEDREEEICEE L TWH Z e R L.

6.4.6 INEENMIE
BESTETIR 1 —Vh0 1~20L (A, BEoTUBENFEE & L.

6.5 #5

6.5.1 B - Hik

BOBE, FTARAR—PFIALY U DIEE LTy VAT 7 8@lEB Y T
AnasiRo®RE L.

6.52 REEREH
BWEITA RTA CHERLT-.

6.53 FHIEEEREH
Sy MBI E A2 HEICROBRETEHEE LT, E<AWVWLATWS.

17



B031631

6.5.4 [EI% - i
1 B 1H, 28 HE, 8:38~11:35 Oz E LT-.

6.5.5 [EI - MR OF|INEH
ARBIZBWTERATAINA FI A VI T,

656 FAERBIVHEDOREHEH

0 (XFER), 20, 1003 X7 500 mgke

AERBRIC ST b WIFERT CEME L7 7 B R O &5 FREHER RBaE 5 :B031650,
&0, 100, 500, 1000 mg/kg, EMER @ SEEMERES D) OFER, UTO KL%
R GRS IZRET A1 b,

100 mg/kg BEDMET ALP DIEMEL RO b7z, 500 mgkg PLEDEEOMERE T ALP
DIEE, TFREEOCEHE, TEOEKX, GOT DEEERBICINY 7 V€A R
DIRED B VI EEER S, BET/MREOEE, MROESRE XUCHESEED
EESH D VIIEEER, 72 bor EVBEB LOEELEE S ha R 7 XF
VISR DR B BVIIERERD, MTAES 1 U BEOKMED 5 VIEEER
m, ~v hZ7 Uy bOEE, 7o bo s B UEROERER S OWEEEES e
R T AF VEFEOEEER S FNENED b,

1000 mg/kg BEDMERET v GT OEE, KE, BEEOKEER, ET~E/nE
VEEOEMER L O A MR E 4 RFERER L OREER, M T HmERE S BIFEEER
FEOEMER L TOVGPT ®m1‘é‘75>%m%h WD BT,

bz &b, RRBRTCIIEECEEE(MIRETLLELDND 500 mgkg
EEAEE L, LUTALS T 100%&]2()\20 mglkg OFF 3 BEMEZRE LIz £,

IR (1%Tween 80 ZKIBHKR) DA EHRET A%REE (0mgks) ZEHRE L.

657 BRERKE
WEHEIT 10mlkg & L, BRBICEELEAEICESWTEBR L.

6.6 HERDOTHH

6.6.1 FHik-HHE

FWRNIA = —F U RATORAISEICTER L.
AEBIHIEEEOHBYEZ v — T —IIHE L. ZUZBE (1%Tween 80
KIBK) Mz, T4 AR—F TV o UBIOZHFERT AN CHA LS ¥
#%, A—FAFZTRZEILE. &5, BERENZTHEDOREILRD LD
ART w7 L, 2, 10 B LV 50 mg/ml OFEIK%ZFEFAE L. RENIEEBER
CEM L REESITOREN D, 6~8 BEREE L~ ®EKIIREGIZHT2F
T 8 AR REE TR, - BERTSMET CRTE L (FFPASEH : 1~15C, FEHME : 2.5
~7.0°C).

18



B031631

6.62 EEMEDHESR

R - Fﬁﬁf%ﬁw TO 8 HEDZREMSR GCIEICLY 04 B X100 mg/mL
DEETHER L7: GFRERMESR - A =E 2R 2R FMERT EER
BT, REBREE  B031649, WRATEE11.3).

6.63 BF—EBIOBEOHER

VIEREEEOREREAERI LT GCERRI VAT L. TR, 2 mg/mL
BEWRITHREE 96 5%, 10 mg/mL FBEIRIIXER EME 99.4%, 50 mg/mL H5K
X 102.6%'(3@@ RTEBETI0%UIRNTHDZ L 2R L (BEE 114).
ST FIEIERBRESR CEME L2k EBRES  B031649, RBAKL : ARG
DRIV MV o DSHENY) T — g V) THEREINZFEIC T L.
T HEE LTI R L.

6.64 FARZm< 757 (GC) #HfEs

s HP6890, Hewlett Packard
MH FID (KFJRA Z AL HIE)
H, ; 40 mL/min, Air ; 450 mL/min
BT A HP-1 30mX0.25 mmid., 0.25 um, Hewlett Packard)
BE . (A—7>) 180°C — 10°C/min — 280°C (3 min hold)

(FEA[)  300C
(tfrHE$)  330C
Xy Uy —HR: He (FE B#EE] ; 30cm/sec, T LAY OBRIE, 4—7

RERR EERE)

AA T w7 A He, 25mL/min

BEAE—F A7V v LA

EAE: 1.0 uL

6.6.5 WROFEH

TEITHEVEREEIE (ST-1, ST2 BLONST3) #FAM L.
IR =@y BE
SS-1 WRWE, 50 mg — 50 mL / acetone 1000
SS-2 SS-1, 5mL — 50 mL/ acetone 100
ST-1 SS-2, 1 mL - 10 mL / acetone 10
ST-2 SS-2,2 mL —> 10 mL / acetone 20
ST-3 SS-2, 3 mL — 10 mL / acetone 30

19



B031631

6.6.6 FENREDFHEL
BEEOFHIEZ 72 P CERLT20 pgml BELARD X 910 L THRENAK
L7,

667 HEBIVEEEH

6.6.5 ETHHEL U/ BEEIR (ST-1, ST2 BIUST3) BLUr6.66 BETHRELE

HEWAREZRMRE L GCIZEAL, Zu< N SA0 L0oBBMEOY— 7 E

%%@ELL BERKEDEBERBIOZOY— 7 BN OBRERO—KKXERD
BREBRO—KRIA0 ORENART OWRYE DRE LR, REHAROFARGE

4#6&5&*@%%%E®%F%ﬁmbt.

6.7 [EIEHARM
SHRREER 7Y 500 mg/kg BEDMEES- 5 IEIZ, REHMETH 14 B oEE#M %
RITT=.

6.8 FEERR
. ya s B E BRI T e frs [E11E BRI T 14 A%
(mg/mL) i i HE i3
o @ 57 5 5 5
(10101-10105) ™  (50101-50105)  (10106-10110) (50106-50110)
5 5
20 mg/kg 2.0 - -
(10201-10205)  (50201-50205)
5 5
100 mgkg 10 — —
(10301-10305)  (50301-50305)
5 5 5 5
500 mg/kg

(10401-10405)  (50401-50405)  (10406-10410) (50406-50410)

*1, RREBOEE (5529 R) (fgh ; 2, EEMRKRTER (B43 R) O
*3, B, 4, BIER.

6.9 HE - JEEE
TEHOEBEZBE L. 2B, BLHEORRIIERERERZ2E 1R, $1~TB%
FI1HEEL, 29 HUBEAZEEHHE S L.

6.9.1 —RIRRE

BREHRDO S BHE 1~20 BIX1 B 2E (&EF1, BE5E%K8305), 5 21~28 B
1 B 3E (55, BEES, BREEH 1R 88 L7-. ooz 18 1
[EFBTHFICEBE LT,

20



B031631

6.9.2 1TEIRE

PITFIT R 25 a0, BERtseTRIC 1 [E, RESMPICEAE 1 E, »
THHFRITIT o7, BERERBLVEREHEOREILOVTIE, HF4HIC1
B4 L. REHE T ORE CHBRMEOEEN RO OEBFEO L
niphoteied, EESETIIERELER L2 o7. 2B, BEREBEDH
ERFIZIIRY H—AR % — rlr— (TR-PC-200, 265W X426D X200H mm, b
DRSS NICERFAE L L, BEREHEOEIEEZHRWT, SBMIZ
BB I BRI RERE RS VA MMIUMNMLET 74 v RREETH L E
HiZ, HEERIRY YERBOBEBIVEBIIHE L TV RWENEm L. 5%
IR BIER R L UOMEERE DR R EBITIRMAESR 115 IR L.

(1) BEMREREE
(a) F—Lir—TUWNTOEE
T A — PN TOB O T EZEENT | S8R L.
BREEE : BE:, BAERE, mEEES, Pk
(b) N F) U IREOBRE .
B OERERLS L ERMNOEA, F—UhroROHLUTHRELE.
BREEEH : ¥—Vnb0BRYVHELEE, "RV 5RE, B
27t mE (UME, HEOER), #HE #EEOFEN), R (R
RZeH, RMBEGUIREE), ¥E BEOEHR), KW, TR,
VREE, M, EALE
() =727 4 — NTOBE
F =T 4= ROFLIEMEZR T LENC 2 oMEE L. &
—F T 4=V RIZEME ANBENG, ZOREBELS B A TARE L
7~
REEE . bRy, BEEE, BER, HHE, FAr - B8, K, EF
WEAM, RTORE, R, MAEER, REMEES, FF
1T78), BFEITH
(2) HEerE
(a) FHEZ®T 5 R
=TT 4=V FNTRE L.
BEEE : BERR, MG, BERS, TAYrTFRIR, EFIE
ElEs)
(by TEITHRIE
FORNT F—AF—=VEBAWCTHE L.
BREIEE : RIEHES, BEIEN

21



B031631

(3) BEXREFHEOHEIE ,
B SEE SR EERE (SUPERMEX, =ETHSHARASH) #AVWE. ®REROD
BIEKTR, B h—Rx— VA —Jicg8m e L, 7 —VBlbE T o .
BIEERNCH 2B ) I —Rx— hEr— a3 L, 1 FERIE L. 2235,
RIEETRIEEE»S 10 08ICEEH LT

693 #HE
2EOKELZREREITE 1, 8, 15, 22 BXUV28 BiZ, EMEHIBHITE 29,
36 BI U 42 BIZEFFR (EB-3200S 38 X 1% EB-6200S, HRI&+tBEELUERT)
ZAWCHIELE.

694 TEEE

=P D LI ASALEE S EF R (EB-32008 3 LU EB-6200S, HAEHE
EEIVERD ZEWVWTHAEIEL, £ 1~8, 8~15, 15~22, 24~27, 29~36 B XU 38
~41 BEORIEBREICEBITA 1 EH20 01 BEHEEELEH L. EEEITE
EHEOKRT B THRRL.

22



B031631

6.9.5 IMIRFRIKRE
BERIOEEHESETROHEREIE B2 B8X0043 B) IC&0SE8M & Hi
HOYFEVHEEL, FAXRVE—F ) UA (TRF—)b, HOEEKE
) ZEEANRES L TREEL, BRFIRE VI L7z, 8L 72 miks AV Tk
WRTEBEEZRELE. Yo hor P UBEBIOERIE S F e RS S RF
VEEREIOEE ORIEITI, BEFEERIE LT 32whv% 7 T VER=F b ) U AKIE
BEEAL, BOSB (12000 pm, #12000g, 3 4, #4C) LTHEHNM
BEBWE. 2OMOEE OBIEIZIX, #EFELER] EDTA-2K T L Mik%E
AWz, £7-, Wright eEBBRRIEAZIRERL, RFELEZ. BROMKEB LW
MEBITRER T, BELE. 228, 20 mgke HOM 1 4] (EMHES : 50204)
IR (R O LELTORELER L) o7,

HH Fik RIEZS
RILERER (RBC) BoR{bAE — kot L —FF—FCM ¥ (a)
~NES O EE (Hb) VT UAMNETBE VA (@)
~< 7 Uy ME (H) ERRALALER — R 5T L — P —FCM ¥ (a)
WHIFRIMEREFFE (MCV) RBC & Ht LW EH -
PRI ERMERE (MCH) RBC & Hb LW EH -
FFRmERMAREE (MCHC) Hb & Ht LhEH -
AR M ERE (Ret) RNA %812 & 5 L—Y—FCM ik (a)
/RE (PLT) BROIRILALER — IR 5T L— Y —FCM 3k (a)
7u ha v rEE (PT) SeBELR H T (b)
| %FE{%@@ ca RS T AT R SeEE A ®)
B ifnEk$ (WBC) et R EESERIIC L B L—Y —FCM ¥ (a)
~NFF X —BRAIZ LD FCM BB
WBC 4338 (WBC Diff.) FUOBREREEEAIC LA LV —F— (a)
FCM ik
I EHER -

(@), ADVIAI20 (VA4 =)L AT 4 B AR ESH)
(), CA-510 (/R A w7 Z¥REH)

23
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6.9.6 MIKAENFEHIRE

B031631

X BHEESIREICEE R U2 MR 0 — 582 IR G 30 DL LEER, =008k
(3000 rpm, 2050 g, 104yf, #94°C) U, &b-MfiEzE AW TKROEE &8

E L7z, MEROMIFEIT20C FraaH

Fr (BREBEEERR) ETICEELE.

—15CLAF) THmEBREFEL, RBKT

HE Fik
ASAT (GOT) UV-rate & (JSCC 2 E¥R)
ALAT (GPT) UV-rate ¥ (JSCC BB 15)
y GT y-INE I p-= b7 =l REEHESSCC RREE)
ALP p-=ha7z=1) VBBEZE (JSCCHEE)
weI LYY BER{E (BOD 1K)
RFEZER E#%-UV ¥ (Urease-LEDH %)
VLT F= B%5275 (Creatininase-POD 1£)
Ia—R B%7E (HK-G6PDH ¥%)
B L RFo—)L E£5R1E (CO-HDAOS ¥)
N ZVD®F4 K BRE (GPO-HDAOS ¥, 7' V& U V{EEE)
WER Biuret 15
TIT I BCG &
AG i BEABIOTATIVIVES
VRN OCPC ¥
Y B¢s=E (PNP-XOD-POD 1£)
FrUTA A A BRIREBE
VRN A A BRI EBIE
7 a—)v A F IR ERE

BIFEHEEE « TBA-200FR (BERAHERE)

24



B031631

6.9.7 REBEE

BEHIMSEIE (F 23 B) ICEEEMRE S IE (SHEEMESO/NSVIEIZ 55)) %
BREER —ICB L, FEERAZERL T, REICFRTRBREIC X 5EE 208
E L7, FEEREEFF RS K OMAKE B2 2o T2, FlRITRERNIC
BEL, VEENELNREZBR L. ZORE, BIREDNRholzzd),
REHE R OZFDMOIER DRER X OEESHEFOLER ORE L L7220
S, REIZHAWERIIREKTKRE, BELE.

EH FiE BIEHSRE
pH RERRIE (@
EH RBRIE ()
Fa—R PRERHKIE (@)
rh o HERRE (a)

v LY R (@)

=ik HERRIE (a)

=0 BV AN AR (a)
B TEHRR

@, ZV=7v7100 (XNN\A ) AT 4 ANVERREH)

6.9.8 JREFEHRE
6.9.8.1 ZFEEE
SEYOTEROREERY>EF R (AW-120, XA SERWER % HVWCH
FEL. FRAMEOREIXE LD TRIE LE. £/, &3 B OKEICE SV THES
BE GHEER) 2EHLE.

fhe, BhE, B, R, BRI, IR, iR, R B, ObE

6.9.8.2 JRERMETIRAT
BT OVT, FME, BEREIRZEIE - i L, ZREIEEEIAR L.

6.9.8.3 JFREHBEZORE

LB O TEORE - EBEEAEIR L, 10vol% D VEEE AL~ U VK CEE
L, B#ELE. HEL, BRBIUWREEIIT 7 % (Bouin ) T, IREKE
N —BRFZ Y R Y V¥R (Davidson #8) TEEH, 10 vol%F Y EEEE =L
< IR CHRELT.

B CRBM, /MR L OBz a8, 7, 8, + 280, =5, B (8
A TiREEte), B, KB, ER R CBE, BE, M DR, K
B, EREK - ~N—F =R, TEEK FRE (ER/MEET), [EB LU,
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%%,W%,%ﬁiﬁ,%ﬁ%,%ﬁ,%,%% TEY 38, BREY
VoNE, AERRE (RERFFICAT TR, BiE ORBRH)

SRELAERR AR Y, REHER TREENEMW OXREE L 500 mg/kg FED EFLD
BE B OWTEEIL s T b F VY v s U RBERTERIL,
ﬁ#bt FOWER, wBRYWEOEENEDLN D ELBEHEOBIZRD b
7o, BEBIRR T HAELEM D 20 B L TN100 mgkg B, 726 NCEEEFBRKT
% IEE BN OMEREL B O FFBIZ DWW T H ERICRE L E R L.

6.10 FEEHFEIREMT
ﬁg7 2%, ZELBREETHREFNEEELET Lz, 7725 Bartlett
12 X BESEMDOREZITV, THNRELWREEIT—TEES BT, 28
%L<&%%€ﬁKﬂ$&Wﬂﬁ@ﬁﬁ%ﬁot BHRICEEENRD NS
2% Dunnett JEE 7213 Dunnett BLOSZEHBBREZTo72. 5T —#1, axXb
D 2 BREERT, BEEENRDLNEE, Amitage D x *HBECHEBEH L EH
ERp i L. BEKEIL5%E Lz, Amitage D x *BEIZ/ S—YFa e
2—FZEAVWEERB Y7 T R, TOMOREIIREMERRI T L
(MIiTOX, =FEfRs AT AEARE S RV TET L.
R EHIBAT OHZRERIXTRO®Y Thd. —REE, TERE GERER
B, KT A RIROBE) B OYREMEIREIZ OV T, SEHFEAAET
B Lo T

ZEERE :

RE, BiEE, NEFHHRE, IRELFHRE, REEE (EHEE, HEXE
B), TOREHET—¥ FIEES, #BEESH, BREHE)

X HTE

RgE (pH, BA, Jva—X, 7 hUR, BYALEY, B, vevl) ) =5
V), TRERERR AR
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611 L a—F A5 ADOfFEH

UUTFICFRTF—Z O, EHB I OEHICRELEMR R AT L5 MITOX, =
HE T AT AEFERSH) AFERA L. Y AT A0aYa—47a b
a— NI T — X UNESHE, T A INEDOHBEEZERRE L. 2 Pa—HF TR
FADTa ha—LER L LTB031631_ (T —"—FZER) AWz, 22
L, aXb O 3 RETHERENRD ONBATIE, BFEY 7 b yv=T %7
o255 (Amitage @ x2HE) Lz =Y FiarEa—F%AWT Armitage
D P REERAT ST

F—AINEBLIUEH :

(KE, BST, BREREEY, BEE REHRE, MEACENRE, K&
= (pH, BH, FVa—X, 7 rfE, BUAEY, B, vevE) /—=5Y),

LEEE WHEE, AXNEER), FEARFIRE

S>— X E£5H
—RIREE, REAETIRE
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7. FER

7.1 —i¥IREE (Table1, Appendix1,2)

2 5 HR I PREEEDS 100 me/kg BEOHE 1 B, 500 mg/kg FEDHE 7 41, M 9 H1CTRE
S, AEGITREEEY HREHK 30 SRR LR, B54£ 1 BEICITE
FWEELTRY, RES—BHIZERTAIE(LTHok. WML 100 mykg FED
BETITE 19 B, 500 mg/ke BEOMETIIE 15 BLVRHRL, REFBPHR S
Ni-. ZOMOBEETIE, BEEERIIRDO LR T.

EEER ITIE, 1L EFERITRD bikhrol.

72 ATEMRE

721 FEAIZEREE (Table2, Appendix 3)

R—br—THN, N R U IEBI OG- 7 4 — /L RTOEETIE, WT
NOBEICBWTHEEIIRO bR 2T,

7.2.2 KSREHRZE (Table3, Appendix 4)
FRE T2 B RSN TR OB B W T RI%H VY, EHIBHRIE Tlatfm
HLAEBREIIED DNl

723 BEESHEORE (Figurel, Tabled, Appendix 5)
MRt & b A BRELIEIFED b o,

73 {KE (Figure2, Table5, Appendix 6)
ML b BEREITERO bR 0Tz,

7.4 FEEEE (Table 6, Appendix 7)

MRz, BAEEOEED 500 meke BOMETE 27 BIZRO biviz. A&k
IR OBE TH D 2 ENDERFNERITEL, EF20RAEL—BETH
STz e, WERMERE LIXEEDRWEL & HE L.

75 M¥RFERIMRZ (Table 7, Appendix 8)

B EHEK TIRORETIE, Yo b /I: VR L OVEH RS b R TS
A F VRS OEED 500 me/kg HEOHEIZRD bz, £OM, 7m ba vk
R oERER L VA MERSEIC BT A EREEEMIRLLORED 500 mg/kg B DO
IR b8, b\?‘h%%f“ﬁ&'fﬂzf% VD (RFEEN1LE), WBRYERE & IT
ESE D2 L &l LT,

EEHIMR TEORE T, BMmERSEITR 7‘5%@%{:@4&1‘5# 500 mg/kg D
HEZH O, I/ IMRE DIRAE DS 500 mg/kg BEOMEIZFR D b, Wb s
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BIBE TERORE TIIERH b TE 5T, WERWERES & IXEEORWEL & H
L7,

7.6 MEAEZHRE (Table8, Appendix 9)

£ SHMKTRORE T, ASAT (GOT) DIEEHS00 mykeBOHITID i
7. FOM, B L AT m— L ORENR20E & TN00 mg/kgBE DHEIZFR O b iz 53,
FE L OREEMIIRL, HBRYERE LIZEBEDRWELEHRT L.
EERREK TIREORETIL, E#Y L OEMEMN500 mgkedfDREIZA DIV, vGT
DEMER L7 o —/LOEENS500 mgkgBEDIEIZFRD bz, WTINbREH
R TROBRETHERED b TRELT, HRYERS LITEED VAL & HET
L7z,

77 R¥ZE (Table9, Appendix 10)
BEEM T OREEREIZBNT, M bFERELEIFBO ORI T.

7.8 ZREEE (Table10,11, Appendix 11,12)

B 5B T RRZIE, FFIROETT EER S O EEOEE D500 mg/kghf DMERE
WD b, FBROEMEEDOREIXI00 mgkgftOBICHRBO O, F,
ElgOMERER & tﬁ*ﬁﬂﬁim%‘@:ﬁisoo mg/kgFE DI, BIROMBXNEEDSE

73500 mg/kgRE DMEIZFR D HiLTz.
[EIERARE TR, WREHHETRICERED DN R L OB RO EED
EED 500 mg/kg BEDREITTRD B, ZORBEITHALITER L TWe.

7.9 JRIEMEBHE (Tablel2, 13, Appendix 13)

BRI E R 5 R A Ui BN HEREDITIBIZ R D b 7.
BB TR ORI T, FHROBERAS 500 mg/kg BEDOMERERFIZFE
iz,

[EEH R TR OMEEIEM I, (MHRETRITBD bhviaroTz.

7.10 FFEAARKFRIRE (Table 14,15, Appendix 13)

W E R EICER L 2B S HERED FFIRIZER O b LTz,

B EHIRE T R OB I, FHRO/NERDMEFRREIER DS 500 my/kg FED
HERES- 4 BIIZERD b7z,

EE#RR T OB EY T, ZOEITRD R T

Z DM, Ex OMBEIREERRETRE ctmﬁlfﬁﬂ;ﬁ R T R OB 158
DO, Wb Ty FTIHEREMICRRTIEMTHY, ET0REER
WIS ARBEEGRD NPT 2 &b, HRYWERS LIIEEDR
b & LTz,

29



B031631

8. BEBIUER

TRV R % 0,20, 100 8 KT 500 mg/kg O E THERED Crj:CD(SD)IGS
S w h (SPF) 1228 HREIRERAHZE L, HNAEEFEOHERLUEREBOELE
BEL, ToFELEEEZFMLZ.

—BREECIE, FREEDS 100 me/kg BEDHE, 500 mg/kg BEOMEREIZER® vz, ARE
IR E#A—BEICRE L TRY, EBESHEREOBRMRRA~DIER%E
Fehe s kO REMERD b adhol. LicioT, KRB TR OIHRE
EBRME R S ET A REMOERIC Lo THBS N bDLE L bh, BHEF
HIEEIT 2V H O LHIMT LT
MEEARETIL, 70 el e VRS LONEELES bR YRS T AT R
M DIERA 500 mgkg BEOBIZBO bh, ERYERSITER LR FBIL
7z
IR AL S EORREE TIE, ASAT (GOT) DIEMEAS 500 mg/kg BEDREIZFR W DTS,
EETHS L OBEFHERIIES, FLREVENTHLI LD OF
FHERL116), BBRMERE L IXEREDRVELLHET L.
FHBEEDOSE 100 mgkg FEOEER XU 500 mgkg BHEDOMERHEIZA BN, HIHRT
PR O IERAS 500 me/ke BEDMEREIZERD b7z, REMBPIOREORE, I
B> SE T LA ATRIRIER 35 500 me/kg BEDBEREICRBD BTz, FFIRO NIEFL
M IERITRE . O ER S LY LI UIEERE S, —BREIZSEy G
BERTREIC L B AROMSIERG L E 2 b Cs (1), ARBICIT bR
DIERRIC L 0 AT/ NES DR RIIIEA S FEE L b 0 LT LT, F 72, ik
DACEER ST & ) B S/ NER LIRS, BeSHRIEIC X 0
CEETEZ AL TEY [1], ARBRIZBNTH 2 BRIOFEEAREIC L
Dk Uiz, ¥io, BROWEHERS UM EEORES 500 mgkg BHOME,
FES EE OGS 500 mgkg BEOMEICTRD b, HBRHEREICER LR
¥ L7z,
B U722 i, EESRE T RHCIIEE E o EEER R L, BRI R
& L7z,
TERE, HE, PRSI ORI T, WREE SRR L
S iz.

PLEORERM D, FRBREETICRIT B2V U M DS = (NOEL)
IIHEDS 20 mg/kg/day, WEAS 100 mg/kg/day & Hlir L7z,
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9. ZEW

1. Greaves P. Digestive system 2. Liver, hepatocellular hypertrophy and hyperplasia.
In: Greaves P, editor. Histopathology of preclinical toxicity studies. 2nd. ed.
Amsterdam: Elsevier; 2000. p.445-452.
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Figure 1-1 Motor Activity (Male, week 4 )
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzylioluene in Rats

Study No. B031631

Table 1 Clinical Sign ~ Summary Male

Test Substance Day 1 2 3 4 5 ] 1 8 9 10 11 12 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 (O 20 10 20 10 20 10 20 10 20
DBT Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 tO 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 No Abnormality 10 10 10 10 10 10 10O 10 10 10 10 10 10 10 10 10 10 f0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
DBT Number of Animals 5 5 5 5 5 5 5 5 5 5 5 5 5 §5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 § 5 5 5 55
20 No Abnormality 5 5 5 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DBT Number of Animals 5 5 5 5 5 5 5 5 5 5 5 65 5 5 65 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5§55
100 No Abnormality 5 5 5 5 §5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 65 5 5 5 5 &5 5 5 5 5 5 5 5
Salivation t 00 0 0 0 00 00 90 O0O0OCO0OODODODOTDODTDOD OO TO0OO0OTO0OTO0OCTO0OTO0OTOTO0OTO0OCTOCO0OTO0OODO
DBT Number of Animals t0 10 10 10 10 10 10 10 10 10 10 10 10" 10 10 10 10 tO 10 10 (O 10 t0 10 10 10 10 (0 10 10 10 10 10 10
500 No Abnormality 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 (0 10 10 10 10 IO 10 9 10 7 10 6
Salivation 1 00 0000 00o00CO0OTOCO®DODOO0OTOCOCO0OTO0OCTDOCDTOTDDOTODOTO0OO0OTO0OODODT O 3 0 4

4+, Preseni; 1, Slight; 2, Moderate; 3, Severe;

Time 10:Before dose, Time 20:About 30 min. after dose on Day 1-20, Just afier dose on Day 21-28, Time 30:About after 1 hr. dose on Day 21-28



Twenly-eighi-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B03163!

Table 1 Clinical Sign - Summary Male

Test Substance Day 18 19 20 21 22 23 24 25 26 21 28 29 30 31 32

Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 30 10 20 30 10 20 30 10 20 30 10 20 30 10 20 30 10 20 30 10 20 30 10
DBT Number of Animals 10 10 10 10 10 10 10 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 1O 10 10 10 10 10 10 & & 5
0 No Abnormality 0 10 10 10 10 10 10 10 10 10 f0 10 {0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 & 5 5

DBT Number of Animals 5 5 5 5 §5 5 5 5 5 5 5 5 5 §5 5 5 5 5 5 5 5 5 5 §5 5 5 5 5 5 § 5

20 No Abnormality 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 § &5 §5 5 5 5 5 5

DBT Number of Animals 5 5§ 5 5 5 5 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 5 5 5 § 5 §5§ 5 5 5 5 5§

100 No Abnormality 5 5 5 4 5 4 5 4 5 5 5 5 5 5 5 5 4 5 5 5 5 5 4 5 5 5 5 5 §5 5 5

Salivation t 00 610 10t 0o050O0O0O0TG0CO0CTT O0OCO0CO0OCDODO0DTLT OCOGCO0OO6C D0 O0O0 O
DBT Number of Animals 10 10 10 10 10 10 10 10 10 {0 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 35
500 No Abnormality 1 810 7 10 610 7 9 10 81010 8 910 8 7 10 7 1010 8 8 106 9 8 10 8 9 10 5 5 5
Salivation {r ¢ 2 90 3 0 40 3 1 0 2 00 2 1 0 2 3 0 3 0 0 2 2 01 2 0 2 1t 0 000

+, Present; I, Slight; 2, Moderate; 3, Severe;

Time 10:Before dose, Time 20:About 30 min. after dose on Day 1-20, Just after dose on Day 21-28, Time 30:About after 1 hr. dose on Day 21-28



Tweniy-eighti-day Repeat Dose Oral Toxicity Test of Dibenzylioluene in Rafs

Study No. B031631

Table 1 Clinical Sign - Summary Male
Test Substance Day 33 34 35 36 37 38 33 40 41 42 43
Dose (mg/kg) Findings Time
DBT Number of Animals 5 5 5 5 &5 5 5 & 5 5 5

0 No Abnormality 5 5 5 5 5 5 5 b 5 5 5
DBT Number of Animals
20 No Abnormality
DBT Number of Animals
100 No Abnormalily
Salivation 1
DBT Number of Animals 5 5 5 5 5 5 &5 5 5 5 5
500 No Abnormalily 5 5 5 5 5 5§ § 5 §5 5 5
Salivation P06 0 0 0 0 0 0 0 0 0
+-, Present: 1, Slight; 2, Moderate; 3, Severe;



Twenily-eight-day Repeat Dose Oral Toxicity Test of Dibenzylioluene in Rats

Study No. B031631

Table 1 Clinical Sign - Summary Female

Test Substance Day 1 2 3 4 5 ] 7 8 9 10 11 12 13 14 f5 i6 17
Dose (mg/kg) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20
DBT Number of Animals 10 10 10 .10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1D 10 10 10 10 (0 10 10 10 10 10 19
0 No Abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
DBT Number of Animals 5 5 5 5 6 65 5 5 5 5 5 5 5 5 65 5 5 5 5 5 5 5 5 5 5 5 5 § 5 5 5 5 5 5
20 No Abnormality 5 6 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 5
DBT Number of Animals 5 5 5 5 5 &5 5 5 5 5 5 5 5 &5 &5 5 5 5 5 5 5 5 5 5 5 §5 5 5 5 5 5 5 5 5
100 No Abnormalily 5 5 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 §5 5 5 5 5 5 5 5 5 55
DBT Number of Animals 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
500 No Abnormality 10 10 10 10 f0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 8 10 7 10 7
Salivation 1 0 0 0 0 00 0 0OCTOCTOOOTODTODOTOCO OO OO OTO0OCOTO0OTO0OTO0O O O0OTD0D 2 0 3 0 3

+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10:Before dose, Time 20:About 30 min. after dose on Day 1-20, Just after dose on Day 21-28, Time 30:About afier ! hr. dose on Day 21-28



Tweniy-eighi-day Repeai Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 1 Clinical Sign - Summary Female
Test Substance Day 18 19 20 21 22 23 24 25 26 27 28 28 30 31 32
Dose (mg/keg) Findings Time 10 20 10 20 10 20 106 20 30 10 20 30 10 20 30 10 20 30 10 20 30 10 20 30 10 20 30 10 20 30
DBT Number of Animals 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 5 & §
0 No Abmormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5 5 5
DBT Number of Animals 5 5 5 5 § 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 6§ 5 5 5 5 5 § 5
20 No Abnormality 5 5 5 5 5 5 5 &5 5 5 5 5 5 5 5 5 5 5 & 5 5 5 5 5 5 5 5 5 §5 5 5§
DBT Number of Animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 §5 5 5 5 5 5 §5 5
100 No Abnormality 5 5 5 5 5 &5 5 5 5 5 5 5 5 5 5 §5 5 5 5 5 5 5 5 5 5 5 5 5 5 §5 5§
DBT Number of Animals 10 10 10 10 10 10 10 10 10 10 t0 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 10 10 10 10 10 10 5 5 §
500 No Abnormalify 10 8 10 610 8 10 7 9 10 7 10 10 10 9 10 8 10 10 8 10 10 8 9 10 8 {0 10 10 9 10 &5 5 5§
Salivation 1 ¢ 2 0 4 ¢ 2 03 1 0 3 00 0 1t 0 2 00 2 002 1 0 2 00 01 0 0 0 0
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10:Before dose, Time 20:About 30 min. after dose on Day 1-20, Just afier dose on Day 21-28, Time 30:About after 1 hr. dose on Day 21-28



Tweniy-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 1 Clinical Sign - Summary Female
Test Substance Day 33 34 35 36 37 38 39 40 41 42 43
Dose (ng/ke) Findings Time
DBT Number of Animals 5 5 5 &5 5 5 §5 % 5

0 No Abnormality 5 5 5 5 5 5 5§ 5 5
DBT Number of Animals
20 No Abnormality
DBT Number of Animals
100 No Abnormality
DBT Nember of Animals 5 5 5 5 5 5 § 5 5
500 No Abnormality 5 5 5 5 5 5 5 5 5
Salivation 1 0 0 0 0 0 0 0 0 0
+, Present; 1, Slight; 7, Moderate; 3, Severe;



Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B03163!

Table 2 Detailed Clinical Qbservations - Summary (Week -1)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
{ 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal l 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 11.5 for details of criter

—

a.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary {(Week -1)
Sex: Male
Items Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

a.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyitoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week -1)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 10. 3 7.4 9.4 10. 0
S.D. 50 5.6 8.8 4.9
Arousal i 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 9 5 3 6
P 1 0 2 4

See Annex [1.5 for defails of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week -1)
Sex:
[tems Test Substance: DBT DBT DBT DBT
Dose {mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 8 2 2 6
p 2 3 3 4
Posture, body position N 10 5 5 10
{ 0 0 0 0
2 0 0 0 ]
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
i} 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—_

d.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week -1)
Sex:
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations {Criteria
Clonic convulsion N 10 5 5 10
l 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
p 0 0 0 0

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 1)
Sex:
Ttems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations {Criteria
Tremor N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
- Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 11.5 for details of criter

—

a.



Twenty-cight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling l 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex IL1.5 for details of criter

—_

a.



Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criterial
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 ]
Open field observations
Rearing Mean 2.9 1.2 0.4 3.7
S.D. 3.2 1.8 0.9 4. 6
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination . N 9 4 4 5
P 1 1 1 5

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 5 2 1 3
P 5 3 4 7
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 -0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
] 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex I1. 5 for details of criter

—

d.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex I1.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary {Week 2)
Sex:
Ttems Test Substance: DBT DBT DBRT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations {Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion : N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
{ 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
{rom the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 ] 0
5 0 0 0 0
6 0 0 0 0

See Annex 11.5 for details of criter

—

a.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex: Male
Items Test Substance: DBT DBT DBT DBT
Dose f{mg/kg) : 0 20 100 500
Number of Animals: 10 b 5 10
Hand-held observations {Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—

a.
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. Study No. B031631
Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex: Male
Items Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
l 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N {0 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 3.8 2.2 1.4 0.8
S.D. 3.0 3.0 2.6 1.9
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 7 5 5 5
P 3 0 0 5

See Annex 11.5 for details of criteria
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Male
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ks) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations {Criteria)
Defecation N 7 2 5
P 1 3 5
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
p 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
l 0 0 0 0
2 0 0 0 0

See Annex [1.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
l 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
) 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
p 0 0 0 0

See Annex 11.5 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of Dibenzyltoiuene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 3)
Sex:
Ttems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations {Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 ) 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
] 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 11.5 for details of criter

a.
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Twentv-eight—-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B03163]

Table 2 Detailed Clinical Observations - Summary {(Week 3)
Sex: Male
Ttems Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criteria.
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Study No. B031631
Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex: Male
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
0 0 0 0
Pupil size N 10 5 5 10
] 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 4.9 0.8 0.4 1.1
S.D. 5.5 1.3 0.5 1.4
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 3 4 5 7
P 2 i 0 3

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 3)
B Sex: Male
Items Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 8 ! 6
P 2 2 4 4
Posture, body position N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—

d.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No.

B031631

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary {(Week 4)
Sex:
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations {Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 ) 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex I1.5 for details of criter

—_

ad
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex:
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
‘ Number of Animals: 10 5 5 10
Hand-held observations {Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
p 0 0 0 0
Trauma N 10 5 5 10
p 0 0 0 0
Color of skin N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure l 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—

a.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex: Male
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
] 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
[ 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 3.8 58 1.4 1.6
S.D. 4.4 5.8 0.5 2.4
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N ) 4 8
P | 0 1 2

See Annex 11.5 for details of criteria
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary . {(Week 4)
Sex: Male
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 8 3 2 3
P 2 2 3 7
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
I 0 0 0 0
l 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
] 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—

a.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzvlfoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations {Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 ) 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 11.5 for details of criteria.
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Study No. B031631
Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Table 2 Detailed Clinical Observations - Summary (Week -1)
Sex: Female
Items Test Substance: : DBT DBT DBT DRT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex !1.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week -1)
Sex: Female
[tems Test Substance: DBT DBRT DBT DBT
Dose (mg/ks) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations {Criteria)
Reactivity to handiing i 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 { 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 ( 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
I 0 0 0 0
2 0 0 0 0

—

See Annex 11.5 for details of criter

a.
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Study No. B031631
Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Table 2 Detailed Clinical Observations — Summary {(Week -1)
Sex: Female :
Ttems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 8.1 3.8 6.8 8.8
S.D 4.5 6.0 5 1 5.2
Arousal | 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 3 4 4 9
P 2 1 1 1

See Annex [1.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary {(Week -1)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 ) 10
Open field observations {Criteria)
Defecation N 9 5
P l 0 ]
Posture, body position N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 10
P 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
I 0 0 0 0
2 0 0 0 0

See Annex [l.5 for details of criter

—

a.
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Table 2 Detailed Clinical Observations - Summary

(Week -1)

Study No. B03163!

Sex:

Items Test Substance: DBT DBT DBT DBT
Dose (mg/ks) : 0 20 100 500
Number of Animals: 10 5 5 10

Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 1.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B03163!

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations {Criterial
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
i 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand~held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
] 0 0 0 -0

See Annex 11.5 for details of criter

d.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Female
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations {Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
p 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure l 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
t 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—

a.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary {(Week 1)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
l 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
] 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
[ 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 85 7.8 9.0 58
S.D. 4.2 2.7 12.5 2.9
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 10 5 3 10
P 0 0 2 0

See Annex I1.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzvitoluene in Rats

Study No. B03163!

Table 2 Detailed Clinical Observations - Summary (Week 1)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 10 3
: P 0 1 2 1
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 10
0 0 0 0
Gait N 10 5 5 10
i 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—

d.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B03163!

Table 2 Detailed Clinical Observations - Summary {(Week 1)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criterial
Clonic convulsion N 10 5 5 10
l 0 0 0 0
2 0 0
Tonic convulsion N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex {1.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
] 0 0 0 0
See Amnex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling l 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure l 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—

a.
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Twenty-cight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations {Criterial
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 6. 4 58 1.4 6.9
S.D. 4.8 3.7 54 1.4
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 10 3 5 10
P 0 2 0 0

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations {Criteria)
Defecation N 10 4 4 10
P 0 1 | 0
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co~ordination movement N 10 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 1L 5 for details of criteria.

—
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: DBT DBT DRT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
p 0 0 0 0

See Annex I1.5 for details of criteria
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (me/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
{rom the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 3)
Sex: Female
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0
Palpebral closure l 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
i 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criteria

—
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary {(Week 3)
Sex: Female
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/kg) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
I 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size. N 10 5 9 10
l 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 10. 4 9.6 9.6 8.5
S.D. 8.4 5.3 9.1 7.9
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 ) 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 10 4 4 10
p 0 1 1 0

See Annex 11.5 for details of criteria
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 3)
Sex:
Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 10 5 4 10
P 0 0 1 0
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
p 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
) 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—

a.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Table 2 Detailed Clinical Observations — Summary

(Week 3)

Study No. B031631

Sex:

Ttems Test Substance: DBT DBT DBT DBT
Dose (mg/ks) : 0 20 100 500
Number of Animals: 10 5 5 10

Open field observations {Criteria)
Clonic convulsion N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex:
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Home cage observations {Criteria)
Tremor N 10 5 5 10
: | 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 9 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
§ 0 0 0 0
See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex: Female
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand~-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
p 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure l 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N . 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
] 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

—
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex:
Items Test Substance: DBRT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Hand-held observations {Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 10. 4 8.2 13.0 9.9
S.D. 7.5 2.8 8.2 8.3
Arousal i 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 10 5 4 10
P 0 0 1 0

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzylioluene in Rats

Study No. B031631

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex:
Ttems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 10 5 4 10
P 0 0 | 0
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
| 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co-ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10 -
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
] 0 0 0 0
1 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 11.5 for details of criter

ad.
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Twenty~-eight-day Repeat Dose Oral Toxicity Test of Dibenzvltoluene in Rats

Table 2 Detailed Clinical Observations - Summary

(Week 4)

Study No. B031631

Sex:
[tems Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Open field observations {Criteria)
Clonic convulsion N 10 5 5 10
l 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
p 0 0 0 0

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Study of Dibenzyltoluene in Rats

Study No. B031631

Table 3 Functional Tests - Summary (Week 4)
. Sex: Male
[tems Test Substance: DBT DBT DBT DBRT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10
Sensory reactivity to stimuli (Criteria)
Approach response 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Touch response l 0 0 0 0
2 10 5 5 10
3 0 0 -0 0
4 0 0 0 0
5 0 0 0 0
Auditory response l 0 0 0 0
2 10 5 5 10
0 0 0 0
Tail pinch response 1 1 1 1 0
2 9 4 4 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Aerial righting reaction 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
| 4 0 0 0 0
Grip strength
Forelimb grip strength Mean (g) 937. 4 942. 0 929. 4 939. 2
S.D. 93.5 59.0 184. 0 126. §
Hindlimb grip strength Mean (g) 509. 6 528. 6 475. 4 543. 4
S. D, 52.4 83. 2 45. 8 36. §

Significantly different {rom control
See Annex 11.5 for details of criteria

. P<0.05 ; #x, PKO.01
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Twenty-eight-day Repeated Dose Oral Toxicity Study of Dibenzyltoluene in Rats

Study No. B031631

Table 3 Functional Tests — Summary (Week 4)
Sex: Female

Items Test Substance: DBT DBT DBT DBT
Dose (mg/ke) : 0 20 100 500
Number of Animals: 10 5 5 10

Sensory reactivity to stimuli (Criteria)

Approach response 1 0 0 0 i}
2 10 5 5 10

3 0 0 0 0

4 0 0 0 0

5 0 0 0 0

Touch response l 0 0 0 0

2 9 5 5 8

3 1 0 0 2

q 0 0 0 0

5 0 0 0 0

Auditory response 1 0 0 0 0
2 10 5 5 10

0 0 0 0

Tail pinch response 1 0 0 0 0

2 10 3 5 8

3 0 2 0 2

4 0 0 0 0

5 0 0 0 0

Aerial righting reaction 1 10 5 5 10

2 0 0 0 0

3 0 0 0 0

4 0 0 0 0

Grip strength
Forelimb grip strength Mean (g 755. 3 770. 0 816. 6 726. 8
S.D. 34. 6 108. 9 96. 6 60. 1
Hindlimb grip strength Mean (g 444. 0 398. 4 396. 8 396. 0
S. D. 59. 6 52. 6 72. 6 61.4
Significantly different from control o %, P<0.05 ; x%, P<0. 01

See Annex 11.5 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 4 Motor Activity - Summary (Week 4) Male
Test Substance Time: 0-10 min 10-20 min 20-30 min 30-40min 40-50min 50-60min Total
Dose (mg/kg) Unit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
DBT Mean 2644.3 1926. 0 672. 0 43.5 25. 8 25. 1 5336. 7
0 S. D 206. 2 624. 7 558. 3 55. 7 23.2 31.9 1243. 2
n 10 10 10 10 10 10 10
DBT Mean 2667. 0 1525. 6 484. 2 71.2 11. 8 19. 6 4779. 4
20 S. D 293. 4 546. 8 494, 5 1017 17. 1 19.9 1019. 8
n 5 5 5 5 5 5 5
DBT Mean 2426. 6 1597. 0 768. 0 389.0 340. 0 314. 6 5835. 2
100 S.D. 262. 7 706. 0 798.0 862. 6 718. 4 656. 9 3394. 7
n 5 5 5 5 5 5 5
DBT Mean 2678.0 1739.4 539.9 36. 6 14. 2 10.5 5018. 6
500 S.D. 198. 9 756. 0 630. 6 38. 4 20. 9 14. 7 1341. 7
I 10 10 10 10 10 10 10

Significantly different {rom control :

*l

P<0.05 ; =%, P<0.01
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Study No. B031631
Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Table 4 Motor Activity - Summary (Week 4) Female

Test Substance Time: 0-10 min 10-20 min 20-30 min 30-40min 40-50min 50-60min Total
Dose (mg/ke) Unit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
DRT Mean 2790. 5 2400. 7 1910. 3 1373. 1 615. 3 334. 2 9424. 1
0 S.D. 348. 5 3335. 2 314. 2 776. 3 630. 7 687. 8 2174.5
n 10 10 10 10 10 10 10
DBT Mean 2617. 8 2134. 8 1559. 0 3563. 8 92. 2 25.0 6782. 6
20 S.D. 141. 0 50. 6 769. 3 479. 1 101. 7 41. 17 1128. 8
n 5 5 5 5 5 5 5
DBT Mean 2859. 6 2299. 4 1754. 6 1120. 0 323. 2 11. 2 8368. 0
100 S.D. 300. 3 241. 8 T12. 2 1005. 6 492. 5 15.17 1934. 3
n 5 5 5 5 5 5 5
DBT Mean 2583. 1 1872. 8 1219.5 657. 2 180. 2 160. 3 6673. 1
500 S.D. 344. 1 742. 3 760. 9 854. 8 533. 5 479. 6 2798. 8
n 10 10 10 10 10 10 10

Significantly different {rom control : ¥, PO 05 ; %, PLO. 01 '
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Twenty-eighi-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table § Body Weight - Summary Unit : g
Test Substance  Day 1 $ 15 22 28 29 36 42
Dose (ng/kg)
DBT Mean 146. 6 202.0 260. 8 306. 4 335.2 330.0 361.0 384. 4
0 S.D. 5.1 10.8 17.3 22. 4 25.0 30. 8 35.0 41,2
n 10 10 10 10 10 5 5 5
DBT Mean 145. 8 195.2 251.0 300. 2 336. 4
20 S.D. 3.7 1.0 8.4 8.0 4.8
n ] 5 5 5 5
DBT Mean 145. 2 196. 6 2518 311. 6 349. 2
100 S.D. 4.4 15. 6 12.9 15. 8 14.2
n 5 5 5 5 5
DBT Mean 146. 7 198.6 204.2 299.9 333.5 336. 4 362.6 387. 6
500 S.D. 4.2 10.0 13.9 16. 3 20. 2 24.3 26. 8 21.0
n 10 10 10 10 10 5 5 5
Significantly different from conirol : %, P<0. 0h; #%, P<O. OL.
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Twenty-eight-day Repeat Dose Oral Toxicity Tesi of Dibenzyltoluene in Rats

Study No. B031631

Table § Body Weight - Summary Female Unit : g
Test Substance  Day 1 8 15 22 28 29 36 42
Dase (mg/kg)
DBT Mean 113.0 150. 9 175. 7 197.3 218.5 224.0 241.0 251.4
0 S.D. 2.6 8.5 12.5 13.4 14.0 20.5 25.2 26.5
n 10 10 10 10 10 5 5 5
DBT Mean 115. 4 151. 0 176.0 198. 6 218.4
20 S.D. 47 2.4 6.6 14,8 10
n 5 5 5 5
- DBT Mean 113.8 148. 8 175 199.6 220.4
100 S.D. 4.4 1.9 10. 3 13.6 16. 3
n 5 5 5 5
DBT Mean 114.2 146. 6 169. 6 190. 2 212.3 210. 230. 4 238.8
500 S.D. 2.7 1.6 1.3 15.4 14.7 16. 25.8 20.9
1 10 10 10 10 10 5 5 5
Significantly different from conirol o %, B0. 05 %% 0. 0L
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Tweniy-eighi-day Repeat Dose Oral Toxicify Test of Dibenzylioluene in Rats

Study No. B031631

Table 6 Food Consumption - Summary Male Unit : g/animal/day
Test Substance Day 8 15 22 21 36 41
Dose (ng/kg)
DBT Mean 23. 41 27. 26 28 57 27. 96 27. 54 27.80
0 S.D. 1.53 1. 80 2. 34 2. 66 3.30 m
n 10 10 10 10 5 5
DBT Mean 22.90 26. 72 29. 32 30. 32
20 S.D. 1. 87 1. 28 1.40 2.21
n 5 5 5 5
DBT Mean 22.32 27. 80 30. 36 31.54
100 S.D. 3.93 1. 33 1.18 .21
n 5 5 5 5
DBT Mean 23. 41 2.1 30. 76 32. 74%%  32.02 31. 26
500 S.D. 1. 82 2.41 2. 14 3.53 3. 11 3.08
I 10 10 10 10 5 5
Significantly different {rom conirol %, PL0.05; #%, P<0. 01,
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Tweniy-eighi-day Repeat Dose Oral Toxicity Test of Dibengylioluene im Rats

Study No. B031631

Table 6 Food Consumption - Summary Female Unit : g/animal/day
Tesi Substance Day 8 15 22 21 36 41
Dose (mg/kg)
DBT Mean 18.71 19. 98 21. 20 20. 85 21.00 U 14
0 S.D. 1. 10 1. 34 1. 29 1. 86 2.20 2.43
n 10 10 10 10 5 5
DBT Mean 19.10 20. 30 21.48 20.12
20 S.D. 0. 37 0.73 1.45 2.28
n 5 5 5 5
DBT Mean 19.32 20. 48 21.32 21,12
100 S.D. 0. 36 0.97 114 1. 51
n 5 5 5 5
DBT Mean 18. 68 20. 62 22.09 21.94 23.12 24.74
500 S.D. 1. 30 1. 98 2.59 2. 65 2.58 3.96
! 10 10 10 10 5 5

Significantly different from control

: %, PC0. 05; % P<0. 01,
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Tweniy-eight-day Repeal Dose Oral Toxicity Test of Dibenuyltoluene in Rais

Study No. B031631

Table 7 Hematology - Summary Male
Test Substance Red Blood Hemoglobin Hematoerit MCV MCH MCHC Plaielet Reticulocyte PT
Dose (ng/ke) Cell Count comc. Count Ratio
x10E6/ 1L g/dL % fL pg % x10E3/ ul % sec
Day 28 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
DBT Mean 7.846  8.642  15.30 15.70 4592  47.82 5854 55327 19.50 1818  33.30 3290 1200.4 1052.4 3. 42 290 17.48  16.58
0 S.D 0.192 0.208 0. 43 0. 41 0. 86 1. 5% 1. 32 1.46 0. 67 0. 46 0. 44 0.28 110. 1 74.8 0.48 0.62 2.32 1.00
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DBT Mean 7.584 14.72 4.5 58. 74 19. 46 33.12 1203. 8 4. 34 17.28
20 S.D. 0. 391 0. 33 117 2. 41 0. 67 0. 41 120. 9 0. 69 1.23
1 5 5 5 5 5 5 5 5 5
DBT Mean 7.798 14. 74 44. 86 57.56 18.92 32. 88 1261. 4 4.28 1.5
100 S.D. 0. 503 0. 80 2.52 1.57 0. 49 0.22 121.7 0. 82 1. 49
! 5 5 5 5 § 5 5 5
DBT Mean 1. 586 8.212 14. 60 15. 42 44. 68 46. 50 58. 92 56. 20 19. 28 18. 66 32.10 33.18 1284.6 1153.4 4.02 2.68 27.16% 18.20
500 S.D. 0.305  0.301 0. 40 0. 35 1.4 0.94 0.50 1.33 0.38 0. 36 0. 44 0.18  149.9 87.8 0. 82 0.54 7.99 2.34
I 5 5 5 5 5 5 5 5 § 5 5 5 5 5 5 5 5 5

Significantly different {rom conirol % PC0. 03; #%, <0, 01.
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rais

Study No. B031631

Table 7 Hematology - Summary Male
Test Substance APTT
Dose (mg/kg)

sec

Day 29 Day 43

DBT Mean 18.10 17.54
0 S.D 1.96 1.05
n 5
DBT Mean 18. 80
20 S.D. 1.42
n 5
DBT Mean 18.58
100 S.D. 1. 06
I 5
DBT Mean 22.62%% 19,62
500 S.D. 1. 67 .77
n 5 5
Significantly different from conirol + § PO, 05; #%, PO 01,
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Twenty-eight-day Repeal Dose Oral Toxicity Test of Dibenzyltoluene in Rats Study No. B031631
Table 7 Hemafology - Summary Male :
Test Substance ¥hite Blood Lymphocyie Neutrophil Bosinophil Basophil Monocyte Large
Dose (mg/kg) Cell Count Unstaining Cell
x10B3/ 1L % % % % % %

Day 23 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 25 Day 43 Day 29 Day 43 Day 29 Day 43

DBT Mean 9.174 9.080 83.82 8118 1246 1418 0. 80 0.94 0.24 0.22 1.78 2. 56 0.96 0.92
0 S.D 1. 674 2.477 3.9 5. 11 3.53 4,04 0. 54 0.23 0. 05 0. 08 0.79 1. 03 0.22 0. 41
n 5 5 5 5 5 5 5 5 b 5 5 5 5 5
DBT Mean 10. 640 80. 14 16. 30 0. 74 0.22 1. 70 0. 86
20 S.D. 3.248 6. 07 5. 68 0.15 0.08 0. 66 0.123
n 5 5 5 5 5 5 5
DBT Mean g 2‘72 83. 10 13.30 1. 00 0.16 1. 56 0. 88
100 S.D. 1. 341 2. 46 2.55 0.29 0.05 0.49 0.24
n 5 5 5 5 5 5 5
DBT Mean 9.434 11.092 35. 86 85. 66 11.00 11. 22 0.80 0. 90 0.18 0.26 1.22 1. 26% 0.92 0. 68
500 S.D. 2.612 3. 498 2. 174 3.59 2.46 3.28 0. 16 0.37 0.08 0.11 0.40 0.24 0.36 0. 36
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Significantly different from contrel % P<0.09; #% PO, 01.
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Twenty-eight-day Repeal Dose Oral Toxicity Test of Dibenzylioluene in Rais

Study No. B031631

Table 7 Hematology - Summary Female
Test Substance Red Blood Hemoglobin Hematocrit MCY MCH MCHC Platelet Reticulocyte PT
Dose (ng/ke) Cell Count CORC. Count Ratio
x10B6/ 1L g/dL % fL pg % x10E3/ L % sec
Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
DBT Mean 7334  7.916 14.44 1510 42.72 44.32 58.28 55.96  19.72 19.06  33.84  34.08 12344 1189.0 3.12 .28  16.70 1714
0 S.D 0.160  0.257 0. 40 0. 56 0. 99 1. 85 1. 52 0. 89 0. 61 0.31 0.35 0.38 1049 52.9 0.49 0.34 0.51 0. 71
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DBT Mean 620 14. 68 43. 63 57. 23 19. 28 33. 65 1196. 8 2. 80 17. 45
20 S.D. 0. 141 0.46 1.45 1.03 0. 38 0. 37 116. 7 0. 54 0. 65
n 4 4 4 4 4 4 4 4 4
DBT Mean 7.212 14. 10 41. 3 57.22 19. 56 34. 16 1107. 4 3.2 16. 06
100 S.D 0.229 0.67 1. 25 1.05 0.58 0. 63 98. 7 0.59 0.76
i 5 5 5 5 5 5 5 5
DBT Mean 7.994  7.862 14.30 14.84 42,44 43.44 5814 5530 19.62 18.88  33.72 3412 1149.8 1106.4¢ 294 2.64  15.304% 16.14
500 S.D. 0.224 0.218 0.62 0.22 1.75 0.74 1.95 0. 86 0.51 0.29 0. 38 0. 33 96. 8 42.9 0.25 0.43 0. 51 0. 60
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from confrol

#, B0, 08; #% P<0. 01
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Twenty-eighl~day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 7 Hematology ~ Summary Female
Test Substance APTT
Dose (mg/kg)

sec

DBT Mean 14. 26 14. 64
0 S.D 1. 09 1.28
n § 5
DBT Mean 14. 28
20 S.D. 0. 91
1 4
DBT Mean 14. 64
100 S.D. 0. 81
n 5
DBT Mean 15. 32 15. 44
500 S.D. 1. 35 0. 89
iy 5 5
Significantly different from control o % KO0 05; #% P<O. 01
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzylioluene in Rais

Study No. B031631

Table 7 Hematology — Summary Female
Test Substance White Blood Lymphocyte Neutrophil Bosinophil Basophil Monocyie Large
Dose (ng/kg) Cell Count Unstaining Cell
x10E3/ ulL % % % b3 % %
Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 23 Day 43 Day 29 Day 43 Day 29 Day 43 Day 25 Day 43
DBT Mean 6.126  6.284  85.44 85.30 10.96 1L 14 .02 0.18 0.18 1. 82 1. 60 0.98
0 S.D 1.954  1.629 4, 88 6. 49 4.21 5. 68 0. 53 0.04 0.08 0. 44 0. 65 0.15 0.35
n 5 5 5 5 5 5 5 5 5 5 5 5
DBT Mean 1. 563 84. 10 11. 93 0.83 0.20 1. 90 113
20 S.D. 0. 354 6. 05 6. 28 0.22 0.08 0. 67 0.43
n 4 4 4 4 4 4 4
DBT Mean 1.672 85. 66 10. 66 0. 82 0.20 1. 62 1. 06
100 S.D. 1. 779 3.08 2.1 0.18 0. 00 0.73 0.217
i 5 5 5 5 5 5 5
DBT Mean 7.620  6.728  86.50  85.76 9.94  10.26 0.94 0.96 0.14 0.16 1. 34 1. 86 114+ 1.04
500 S.D. 1.298  1.238 3.65 2.76 3.18 2.79 0. 34 0.35 0. 05 0.09 0. 44 0.74 0.27 0. 36
il 5 5 5 5 5 5 5 5 § 5 5 5 5 5

Significantly different from conirol

%, PC0. 05; #%, PLO. 01,
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 8 Blood Chemistry - Summary Male
Test Substance ASAT(GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (ng/kg) Bilirubin Nitrogen Cholesterol
U/L u/L /L U/L ng/dL ng/dL ng/dL ng/dL mg/dL
Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 _Day 43  Day 29 Day 43 Day 29 Day 43
DBT Mean 109. 8 102.0 21. 8 23.8 0.8 0.0 652. 6 519. 6 0.10 0.10 11.94 11. 18 0.20 0.20 134.0 128. 0 6.4
0 S.D. 20. 4 10.4 5.3 3.5 0.8 0.0 84.17 133. 6 0.00 0. 00 1. 25 L 0.00 0.00 14.2 5.3 12.7 10.9
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DBT Mean 106. 8 28.0 0.4 658. 4 0. 06 11. 58 0.20 119.0 81. 6
20 S.D. 16.0 2.8 0.5 140. 2 0. 05 1. 47 0. 00 21.5 12.5
n 5 5 5 5 5 5 5 5
DBT Mean 1.8 28.0 0.4 668. 6 0.08 12. 8 0.20 126.2 19.2
100 S.D. 13.1 2.3 0.5 122.0 0. 04 1.62 0.00 8.5 15. 1
h 5 5 5 5 5 5 5 5
DBT Mean 83. 2% 99. 4 26. 2 35.0 0.8 0.2 554.0 477. 6 0.10 0.10 12. 56 12.8 0. 20 0. 22 122. 6 132.0 75. 6 62. 6
500 S.D. 7.9 20.1 2.9 24.6 0.4 0.4 64. 5 24.1 0. 00 0.00 2.49 1.13 0. 00 0. 04 12.2 21.0 17.3 18.6
i 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from control

%, P<0.05; #% P<O. 01.
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rais Study No. B031631

Table .8 Blood Chemistry - Summary Male
Test Substance Triglyceride Total Albumin A/G Ratio Caleium Inorganic Na K Cl
Dose (ng/kg) Protein Phosphorus

ng/dL g/dL g/dL mg/dL ng/dL mmol/L mnol/L mmol/L

Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

DBT Mean 38.2 39.0 6. 58 6. 34 3.20 2.98 0. 940 0. 886 10. 12 9.82 9, 68 8.52 147. 4 147. 6 4,32 4.72 104. 2 106. 8
0 S.D 19.9 20. 9 0. 26 0. 61 0. 14 0.33 0.079 0.073 0.19 0. 30 0. 36 0.18 0.9 1.1 0. 15 0.08 1.5 1.3
n 5 ) 5 5 5 5 5 5 5 5 5 5 5 5 ) 5 5 5
DBT Mean 31. 2 6. 54 3.16 0.928 9.98 9.70 147. 8 4. 26 104. 4
20 S.D. 6. 6 0.47 0.21 0.031 0.18 0.49 0.8 0.27 1.1
n 5 5 5 5 5 5 5 5 5
DBT Mean 42. 4 6. 74 3.20 0.910 10. 06 10. 08 148.0 4.34 104. 4
100 S.D. 26. 3 0.27 0.12 0. 086 0. 11 0.44 0.7 0.17 0.5
n 5 5 5 5 b] 5 5 5 5
DBT Mean 25.0 34.0 6. 66 6. 50 . .16 0.916 0.944 10.12 9.78 9. 56 8.96% 147.8 1480 4,36 464 105.4 106.6
500 S.D. 10.5 24. 4 0.21 0.23 0.13 0.19  0.023  0.089 0.19 0.22 0. 69 0.30 0.4 .0 0.29 0.22 0.9 2.4
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Significantly different from control % PO, 05; ##, PO 01
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Twenty-eighi-day Repeai Dose Oral Toxiciiy Test of Dibenzylioluene in Rais

Blood Chemistry - Summary

Study No. BO31631

ASAT (GOT)
U/L

Day 29

ALAT (GPT)

Day 29

rGT

ALP
U/l

Day 29 Day 43 Day 29

Glucose

ng/dL

Day 43 Day 29

Total
Cholesterol
mg/dL

Day 43 Day 29 Day 43

Table 8
Test Substance
Dose (mg/kg)
DBT Mean
0 S.D
n
DBT Mean
20 S.D.
n
DBT Mean
100 S.D.
n
DBT Mean
500 S.D.

n

134. 6
30.6
0

106. 6
22.0
2

112.2
29.3
5

106. 4
29.5
5

18.8
L1
]

[SC]
oo oo

A

r O
[=r i)

o oo
oo

0.6 0.4 3684
0.9 0.5 oL T
5 9 9
0.4 329.2
0.5 44.8
5 5
1.4 378.4
0.5 60. 0
5 5
1.6 1L2x 3210
0.5 0.4 85.0
5 5 5

0.28 116.2
0. 04 9.8
5 5

110. 0
45
5
105. 6
6.2
5
0.28 1016
0. 04 1.1
5 5

106. 4 94.0 7.8
1.0 16. 1 21.6

5 5 ]

104.0 89.4 83. 8
10.3 10.1 18.5

Significantly different from control

;% B0, 05; #%, P<0. 01
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Twenty-eighi-day Repeat Dose Oral Toxicity Test of Dibenuzyltoluene in Rais Study No. B031631
Table 8 Blood Chemisiry - Summary Female
Test Substance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na K Cl
Dose (mg/kg) Profein Phosphorus
ng/dL g/dL g/dl ng/dL ng/dL mmol/L mmol/L mmol/L

Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

DBT Mean 16. 6 12.0 6. 36 6. 78 3.12 3. 32 0. 984 0. 968 9,58 9.68 8.90 1. 54 146.0 147.8 4.12 4,58 105. 0 109. 4
0 S.D 55 3.8 0. 31 0. 36 0. 16 0.24 0.021 0. 051 0.22 0.16 0. 60 0.51 1.2 1.1 0.13 0.13 1.6 1.1
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DBT Mean 13.4 6.08 1.010 9.58 8. 46 145.6 4. 02 106. 6
20 S.D. 4.8 0. 36 0.17 0. 060 0.36 0. 62 1) 0.38 1.8
n 5 5 5 5 5 5 5 5 5
DBT Mean 13.4 6. 14 0. 980 9. 58 8. 80 146.0 3. 86 105. 4
100 S.D. 5.1 E 0.15 0.024 0.41 0. 39 1.0 0.22 1.5
1 5 5 . 5 5 5 5 5 5 5
DBT Mean 16. 0 12.8 6. 42 -6. 88 3.22 3. 38 1. 008 0. 964 9. 66 9.80 8.98 7. 62 146. 8 147.0 3. 94 4. 42 105. 6 107. 84
500 S.D. 5.0 3.2 0.28 0. 51 0.18 0.22 0. 048 0.073 0.33 0. 37 0.20 0. 31 0.8 1.0 0.15 0. 40 1.5 0.8
1 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Significantly differeat from conirol . % PC0.05; #% PO, 01.
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Twenty-eighi-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats Siudy No. B031631

Table 9 Urinalysis - Summary Male
Test Substance pH Protein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg) .
50556065707568085>8 - +-1+ 4 3% - -1 24 3 - /-1 24 3H - 1+ W 3H - 41+ 2t 3
Day 23 Day 23 Day 23 Day 23 Day 23 Day 23
DBT
0
n 6 0 0 0 0 0 I 3 1 0 1 4 0 0 5 0 0 0 0 00 5 0 0 4 1 0 0 5 0 0 0 0
DBT
20
n 0 0 0 0 0 0 1 3 1 0 1 3 1 0 5 0 0 0 0 0 0 5 0 0 5 0 0 0 5 0 0 0 0
DBT
100
n o 06 0 0 0 0 3 2 0 0 2 2 1 0 5 0 0 0 0 0 1 4 0 0 5 0 0 0 5 0 0 0 0
DBT
500
L 6 0 0 1 0 0 3 1 0 0 3 1 1 0 5 0 0 0 0 0 3 2 0 0 5 0 0 0 5 0 0 0 0
Significantly different from control % PO, 05; %, P<0.01.
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Tweniy-eighi~day Repeat Dose Oral Toxicity Test of Dibenzylfoluene in Rats

Study No. B031631

Table 9 Urinalysis - Summary Male
Test Substance Urobilinogen
Dose (mg/kg)
EU/d!
0.1 1.02.04.0>=8
Day 23
DBT
0
n 5 0 0 0 0
DBT
20
n 5 0 0 0 0
DBT
100
n 5 0 0 0 0
DBT
500
1 5 0 0 0 0
Significantly different from conirol %, PC0.05; %4, PCO. 01,
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 9 Urinalysis ~ Summary Female
Test Substance pH Protein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg)
5.065.56.06.5707.58085>8 - +-1 24 3+ - +-1+ 2 3 - H/-1 2# 3 - 14 M H - t/-1+ 2 3H
Day 23 Day 23 Day 23 Day 23 Day 23 Day 23
DBT
0
I 6 1 ¢ 0 1 0 1 1 1 1 1 2 t 0 5 0 0 0 0 0 4 1 0 0 5 0 0 0 5 0 0 0 0
DBT
20
n 6 1t 0 0 0 0 1 2 1 1 3 0 1 0 5 0 0 0 90 1 3 1 0 0 5 0 0 0 5 0 0 0 0
DBT
100
n 0 0 0 0 0 0 2 3 0 20 2 1t 90 5 0 0 0 0 1 2 2 0 0 5 0 0 0 5 0 0 0 0
DBT
500
n 0 0 0 0 0 0 t 3 1 31 1 0 0 5 0 0 0 0 3 11 0 0 5 0 0 0 5.0 0 0 0

Significantly different from control % P0.05; £, P<0. 01.
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Twenly-eighi~day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 9 Urinalysis - Summary Female
Test Substance Urobilinogen
Dose (mg/kg)
Ev/dl
0.1 102040 >=8
Day 23
DBT
0
1 4 1 0 0 0D
DBT
20
n 5 0 0 0 0
DBT
100
n 3 2 0 0 0
DBT
500
1 5 0 0 0 0

Significantly different {rom control

o %, 0. 05; #%, P<0. 01.
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Twenty-eight-day Repeat Dose Oral Toxicity Tesi of Dibenzyltoluene in Rats

Study No. B031631

Table 10 Organ Yeight - Summary Male
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals Testes
Dose (ng/kg) Yeight
g g ng g g g g ng g
Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 23 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
DBT Mean 310. 8 350. 6 1. 952 1. 920 559.8 417. 6 1. 152 234 5.594 9. 496 0. 666 0. 698 2. 456 2.512 56. 00 50. 86 3.012 3.132
0 S.D 201 35.5 0. 044 0.122 95. 9 33. 4 056 . 163 0. 455 1. 755 0. 061 0.199 0. 093 0. 246 4.22 6. 73 0. 364 0. 287
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DBT Mean 307. 8 1. 978 547.8 1.192 10. 126 0.738 2. 552 52. 44 2. 950
20 S.D. 5.9 0. 063 114.7 0. 061 0. 729 0. 164 0. 076 3.49 0.132
i} 5 5 5 § 5 5 5 5 5
DBT Mean 316. 2 1. 964 637. 8 1. 194 10. 860% 0. 664 . 700 55. 58 2. 816
{00 S.D. 14.0 . 086 208. 8 0.071 0.503 0. 094 0.198 4. 62 0.173
n 5 5 5 5 5 5 5 5 5
DBT Mean 294. 6 352. 4 1. 910 2.002 546. 2 465. 2 1.182 1.278  11.700%% 9. 872 0. 690 0. 720 2.776%  2.640 54. 68 56. 14 3. 020 3.220
500 S.D. 15.4 24. 9 0. 075 0. 075 129.2 117.4 0.171 0. 137 1.078 1. 087 0. 023 0. 041 0.234 0.332 4.90 9. 80 0. 201 0. 313
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different from control

%, P<0. 05: *#, P<0. 01.

83



Twenty-eighi-day Repeat Dose Oral Toxicity Tesi of Dibenzylioluene in Rais

Study No. B031631

Table 10 Organ Weight - Summary Male
Test Substance Bpididymides
Dose (ng/kg)

g
Day 29 Day 43

DBT Mean 0. 746 1. 026
0 S.D 0. 054 0. 099
n b) b]
DBT Mean 0. 766
20 S.D. 0. 069
n 5
DBT Mean 0. 748
100 S.D 0. 076
I 9
DBT Mean 0. 768 0. 982
500 S.D. 0.070  0.106
n 5 5
Significantly different from control o 4 P<0.05; #% PO 0L
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Twenty-eighi-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 10 Organ Weight - Summary Female
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals Ovaries
Dose (ng/kg) Weight
g g mng g g g g mg ng
Day 29 Day 43 Day 23 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
DBT Mean 197.6  231.4  1.806 1.830  451.6  388.4 0.774 0.874  6.512  6.432  0.450 0.550 1.620 L.7T10 60.92  69.82 7842 9124
0 S.D 6. 2 24.5  0.032  0.020 1011 75.5  0.050  0.138  0.233  0.532  0.048 0.107 0.120  0.190 2.75 1. 14 9.45 10.71
1 5 5 5 5 5 5 5 5 5 5 b 5 5 5 5 5 5 5
DBT Mean 202. 8 1. 830 526. 0 0. 844 6. 664 0. 540 1. 686 59. 96 87. 92
20 S.D. 1.6 0. 057 106. 6 0. 055 0. 503 0.072 0. 118 9. 91 8. 16
n 5 5 5 5 5 5 5 5 5
DBT Mean 203. 4 1. 906 471. 8 0. 820 6. 966 0. 542 02 72.24 92.72
100 S.D. 15.7 0. 062 63. 1 0. 059 0. 617 0.068 110 15. 89 15. 17
n 5 5 5 5 5 5 5 5 5
DBT Mean 192.6 2214 1.842  1.880  463.4  415.6  0.762  0.826 8. 270%+ 7.048  0.528 0.498 1.738 1.800 66.38 73.84 81.40 9512
500 S.D. 9.5 19.8  0.003  0.056 95.5 95.8 0.076 0.043 0.773 0.801 0.120 0.054 0.181  0.115 5.46 1221 5.18 5. 69
il 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

Significantly different {rom control

+ % P<0.05; #% P<O0. 0L
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of Dibensyltoluene in Rafs Study No. B031631

Table 11 Relative Organ Weight - Summary Male
Tesl Substance Final Body Brain Thymus Heari Liver Spleen Kidneys Adrenals Testes
Dose (ng/kg) Yeight

g % x107%% % % % % x107°% %
Day 29 Dav 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

DBT Mean 310. 8 350. 6 0. 630 0.550 181.00 119.50 0.372 0. 354 3. 096 2. 692 0.214 0.198 0.792 0.716 18.08 14. 50 0. 970 0. 898
0 S.D 2.1 35.5 0. 043 0.034 34. 54 .41 0.032 0.024 0. 184 0.225 0. 021 0.038 0. 042 0. 045 1. 69 0. 66 0. 105 0. 091
n 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DBT Mean 307. 8 0. 642 178. 34 0. 386 3.292 0. 238 0. 828 17. 06 0. 958
20 S.D 55 0.022 39. 70 0. 021 0.271 0. 051 0.022 1. 44 0. 030
n 5 5 5 G] 5 5 5 5 5
DBT Mean 316. 2 0. 620 201. 06 0. 380 3.434 0.210 0. 852 1. 58 0. 830
100 S.D. 14.0 0.019 64. 23 0. 021 0. 057 0. 027 0. 062 1.23 0.043
n 5 5 5 5 5 5 5 5 5
DBT Mean 294. 6 352. 4 0. 650 0.570 184.88 131.98 0. 402 0. 364 3. 970%% 2.798 0.234 0. 204 0.9423% 0.754 18.58 16. 00 1. 028 0.912
500 S.D. 15.4 24.9 0. 028 0.042 39.42 33. 30 0. 043 0. 048 0. 245 0.129 0. 018 0. 013 0. 064 0. 094 1.73 3. 11 0. 081 0. 071
hit 5 5 5 5 5 5 5 ] 5 5 ] 5 5 5 5 5 5 5
Significantly different from control o % PO 05; #%, P<0. 01,
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 11 Relative Organ Weight - Summary Male
Test Substance Epididymides
Dose (mg/kg)
%
Day 28 Day 43
DBT Mean 0.242  0.294
0 S.D. 0.019  0.029
1 9 5
DBT Mean 0. 250
20 S.D. 0. 019
n 5
DBT Mean 0.238
100 S.D. 0.019
n 5
DBT Mean 0.262  0.276
500 S.D. 0.029  0.021
1 5 5
Significantly different from conirol %, PC0. 05 #4, 0. 01
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Tweniy-eighi-day Repeat Dose Oral Toxicity Tesi of Dibenzyltoluene in Rats

Study No. B031631

Table 11 Relative Organ Weight - Summary
Test Substance Final Body Brain Thymus
Dose (mg/kg) Yeight

g % x102°%
Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

Spleen

Day 43  Day 29

N
Day 43 Day 29

Adrenals Ovaries

x1073% x103%
Day 43 Day 29 Day 43 Day 29 Day 43

DBT Hean 197. 6 23,4 0.916  0.796 228.12 167.84
0 8D 6.2 245  0.023 0.086  47.21 25.96
n 5 5 5 5 ] 5
DBT Mean 202. 8 0. 904 260. 36
20 S.D. 11.6 0.038 56. 21
n 5 5 5
DRT Mean 203. 4 0. 942 234. 42
100 S.D. 15.7 0. 082 46. 32
n ) 5 5
DBT Mean 192.6 2214 0.956  0.854 240.24 186.52
500 S.D. 9.5 1.8 0.029  0.063  44.06 34.27
n 5 5 5 5 5 5

4. 288%% 3. 178%%

0.228
0.019
5

5 ] 5 ] H]
29. 64 43.52
5. 36 5.08
] ]
35.58 45. 90
7.45 9. 04
] ]

0.814%% 34.46  33.52 4230 43.26
0. 035 212 6. 06 2. 56 4. 65
] 5 5 5 5

Significantly different from control %, P<0. 06; #%, PO, O1.



Twenty-eight-day Repeat Dose Oral Toxicily Test of Dibenzyltoluene in Rafs

Study No. B031631

Table 12 Necropsy Findings - Summary Scheduled Sacrifice (Week 5)
Sex : Male Female
Test Substance : DBT DBT DBT DBT DBT DBT DBT DBT
Organ Dose (ug/kg) : 0 20 100 500 0 20 100 500
Findings Number of Animals : 5 5 5 5 5 5 5 5
Number of Animals Examined : O 6 &> <6 By <5 G <6
Liver
Enlargement 0 0 0 5 0 0 0 5
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Tweniy-eighi-day Repeat Dose Oral Toxiciiy Test of Dibenzyltoluene in Rats

Study No. B031631

Table 13 Necropsy Pindings - Summary Scheduled Sacrifice (Week 7)
Sex : . Male Female
Test Substance : DBT DBT DBT DBT DBT DBT DBT DBT
Organ Dose (mg/kg) : 0 20 100 500 0 20 100 500
Findings Number of Animals : 5 0 0 5 5 0 0 5
Number of Animals Bxamined : &> < <o (6] B ) () &

No abnormalities were detected
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibensylioluene in Rais

Study No. B031631

Table 14 Histological Findings ~ Summary Scheduled Sacrifice (Week 5)
Sex Male Female

Test Substance DBT DBT DBT DBT DBT DBT DBT DRT
Organ Dose (mg/ke) 0 20 100 500 0 20 100 500
Findings Number of Animals 5 5 5 5 5 5 ] 5
Heart B <0 ) (» (» <0 <0 <
Mandibular lymph node (» <w <0y 5 5 ) (B B
Mesenteric lymph node {5 <0 <0 ) < <0 <O 5
Thymus &y ) < {5 (» < < B
Spleen B ) <0 (» (® <o <o {(®
Bone marrow ({emur) {5 <w <0 <5 (5 <w» ), )
Trachea 5 <w C» < B <D 0w (B
Lung )] <w < » (» <O < (B

Accumulation, foam cell 1 0 0 0 1

2 0 0 0 0

3 0 0 0 0

Inflammatory cell infiltration, lymphocyte, perivascular 1 1 0 0 1

2 0 0 0 0

3 0 0 0 0

Mineralization, vascular wall 1 0 | 1 0

2 0 0 0 0

3 0 0 0 0

Osseous metaplasia 1 0 0 0 [

2 0 0 0 0

3 0 0 0 0

Stomach B <O < 6 (5 <o ) )
Duodenum » <0 ) ) 5 <o {®» ),
Jejunum ) <w <0 (5 (» <0 <» )
Ileun ) <0 <0 {H B < e ()

&, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control

B0, 05; %, PO, 01.
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Tweniy-eighi~day Repeat Dose Orat Toxicify Test of Dibenzyltoluene in Rats

Study No. B031631

Table 14 Histological Findings - Summary Scheduled Sacrifice (¥eek 5)
Sex Male Female
Test Substance DBT DBT DBT DBT DBT DBT DBT DBT
Organ Dose (mg/kg) 0 20 100 500 0 20 100 500
Findings Number of Animals 5 5 5 5 5 5 5 5
Cecun C» ) <o (5 <8 ) <O <
Hyperplasia, mucosal epithelium 1 2 | 0 0
2 0 0 0 0
3 0 0 0 0
Inflammatory cell infilfration 1 2 2 | 1
2 0 0 0 0
3 0 0 0 0
Colon &y <0 <0 {5 {5 B < 5
Rectum 5 <0 o (6 <5 ) <0 <5
Liver B ) B <R 5 ) <5 )
Hypertrophy, hepatocyfe, cenirilobular 1 0 0 0 3% 0 0 0 3%
2 0 0 0 1 0 i 0 1
3 0 0 0 0 0 0 0 0
[nflammatory cell infiltration, focal 1 3 1 0 2 1 ] 1 2
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Necrosis, focal 1 | 1 l 1 | 0 0 0
2 0 0 0 0 0 0 0 0
3 0 0 0 0 0 0 0 0
Kidney < {®» ), <5 5 <o ) (5
Basophilic {ubule, proximal | 1 2 I
2 0 0 0 0
3 0 0 0 0
Fibrosis, focal 1 t 0 0 0
2 0 0 0 0
3 0 0 0 0
Hyaline droplet, tubular epithelium, proximal 1 1 2 0 0
2 0 0 0 0
3 ] 0 0 0

O, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly diflerent from control

o £ P0.05; %, PL0. 0L,
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Dibenzyl{oluene in Rats

Study No. B031631

Table 14 Histological Findings ~ Summary Scheduled Sacrifice (¥eek 5)
Sex Male
Test Substance - DBT DBT DBT DBT DBT DBT DBT DBT
Organ Dose (mg/kg) 0 20 100 500 0 20 100 500
Findings Number of Animals 5 5 5 b 5 5 5 5
Kidney 5 <o <0 <5 C» <D W B
Mineralization, medulla 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
Mineralization, papilla 1 0 0 0 1
2 0 0 0 0
3 0 0 0 0
Urinary bladder 5 <0 ) ), .y < <w {5
Testis {5 < C® o
Epididymis (» o <0 <
Inflammatory cell infiliration, lymphocyie, focal 1 I 1
2 0 0
3 0 D
Prostate <5 < <0 (»
Ovary < <w <o B
Uterus & <o <o {5
Vagina 5 < ) {5
Pituitary (9 ) (O {5 <5 <0 0 5
Thyroid (W <0 ) < (B < B (5
Inflammatory cell infiltration, lymphocyte, focal 1 0 0 0 i
2 0 0 0 0
3 0 0 0 0
Ultimobranchial remmant 1 1 1 0 1
2 0 0 0 0
3 0 0 0 0
Parathyroid » ) 0 ) <o <o < )

&, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control

1% P0.05; 5% B0, 0L
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of Dibenzyltoluene in Rats

Study No. B031631

Table 14 Histological Findings - Summary Scheduled Sacrifice (Feek 5)
Sex Male Fenmale
Test Substance DBT DBT DBT DBT DBT DBT DBT DBT
Organ Dose (mg/kg) 0 20 100 500 0 20 100 500
Findings Number of Animals 5 5 5 5 5 § 5 §
Adrenal ) < <0 ()] ()] <0 1) g
Vacuolation, cortical cell, focal . 1 0 0 1 0
2 0 0 0 0
3 0 0 0 0
Brain B <0 <0 ) {5 ) < <{®»
Spinal cord B < < ) ) <0 <®» <5
Sciatic nerve <) o <0 {5 5 ) ) {8
Eyeball 5 <0 < <5 < <0 < (»
Harderian gland 5 <0 <O < ) ) < )

¢, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control

£ PO, 05; *%, P<O. 01.
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Twenty-eight-day Repeat Dose Oral Toxicily Test of Dibenzylioluene in Rais

Study No. B031631

Table 15 Histological Findings - Summary Scheduled Sacrifice (feek 7)
Sex Male Female
Test Substance DBT DBT DBT DBT DBT DBT DBT DBT
Organ Dose (mg/kg) 0 20 100 500 0 20 100 500
Findings Number of Animals 5 0 0 5 5 0 0 5
Liver 5 0 < ) 5 ), ) B
Inflammatory cell infiltration, focal [ 1 2 0
0 0 0 0
0 0 0 0

¢, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from control

%, 2<0.05; ##, <001
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