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E

2tert-7FIN T /—)V%E 0, 4, 20, 100 BEV 500 mgkg DRAETHHED SD RT v
NMZ 28 HEIREROKRESL, TOEMEEEESEZRITLZ.

—RORBEIC P WT, HEHIEIPICHRITERN 500 meke B O, FADS 100 BL
500 mg/kg B OMEMHICERDH Sz, TNHIET—BEOETH O, EEHFPICIZA SN
oz,

BEEEAEIIBNT, RS TRICTFEESEEDORBED 500 me/kg B DR

SR SN/, EEHIRE TEHITIE, A LidA S NRho 7.

RERE, BEEBRE, MERFHORE, MKECFRE, RBE, TR, RERRS
FRE ORI, SRMERGICERT 2 EEASNDEEASNEN 0T

LAk, BEREWNTID 100 BELT 500 mykg B THBMERGITERT 2 EEZ 5N
AR SN, —RRIREBIZIH T 100 me/kg B DU THRE N A 5N T EM 5,
ARBEGETICBITD 2+tert-TFIN 7 =/ — IV OEEZEE (NOEL)IE, MEHEWTND 20
mg/kg &HIETL 7.




8L657

=&

i

il

2ert-7FINT = ) —IVIE, BE, FE, BE2RETIRORENTHS V.
S, B EOREESARATELO-BELT, Sy F2AWT 28 HREOK
BERSEENEAREERL, EENOFEEFMNEEII DWW TR LD TRET 5.
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8L657

MRB IO GE
WERYE
MOREINSE 2tert- T FINT = /=) (BEFF -
2TB, CAS No. 88-18-6, 0w h&ES FE 99.97%) &ML 7. #ERWEILT

RDFSA, BEN, P TFEBIUTHYZEZEL, B 224C, BiE 7C, HE
0.98(25C), ASKIEER5C) 13Pa, EEFE, TV AU OFE FTHBHLINER TS, K
WEtE, TIVa—IIVCEE, HTEROTZFEHIRETHS. HEMEIIEERE, &%
HALHETTRELL.

BB OREML, HRYEREEIVRIET L2ERZAFL, ERLL.

{t¥4 © 2-tert-butylphenol

ES RN

DTFE: 15022
i T/ 0.03%

ERENY)

HAF v —I)VA-UN—R (EEZHR JEKR) 15 1999 4 2 A 24 BIZ Crj:CD(SD)
IGS 7 b (SPF) Mf#% S0 LZEAF L.

B AR, 7 BEBE - L, WINOBbRFERENRIFTHLILE
MRz BE5EBINAIC, AEBIMLEERMHEICL > TEROAENIZIZSE
—ERRBEDICEOTL, MERSLEFERALE. BEEBROERL S B, K
BEIFIIHD 154~185 g, BE/Y 134~154 g TdH o /=,

ENCFRCE o TEMERGERI L. F—Jti3ERES, HBE, HRY
B4, gMES, 45, AR BRSHE, BVEBIURRELRE LI NIVER
7z

11
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BEE

B - BLHR 25 OLAENMEZEL T, BE 22+2C (BEE), BHEE 55
+15% (HiRE), 8O 2E 1§ G-V 7 by a7 %), R 128
A (7:00~19:00)IC BEFAST L B =2 A Lz, YR CEDREE DA
HFX 19~25C, 35~75%TH O, FHBILZI1ETI 23~26TC, 38~63% TH o7z
BEZFFESEATHES LA, BEIDWTIE 1999 € 3 A 14 HICER (10:30-
11:.00, BEERE 26C) L TIHSHAN 2o/ LML, —BEOBRMR ERTH
5 &, U ORETEMCMREOE A ENAN = &G, HBR

DB 2 EEZBNSD.

B EBEEHOERBY AR (RN—FF v 7, BEFy—)VZ - UN—0) %=
BWeR Y A—REx— MET—2 (265W x 426D x 200H mm, FF 7R ZEZEHEN)
BTN —2Hm0 50T (FHE), BAOTLBERr—26H70 2 1L (B INE
U, AF—)VEEE (bFURZERE) LIKEEL THELL. F— OB
VB 1 EO0—5—33 > U7, #EICEREER A 7> L AREREREGESS (b
FUREREI) =, BAIXREZERY —hx— I\*”fﬂk%ﬁ (700 mL, bF7
FLAeigih) 2 LE. 7—2 (@R, HERBIURARILE 1 3z

B3, EREWABELGER MF, VI F)VERTHEW) &, Sum D7 A
Wy —iEEEE, ROAERRHLUAGEkZ BRICERE 2. @R EHBAKIDE 1 B
LT

KRB E IR ORE B ESELMERED, YA TEDLEEICHEHAGL TY
D EEHER L. iz, SAKIBGEEICHER L 2 KERE 2 EHMICERL
SHTENEEICEE L TSI 2Rl TnD.

% &
BERBIIMEEET A RS54 Tt OHES & L. H5#EL 28 HEEL,
BY T EEZLEVUVPERAVWTIA LE, FRITICHERO®RS L.
Tl & U THBRYE % 500, 1000 HXL T 2000 mgkg PAETHEEZOZSL
ZHER, 1000 B & T 2000 mgkg DHELFIATEL L, FEHOE TEEDHREHDE
TARD SN, E 5120, 100,300 BL U500 mgkg DFIEE SD F Ty M 12 8
MIRAER O G U7z#E R, H17 K01 500 mg/kg B ORERES £ O° 300 mgrkg # DI,
12



8L657

%ﬁ@%%~ﬁ%§%@%@ﬁymmﬁgﬁ®m,Wﬁﬁ&@%ﬁ@ﬁ%i%@%
fEAY 500 mg/kg HOMETRD 5Nz, TNSOFHERBOBEENS, KiBROEH
2L 500 mgkg &L, LR RS T
IHICEE U T OAERET OB EE
IHE L RBICEDWTERL L.

BEEIEA Y T CLAEER, Oy MBS 8717) IWEMEARIL, ERHAL
=, BSROMEBNGE 1 BTV, REICHTIETHERAREL, #FERZ 8 OLIAK
AL BESERTFORBRYEOWMBRERGETTO 8 AEORENES, %554
AN 0.4 205 200 mg/mL O&IF TR L2 (RAER ). F/=, VEFEFICEH
BEFOREHRZSITL, #BYMEORENRERED T 10%UNTH D Z & &R
L7z (TE# 2).

C 100,20 BEV 4 mgkg Dt 4 BEFEEZREL-.
R/, /5w EIL 10mLkg &L,

=i

xHEEEE, 100 BX U500 myg/kg BHEO—MOBMIC, HEHMKTH 14 AFOEIE
WM ZERT .
5. BEMERK
i PR G HIRR T g [EE SRR TR AEE >
(mg/mL) i3 i I i
PSS 0 6% 6 6 6
(10101-10106) ®  (50101-50106)  (10107-10112)  (50107-50112)
4 mg/kg pisd 04 6 6 - -
(10201-10206) (50201-50206)
20 mg/kg B¥ 2 6 6 -
(10301-10306) (50301-50306)
100 mg/kg B 10 6 6 6 6
(10401-10406) (50401-50406)  (10407-10412)  (50407-50412)
500mg/kg B 50 6 6 6 6

(10501-10506)

(50501-50506)

(10507-10512)  (50507-50512)

1), 229 HiZrEH!

;2), 2 43 BICHEE]

2 3), k4, BIMES

6. EE - BIFIEE
TEOIEEZBELZ. b, OEEOERZIIREEBERZE1H, £1~78%
FE1BEELE. %20 BLUEEEEMEE L.

6.1 —RzIREE
HE5HME 1 B 20 @&5H1, %),

FOMOEREIL 1 B 1 BEFTRIC

13
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8L657

62 x E
SRIOHEEETF LK (BB-62008, (HBERIET) 28T | ERAELE.
6.3 EEHE
B —CEIIARAAERETE T LUK (EB-6200, REEEUERT) ZAWTHE
1EEIEL, 1EH0D 1 HIFEEEEzEH L.
6.4 IMIKFAWRE
%20 HB XLV 43 HOFEMBIHRII SN SFEMZIEEREH T T, FAXR2S
=N F MU DA (TR, BABER) ZEENRE L THRERL, BREIRED
Fiml, FEEOHEBZAELZ. ), (10)QOEEIIZEBEBIEREL T32%7 T

= N OLAKBKREZERAL, BOSBEL TESNZMEER WL, TOMDIE
BORIEICNE, #EFBIEE] EDTA-2K TR L =Mk 2 Awn/-.

H H

7 ik

e FRLEREL (RBC)

) ANESFOEEBE (Hb)

(3) AT 7 Uy ME Hy

G EIIRIMEREFE MCV)

(5) SEERmERMEAZEER (MCH)

(6) SEERmEkn ARERE (MCHO)
@] HAIR M BRI

8 M/NRE

9 7o ko> ERE (P

I —Z2T70-DCA E—F > Ak
SLSANEZDOE %

FRILER OV Z B S ER

D, HLDEH

D, QLVEMH

@, B)LDEH

VT =4 =& B W= T3 AN -iE
—AT70—DCA - ARk
Quick —Bi%k

(10)  FEMELERObOUE 7" 2F R (APTT) WMty 7075 AF ik
1)  @AmekE&k (WBCQ) RF/DC -1 > E—& > A hiE
(12) AImskEs=E Wright REBHRERITDWTHIE
HE s (1)~(3), (8), (11) NE-4500, > A X w7 AW
(7 R-2000, A A w7 AR
9), (10) KC10A, 7 A>T #
(12) MICROX HEG-70A, L0

6.5 INEILFRIBRE

SEMEHIFRICERU - MEO—8 2 =R TH 30 H MBRELSBL, 557
miEEANWTTROEBEZRAELZ. £/, BROMER, BBRTETHERE

L7z,

A H

5 E

(1)  ASAT (GOT)
(2)  ALAT (GPT)
(3) Y GT
(4)  ALP
S wmEDIE S
- () REFZEFR

@) DLy FZ
(8) TNa—2

UV-rate i (JSCC K EIE)

UV-rate ¥ (JSCC L EiE)

v WS p-2hoT Y BEEE (SSCC HEIE)
p-2 P71V EE BB IE(ISCC B RIE)

EER1E (BOD %)

EE3-UV £ (Urease-GLDH i)

Jaffé 1%

B2 -UV % (GlcK-G6PDH i)

14
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) WL Z27Fo—)b EEsRiE (CES-CO-POD %)
(100 h~UZTUESAR £527% (LPL-GK-G3PO-POD i%)
(1) HEH Biuret £

12 FTINTEr BCG %

(13) AGLH IDBELTA &LV EH
(149 AT TLh OCPC &

(15 U > E£Ri% (PNP-XOD-POD i£)
(16)  F hUTLA (Na) 1 7 2 BEIRERIE

a7n AU IL K) A F IR EMRIE

(18) rzo—J () A Z 2 EIRBARIE

HIEHES HiZ 736-10 2, BRHILELEFT

6.6 FRIBE

MR 6 ILOFHFIR 25 23 HIZRWL T, TEEOEBZHEIE L. REDHKR,
BBRYERGOXEZEDEDIRANRBD SNBN T D, TOMOBREEE &
EHE IR DRREIIER L 72> 7z

H H B

(1) pH AERYE SNV TA AT A v TR, NAIIV - =ZHE)
2) EH ABIRIE (SN T 4 AT 4 v T A, NA T - ZHE)
(3) TWNa—2R REBE SIVT A AT 49X, INA IV - =)
(4) kAR ABRAYE (ST A AT 4w T A, NA IV - =)
(5) Ui > MBHE (ST AT v I A, NA IV - =)
(6) i HEBHE SV T A AT 4w I A, NIV - ZH)
) ooy /=7 BREBEHE (VT4 AT v PR, INA IV - =)
HIEHEEs - 7V =5 100, N1 L)V - =&

6.7 JREEFHIRE
1) #HEEE
RO TEOBREEEEZET LMK (AGE-120, (RSEEER) ZHAWTHIEL
7. iz, BEAROKBICEDWTHMER HFEL) 2BHL 7z, b, TEE
BEIUHRRBEBIIFINTY VEIERICEIELZ.
B, (DEE, B, FFRR, BIE, 2%, MR, R, R, IR, 75, HELE,
T, FEIRER
2) FREEHIBRE
SHICDWTHEME, BEREBIREZUN - KL, REESEEIRLE.
3) FREREFBRE
SHOTEHEE - MBZERL, 10%978) VEEZEEFIT VRTEEL, &
BELRE. 727U, BEREN—F—BRIIFE RV VRT, BREBIUEELEZTT

CWTHEE L.

15
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B, THE, TEE BERBIUON-F—F @), JNEHTHE - BEER),
I, S8, BBLOREX, §, +ZElE, =B B 5B #B BB ER
FRIRB KO LR /ME (D, (D, I, IR, B meE), 8% mE), B,
EE (AR, RBER bR, RBE, ANIRIEE SE @A), FE OKEEBEL
OEBE (Fr), KRB IOLEMRE, T OMARE R

R EHAMHE TRACEE L 7= Xt 888 & 500 mykg B DU SO TERE - Mz
5N REZ SUREBYWORRMEERLAIIHERIE> TATY MFY 2 - TF
T (HE) RAEREERL, SRl REOHR, 500 mykg 3 THERMEIC
FETZEEDNDZEBRD SNENo /), MoAER &EIERREOR
BIIERBL 2o .

Fofm, (OB, FPIE, MbE, B, 2%, R, BRELE, B8 IR, K &8 &

R, BaEs, BEET), AAEeRE, KR

(B4, B8, LEHE, KRHOBER, —ARERR THITRASICREEN

HOENTTOERLIZ.)

o Rt )

HET Y, SELBREETHRFAFIFEEZBF L. 97205 Bartlett
ETEHESBOBEETY, SBELVWESIE BB B, SENEL <k
VA5 &1 Kruskal-Wallis DRRE & 1T o 7= BERENICE B/RZE0NRD 5 N7 35 &1 Dunnett
EFE2E Dumnett IO S BHBKEEITo /2. ST —F1L, axb D 1 *BREZETL,
BEEMNRDONIEEE Ammitage D 2 T THRBECAHBHZLEL L.

HEHERBATONRIEE I TEHOBD THD. —fRE, REMBIHIZEHREICD
WTI, REHFRIBITZERL Mo 7.

ZEBRE . FE SEE DIHRFORE, 0ERLFORE, #FEEE
L RRRE L RBE, REARERIRE

16
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8L657

—ARIREE (Table 1)

BRMEREICERT2ELELT, HTEHR, BREHOET, RENR
nz.

AT RFIII G HR P 500 me/kg # THE o 7, MESFITEREMIZERD 57z,
FERAE 1 BN5A 50, BRERICRBL, 8#5% 5 KBHENICHEELLZ.

HFEEBI DK T 500 mg/kg BEOHE 2 FIC 1 EEIZHENICRD SN, &%
LR GRICHREL, REZHORGHE TIZHEEL .

FREEDHS 100mg/kg B DHE 6 i, Itk 2 1, 500 mg/kg B DHEESMF, 1 11 FlITAH ST,
2503 100 mykg BEOMHETE 13 H, METH 14 H, 500 mg/kg O/ T 7 A 2L
O 30 FURNICH L NL—BEDOEILTH 7. £/, 500 mekg FHORE 1
Bl CIIIR S RTOTREED S 5 37z,

IS OELIIEHE IR FICIIA s Niah o 7.

1K (Figure 1, Table 2)
WEMERSICERT % BN s jaho 77

fEfEE (Table 3)

WRWEL S ICRET 3 & BONAELIRD 5 sm 7.

EE BRI D 36 BIZ 100 B X TN 500 my/kg B D1 TIEMNHA 5 N7208, &5 H
Rl 3 & I TR 55 MR WAL TH YD, SRmEiR s & TS0k
WIS L7z

IMEFHIRE (Table 4)

HEMRK TRBIUVEENER TROBRET, #RYERSICERTSEED

3B e nEholz.

B8 MR TRFIZ 500 my/kg B OE TRIMIRKDSEN S SN, BHTE
THD, HEHERTERIZEALSNRNIENS, HBRMERE EIEEDRRNE
L& ¥ L 7z

17
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IMIRALFHIRE (Table 5)

BRI TR X URIEHRR TROBRET, HBRMERSICERT S EED
NHEFED 5NN 7.

ALP O{EAEA% 5 HAREHE THFIZ 4, 100, 500 mg/kg B O T, BIE R THEHIZ 500
mg/kg HOMTRD SNz, LrL, WTNHEMRELTHD, EHEHFNDOE
BTHDIEME (BAAER ), RBMERG EEEDIRWELEHT L.

JRERZE (Table 6)
RE5HMTOBRET, BRYEIRSICGER T2 & BEON2ERFD s>
7.

INEER (Table7, 8)

%5 AR TRACHEA S EE DR ED 500 mgkg B O TRD 5N/, [EE
BRI TR, AEES 5o 7

G HEIERE TRHC R BR AR B2 OBEMEDY 4 33 KT 500 mg/kg B OMETH S 7270,
WINHBRMARELTHD, MNERIOIABRETA NN &, EFHEN
DEBTHDIENS (RTER Y, BEBMEERS EREDRWELEHETL /.

FHFR &, (Table 9, 10)

BRI TIFORE THBMERSITERT 5 & BHN B E(LI3ERD S /ah
o7z,

HEHER TR LI UEERMK TRICHEBDES SR TRBOETEYE, BiE
OOOME, Mo, FEORE, RREO/NANEENICRD N, Chs
BWITNH Iy bTRDODESNZBERETHD, TOHRICABLOMEENZNT
EDSRBBEREITER LA TR S HIE L.

FEEARRSFT R (Table 11, 12)
G AR T IRFEFIENM O 500 mg/kg BEOMEM I B ERSICRRT 5 Bh
NAHEBILERDH SN - 7.
18
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BRI EREH TLEORESMRRER, FEOMIREBREOHRRIEISL,
INASFRER JOERIER, BIROFEAERME, ODM, BH(CE, EARMAE L
KOWFRBRIOABRFORELE, BREAORELMBIBMEE, MOREEM
fRiRE, FEEOHENRD 5NN, Wihtb Iy MW eEERBETLIL

LISERRAERICRDSNZELTH D, TORRICARLDOEEN NI En5,
WHWERGITER L7 Z TR W EHE L 2.

19
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EERB LUK

2TB # 0, 4, 20, 100 BX T 500 mykg DAETHEHFED SD R T MTZ 28 HEIX
EROKREL, TOHEESEEEERITL .

—RRREEIC BN T, RESEIBHRICAHTRIAN 500 me/ke B OMERE, TRECH 100 B
KU 500 mg/kg BOREMEICERED 53z, HITRFIREZRS% s BEUAKS 5N —
BEOTITHoz. BUEEY THB 7/ —IVTIE, WMAREICID Ty MIT
—BEOHRREB KA EE T I ENMEINTND 2. £k, FEREFORER
BT, —@tkoFEMEREEIC I D BIRERRANE IS &M NTNS .
FREMESFRRE TR, STRAICEET S EEDNLIEEIRD LMo k.
FHY, FIRSRBRENEICRBE T -BHOELTHD, #HEMEDEREZH
B L BAMREMENB Z 515, 500 mg/kg H TS TRALHETHLEND T &M
5, SRR R T B AR b EE T EA L. O SRR 500
mg/kg BHOMTHRESOERTAFR INZ. NS OERIIEEBEFRICIES S
Nxno 7z

BEEEAEIENT, RSHIERTEICTEAMNERODOSED 500 mgke FHD
Mg TR SN, L L, HROBHMEEIIEERZLIZE L, FEEEFEDN
(B E B OBTI BT B2 LR 5 N o 7. EEERE TR, &
P AT gVA Nl

FERAE, BEERAE, IEFNERE, MRCFRE, RBRE, 6, REE
BEEMBE ORI, HBRYERSICERT 5 B2 0N58EA 5NN
7z.

PAE, HEHEWTND 100 BELT 500 mgkg B THBYERSICERTREEZLS
NBDEEMBD SN, —HREITB N T 100 myke B OMWE THRENS 5NE
EWS, KEBEHETIIHT S 2TB DEZLE (NOEL)IE, HHEWTND 20 mygke
B 2115 A DY A

20



1)

2)

3)

8L657

Z Z X B

BIR CFEA T I YR, 0t TFINTx /—)b, “F{LFEA 2T T X 19947
B, (LFEITEHRH, p.549.

C.W. Flickinger, 1976, The benzenediols: catechol, resorcinol and hydroquinone — a
review of the industrial toxicology and current industrial exposure limits. American

Industrial Hygiene Association Journal, Vol 37, p596-606.
Curtis D. Klaassen, Mary O. Amdur, John Doull, 1988, 5520 & %BHI&RR, “b+

vapo—1" #H, FIXER, p.659-692.
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Twenly-eighi-day Repealed Oral Toxicity Study of 2TB in Rals

Study No. 8L857

Table [ Clinical Sign - Summary Male
Tesi Substance Day 1 2 3 4 9 6 7 8 g 10 11 12 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 (0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 (0 20 10 20 10 20 (0 20 10 20 10 20
218 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12
2TB Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6
4 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
218 Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
2TB Number of Animals 12 12 12 12 12 (2 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12
100 No Abnormality 1212 12 12 12 12 12 (2 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 2 12 11 12 12 12 9
Sakivalion 1 ¢ 0 0 0 0 0O0O0OTOCTOCTOCTOTO0OTO0OODODOTOTO0OTODOTO0CODOD O OO OO O T O O 0 3
2 ¢ 0 090 0O0OOGCOCOTOTOOTOCTOCOTOO0OTDODO0OO0OO0OODO O O 1 0 0 O 0 0 0 0 0
218 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 i2 (2 {2 12 12 %2 12 12 t2 12 12 712 12 12 12 12 12 12 12 112
500 No Abnormalily 12 7 12 9 12 12 12 12 12 12 12 16 12 9 12 6 12 5 12 7 12 5 12 5 12 3 12 3 12 1 12 4 12 4
Alaxic gait + 0 % ¢ 3 0 0 O0O0CO0OO0OCOCZ2ZO0OO0OO0OO0OO0OTCO0 0O O0OTO0C D0 D O OO0 D0 0O C 0 0 0 0 0
Salivation i1 0 0 0 0 00 0O0O0OO0TO0CTOTO 3 O 6 0 7 0 5 0 7 0 7 0 8 0 9% 01 0 80 8
z2 0 0 ¢ 0 0 0 0 O0OOOQOCTO0CO0OTOCOTOTOOCOTOTOCOTOTOTOO T 0O O OO0 0 06 0 0
+, Present; 1, Stight; 2, Moderate; 3., Severe;

Timz 10 , Before dose;

Time 20 , After dose;




Twenty-cight-day Repeated Oral Toxicity Study of 2TB in Rats

Study No. BL657

Table 1 Clinicat Sign - Summary Male
Test Substance Day 18 19 20 21 22 23 3 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40
Dose (ng/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
218 Number of Animals 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 t2 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
0 No Abnormalily 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 6 6 6 6 6 6 6 6 6 6 &
218 Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
4 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
T8 Number of Animals 6 6 6 6 6 6 6 6 6 6 6‘ 6 6 6 6 6 6 6 6 6 6 6 6
20 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
218 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
100 No Abnormality 12 10 12 11 12 1t 2 11 12 (1 12 11 12 9 12 12 12 0 12 11 12 10 12 6 6 6 6 6 6 6 6 6 6 6
Salivation i ¢ 2 0 0 ¢+ 0 YO VY O 11 O 3 06 0 0 1t 0 1 0 2 0 0 0 O0O0CDDO0OC OO0 O O O
26 0 0 0 0 00 0 O0OCOTO0COTO0OTODOOTOTODTOTO0ODTODO OO OO0 0O OO0 O O O O 0
218 Number of Animals 12 12 12 12 12 12 12 2 12 12 (2 12 t2 12 2 12 12 {2 42 12 12 t2 12 6 6 6 6 6 6 6 6 6 6 6
500 No Abnormality 12 3 12 412 4 12 3 2 5 12 4 {2 2 12 ¢ 12 212 1 12 3 12 6 6 6 6 6 6 6 6 6 6 6
Ataxic gail + 00 0 060 0 ¢ 00 CO0COCZ2Z O0 T OC1 0 O0CO0CO0OCO0OO0OTO0OC0O O0OCO0CO0CC0C D0 O0C 0 0 0090
Salivatlion 1 ¢ 9 0 8 ¢ 8 0 % 0 7 O 7 O 1 0 11 O M0 O 1L © 9 O O O O O O O O O O O O
20 0 0 0 0 0 0 O0OO0COTO0OCOC O OO O OO0 G O0C 0 0 0 O0O0O0CTD0CO0C 0O O0OC O 0 0 0
+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Before dose;

Time 20 , Alter dose;



Tweniy-eighi-day Repeated Oral Toxicity Study ol 2TB in Rals Study No. 8L657

Table 1 Clinical Sign - Summary Male
Test Substance Day 41 47 43
Dose (mg/kg) Findings
21B Number of Animals 6 6 6

0 No Abnormalily 6 6 &6
218 Number of Animals
4 No Abnormality
218 Number of Animals
20 No Abnormality
218 Number of Animals 6 6 6
100 No Abnormaiitly 6 6 6
Sativation I ¢ 0 0
20 0 0
218 Number of Animals 6§ 6 6
500 No Abnormalily 6 6 6
Ataxic gait t+ 0 0 0
Salivaiion I 0 0 0
20 0 0
+, Present; t, Slight; 2, Moderate; 3, Severe;




Twenty-eighi-day Repealed Oral Toxicily Siudy of 2TB in Rats

Study No. 8L§57

Table 1 Clinical Sign - Summary Female

Test Substance Day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 (0 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 1O 20 10 20
218 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12
0 No Abnormalily 12 12 2 12 12 12 12 12 12 12 2 42 12 12 12 12 12 2 12 12 12 2 12 {2 12 12 12 12 12 (2 12 12 12 12
2TB Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
4 No Abnormalify 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
218 Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No Abmormaliiy 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6 6 6 6 6 6
218 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 No Abnormality 12 12 12 12 12 12 12 12 12 12 (2 12 {2 12 12 {2 12 42 {2 12 12 12 12 12 12 12 ‘12 11 12 12 12 12 12 12
Salivation t 0 ¢6 0 00 0 090 0¢ 0090 O0OO0OO0OTO0OOTOCTDO®O0OOCO0OO0OO0C O OO T O O 0 0 0 0
21B Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 {2 12 12 1i2 12 12 12 12 12 12 12 12
500 No Abnormality 12 1012 3 12 0 12 8 12 12 12 12 12 1 12 4 12 3 i2 3 12 8§ 12 5 12 &6 11 8 12 4 12 5 12 1
Decrease in ! ¢ 00 1 0 0 O©0C 0O 00 0 0 O O0OCO0OCO0OOCCO0OOO0OTOQC LT O O O0CO0OO0C 0O 0 0 0 0 01
locomotor activily 20 0 0 ¢ 0 0 OCOCOCOCOO0OCO0OCO0CO0O O COCTO0CTO0OCTDODCOO O OC O CO0OCO0O 0O O D0 0 0O D O
Alaxic gail + 011t ¢ 9% 012 0 4 0 0 0 0 0 1 0 7T 0 7T O0 7T 0 2 0 2 06 4 0 2 0 5 0 4 0 2
Salivation t 0 0 ¢ 0 0 ¢ 0 0 0 0 0 O 0 5 0 4 0 4 0 4 0 3 0 7T 0 4 1 4 0 6 0 6 0 8§
2 0 0 0 0 ¢ 0 0 0 00 0 000 O0O0OO0O0TO0OO0CTO®OCO0OO0OTO0CTO0CTO0O 0 TO0DTO0C D0 0 0 0 0

t+ . Present; 1, Slight; 2, Moderate; , devere;

Time 10 , Belore dose;

Time 20 , Affer dose;



Twenty-eight~day Repeated Oral Toxicily Study of 2TB in Rats

Study No. BL657

Table 1 Clinical Sign - Summary Female
Test Substance Day 18 19 20 21 22 23 24 25 26 21 28 29 30 3t 32 33 34 35 36 37 3B 39 40
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
218 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 6 & 6 6 6 6 6 6 6
0 No Abnormalily 12 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 (2 12 (2 12 6 6 6 6 6 6 6 6 6 6 6
278 Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
4 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
AN Number ol Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
20 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 & & 6
218 Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 2 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
100 No Abnormalily 12 1t 12 12 12 12 12 12 12 11 12 1t 12 12 12 12 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
Salivation 1 ¢t 0 ¢ ¢ ¢ 0 ¢ 0 t ¢ t 00 O O0OCTGOGO0OO0OTOC O O0CO0O D0 D0 O OO0 O O 0 0
218 Number of Animals 12 42 12 12 12 12 12 12 2 12 12 12 12 12 12 42 12 12 12 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
500 No Abnormality 12 6 11 7 12 642 6 12 7 12 3 42 2 (2 7 12 6 12 8 12 6 12 6 6 6 6 6 6 6 6 6 6 6
Decrease in t ¢ 001 0 190 00090 O0CO0O0OO0OCTO0CTO0O OO0 OO0 OO OO DO O OO O 0 0 0 0
locomolor activify 26 0 0 0 0 0 0 0 0 O0C OCOCOOC OO O OO0 0 0 00 O0CTO0CTO0 O O0CTU0C D0 O TO0CT0 0 0
Aaxic gail + ¢ 1 01 0 ¢ 90 3 01 0 807 0 1 0 40090 2 000 0 0 0 0 0 0 0 0 0
Salivation t 0 6 1 % 0 5 0 5 0 5 0 5 0 8 0 5 0 4 0 4 0 4 0 0 0 0 0 0 0 0 0 0 0 0
06 0 00 011 0 0 O0O0COTOCTOTOCTOCO0OTO OO O O OO0 O0C O D0 O0C 0 0 0 0 0 0 O
+, Present; 1, Slight; 2, Moderate; 3. Severe;

Time 10, Belore dose;

Time 20 , Alter dose;




Twenty-eight-day Repealed Oral Toxicity Study of 2TB in Rals

Study No. B8L657

Table 1 Clinical Sign - Summary Female
Test Subsiance Day 41 42 43
Dose (mg/kg) Findings
21B Number of Animals 6 6 6

0 No Abnormality 6 6 6
2TB Number of Animals
4 No Abnormality
2TB Number of Animals
20 No Abnormality
2TB Number of Animals 6 6 6
100 No Abnormality 6§ 6 6
Salivation {0 0 ¢
218 Number of Animals 6 6 6
500 No Abnormalily 6 6 6
Decrease in I 0 0 0
locomotor aclivity 2.0 0 0
Ataxic gail + 0 0 0
Salivation I 0 0 0
20 0 0
+, Present; 1, Slight; 2, Moderate; 3, Severe;



Tweniy-eight-day Repeated Oral Toxicity Study of 2TB in Rats

Study No. B8L657

Table 2 Body Weight! - Summary Male Unit : g
Tes! Substance Day 1 8 15 22 29 36 43
Dose (mg/kg)
2TB Mean 169. 6 232.3 292.3 344. 2 388.8 418.3 4440
0 S.D. 7.3 14.8 18.5 25.7 33.4 30.9 32.1
n 12 12 12 12 12 § 6
218 Mean 169. 2 235. 5 298. 7 354. 7 3977
4 S.D. 9.8 16.0 20.0 26.0 30.8
n 6 6 6 [} 6
2B Mean 170.0 230. 8 294. 8 350. 8 393.7
20 S.D 9.1 15.3 20. 2 25.6 23.5
1 6 6 6 6
1TB Mean 169. 3 132. 4 292.3 340. 9 382.3 412: 431.7
100 S.D. 4.3 1.3 10. 5 17.3 20. 6 19. 22. 1
1 12 12 12 12 12 § 6
B Mean 169. 6 226.0 284.3 333.7 369. 3 395.0 425.2
500 S.D. 6. 7 9.9 12.2 18.3 24.6 14.7 17.6
n 12 12 12 12 12 6 ]

Sigunificanily diflcrent from conirol

o & PO 05; #% PO, 01,



Tweniy-eight-day Repeated Oral Toxicity Study of 2TB in Rals

Study No. B8LE57

Table 2 Body Weight - Summary Female Unit : g
Test Substance  Day I 8 15 22 29 36 43
Dose (mg/ke)
2TB Mean 145. 1 176. 8 202.3 2276 246.0 271 279. 8
0 S.D. 59 13.2 14.2 14.8 16.9 18 27.0
I 12 12 12 12 12 ]
2TB Mean 144. 1 176. 7 207. 3 234.5 257.8
4 S.D. 79 12.9 16. 2 18. 1 21.4
n 6 6 6 6 6
2TB Mean 142, 0 172.2 199. 8 227, 246. 0
20 S.D. 6.4 13.2 16.5 18 24.1
] 6 6 6 6
2TB Mean 143. 1 172.3 197.0 221. 6 240. 3 253.7 264.5
100 S.D. 49 9.8 It 13.8 16. 6 12.0 17.2
n 12 12 12 12 12 6 6
2TB Mean 143. 2 172. 8 195.0 219.3 234. 8 252.8 268.7
500 S.h 3.9 6.6 1.1 147 13.9 19.8 3.4
n 12 12 12 12 12 6

Significantly diflerent from control

1 4, P0.05; #% P<0. 0L,



Twenly-eight~day Repealed Qral Toxicity Siudy of 2TB in Rats

Sludy No. 8LE57

Table 3 Food Consumpiion - Summary Male Unit : g/animal/day
Test Substance Day 3 15 22 29 36 43
Dose (mg/ke)
2B Mean 18. 63 19. 22 20. 02 19. 67 25. 67 26. 17
0 S.D. 1.53 1. 36 1. 84 2.29 0.38 1.25
n 6 6 6 6 3 3
2TB Mean 19. 50 20. 30 20. 73 18. 07
4 S.D. 1. 68 L. 41 .12 .19
n 3 3 3 3
2TB Mean 18. 13 19.53 20. 47 19.00
20 S.D. 0. 46 1.0t 0. 45 0.17
n 3 3 3 3
2TB Mean 18. 77 19.22 19. 30 18.18 2321 1437
100 S.D. 0. 88 1.05 1. 47 .79 0.71 0.49
[ 6 6 6 6 3 3
218 Mean 17. 30 18.92 19. 23 8. 18 22.93%%  24.70
500 S.D. 0.62 L 12 1. 66 2.38 1.27 1. 35
n 6 6 6 6 3 3

Signtlicantly different from control

£, PL0. 05; #%, P<0. 01.




Twentv-eighi-day Repeated Qral Toxicily Study of 2TB in Rals Siudy No. 8L657

Table 3 Food Consumption - Summary Female Unit : g/animal/day
Test Subsiance Day 8 15 22 29 36 43
Dose (ng/kg)
2TB Mean 13.30 12. 80 13.37 2. 82 18. 33 18. 73
0 S.D. I. 84 1. 01 1. 08 .19 1. 60 1. 21
n 6 6 6 6 3 3
218 Mean 13. 60 13.83 14. 07 13. 67
4 S.D. 0.50 f. 45 0.91 1. 68
n 3 3 3 3
218 Mean 13. 07 13. 10 {4. 33 1317
20 S.D. 1. 21 [. 91 2.38 L9l
h 3 3 3 3
218 Mean 13.15 12. 55 12.98 12. 42 17. 47 17. 23
100 S.D. 1. 11 1. 28 1. 66 1. 82 .21 .72
n 6 6 6 6 3 3
218 Mean 12. 57 11. 82 12. 67 12. 05 17.30 18. 77
500 S.D. 0.51 0.91 1. 14 0. 56 1. 69 3.23
n 6 6 6 6 3 3
Significantly differenl from control o %, K0, 05; 4, P<0. 01



Twenly-eight-day Repealed Oral Toxicily Study of 2TB in Rals

Study No. 8L657

Table 4 Hematology - Summary Male
Test Subslance RBC Ht MCY MCH MCHC Reticulocyle PLT
Dose (ng/kg) Ratio
x10% /1l g/dl % X104 /1l sec
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week § Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
2B Mean 749.8  789.5 1450  14.85 4197  41.97 56,02 53.18  19.38  18.82 3455 3540 30.92 24.42 94.87 9292  13.58 14. 32
0 S.D 34. 4 21.5 0.40 0.52 0.98 1.63 .72 1.2 0. 61 0. 55 0. 45 0. 54 4. 15 2.39 8. 62 7.1 0.21 0. 42
n 6 6 6 6 i 6 6 b 6 ] 6 6 ] 6 6 [}
ITB Mean 721.5 14. 70 41. 95 57. 70 20. 23 35. 03 30. 97 88. 67 13. 65
¢ S.D 26. 7 0. 51 1. 24 2.02 0.74 0.73 3. 46 6. 55 0. 45
n 6 6 6 6 6 6 6 ] 6
2TB Mean 735.3 14. 38 41,71 56. 85 19. 57 34. 42 30. 17 94. 57 13. 13
20 S.D. 30.3 0. 64 1. 24 2.15 0. 86 0.52 4.28 10. 00 0. 26
n 6 6 b 6 6 6 6 6 6
218 Mean 732.2 784. 1 14. 72 14. 95 42.52 42. 30 58.05 53.93 20. 10 19. 05 34. 63 35.35 28.7 25. 1 90.17 93.08 3. 27 14. 62
100 S.D. 15.0 19. 1 0.33 0.38 1. 39 0.82 1.07 1. 14 0. 11 0. 54 0.52 0. 48 3.4 I.8 18. 13 11. 59 0.30 0.43
1 6 6 6 ] 6 6 6 6 6 6 6 6 6 6 [} 6
21B Mean 755.0 801. 2 14. 85 15. 05 43. 32 42. 23 57. 38 52.78 18. 67 18. 82 34.32 35. 62 31.23 25. 07 88. 75 91. 80 13.28 14. 32
500 S.D 27.0 a1 0. 35 0.23 1. 65 0. 80 1. 85 2. 17 0.57 0. 81 0. 68 0.28 2.08 4. 61 519 11. 00 0. 29 0.22
Y 6 ] ] 6 6 6 ] 6 6 6 6 ] 6 6 ] 6 b ]

Significantly diflerent Irom control

1 %, P<0.05; #x P<0. 01



Tweniv-eighl~day Repeated Oral Toxicity Study of 2TB in Rats

Study No. 8L657

Table 4 Hematology - Summary Male
Test Subsiance APTT
Dose (mg/kg)
sec
Yeek 5 Week 7
218 Mean 16. 10 17.00
0 SD 1. 04 0. 89
i 6 6
218 Mean 15. 85
4 §.D 1. 18
I 6
218 Mean 16. 23
20 S.D. 0.58
! 6
218 Mean 15. 3 16. 8
100 S.D 98 l. 26
n
2TB Mean 16. 32 16. 93
500 S.D. L7 0.99
n 6 6

Signilicantly dilferent from conirol

© & P<0.05; #% P<O. 01,



Twenly-eigh{-day Repeated Oral Toxicily Study of 2TB in Rats

Study No. 8L657

Table 4 Hematology - Summary Male
Tesl Substance ¥BC Lymphocyte Neulrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (ng/kg) Segmented
X102 /1l % % % % %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
218 Mean 108. 18 102.17 84.8 89. 3 9.7 0.0 0.3 1.3 0.0 0.0 512 48
0 S.D 21.35  12.82 6.0 4.6 53 0.0 0.5 1.0 0.0 0.0 2.3 3.0
n 6 6 6 ] § 6 ] ] 6 6 ] ]
218 Mean 119. 88 86.3 8.7 0.1 0.5 0.0 4.2
4 S.D 34.28 6.3 5.1 0.5 .2 0.0 4.1
i 6 6 ] 6 ] 6 ]
218 Mean 97.73 87.8 1.5 0.3 0.3 0.0 4.0
20 S.D 20. 91 4.0 3.0 0.5 0.5 0.0 1.8
n 6 6 § 6 6 6 6
2TB Mean 99.72 10143 88. 7 85.2 6.7 9.5 0.2 0.3 0.5 1.2 0.0 0.0 4.0 3.8
100 S.D. 19. 94 8. 46 45 4.4 3.4 4.0 0.4 0.5 0.5 0.8 0.0 0.0 1.9 1.9
n 6 ] 6 6 b 6 6 6 ] 6 6 ]
218 Mean [16.25 124.02% 86. 2 87.5 8.5 7.8 0.3 0.2 0.3 0.7 0.0 0.0 4.1 3.8
500 S.D. 20.30  13.87 4.2 3.1 3.2 3.4 0.5 0.4 0.5 0.8 0.0 0.0 2.9 2.2
it 6 6 6 6 6 6 6 6 6 ] 6 6

Significantly different from con{rol 4, P<0.05; #%, P<0. 01.



Tweniy-eight-day Repeated Qral Toxicity Study of 2TB in Rats Siudy No. B8LB57
Table 4 Hematology - Summary Female
Test Substance RBC Hb Hi MCV MCH MCHC Reticulocyte PLT PT
Dose (rg/kg) Ratio
x10% /i g/dl % %o x10% /ul sec
Week 5 Week 7 Week & Week 7 VWeek 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
T8 Mean 0.0 7215 14.30 14.2 40. 4 39.15 56.93  53.83  20.13  19.57  35.40  36.33 2410  24.02 87.27  B0.62 14.18 15. 18
0 S.D 1.7 56.5 0.68 1. 14 1. 42 2.96 1. 45 1. 26 0.94 0.56 0. 85 0.43 2. 10 8.95 1011 17.41 - 0.34 0.72
n 6 6 6 ) 6 ] b 6 6 6 ] ] 6 6 ] 6
2118 Mean 687.3 14.08 40. 02 58. 23 20, 48 35. 20 26. 37 84. 45 14.12
4 S.D 17.7 0. 45 1. 06 1. 45 0. 57 0.32 3.70 9,46 0.48
n 6 6 6 6 6 ] 6 6 6
218 Mean 7310 i4. 83 41. 70 56. 58 20. 12 35. 60 21. 40 82. 60 13. 85
20 S.D 30. 6 0. 48 1.59 1. 01 0. 50 0. 64 1. 65 4.73 0. 65
1 ] 6 6 6 6 ] 6 6 ]
2TB Mean T19. 1 751. 8 14. 55 14. 80 40. 92 4127 56. 90 54. 90 20.23 19.72 35. 60 35. 817 24. 98 22. 20 88. 33 77.08 13.93 14. 68
100 S.D. 22.6 39.6 0. 16 0. 96 0. 75 2.55 1. 00 2.37 0.50 0.97 0. 44 0. 46 181 3. 54 9. 14 813 0. 69 1. 05
it 6 6 6 6 6 ] 6 6 6 6 b b ] 6 6 6 6 ]
218 Mean 720. 8 760. 7 14. 20 14. 83 40. 42 41. 11 56. 07 54. 90 19. 68 18. 52 35.15 35. 52 24. 65 29. 78 91.28 84. 95 13.7 14. 83
500 S.D. 8.8 i2. 8 0. 31 0.30 134 0.78 2.15 0.74 0.53 0.35 0.48 0. 70 4.78 b. 62 13. 28 141 0. 61 0.39
i 6 6 6 6 6 ] ] 6 ] 6 f 6 6 b b 6 6

Signilicantly different from conirol

: £ P<0.05; #% P<0. 0L



Twenty-eighi-day Repeated Oral Toxicity Study of 2TB in Rats

Study No. 8L657

Table 4 Hematology — Summary Female
Test Substance APTT
Dose (mg/kg)

sec

Week 5 Week 7

218 Mean 13.95 14. 87
0 S.D 1. 03 L. 10
n
218 Mean 13. 87
4 SN 1. 64
i
218 Mean 12. 62
20 S.D. 0.56
n 6
218 Mean 13. 71 14. 43
100 S.D. 1. 05 2.09
n 6 [
218 Mean 14. 28 13. 32
500 S.D. 0.52 1. 46
n 6 6

Significantly dilferent from conirol © %, P<0. 05; #% PLO0. 01




Twenly-eighi-day Repeated Gral Toxicily Study of 2TB in Rats

Study No. 8L657

Table 4 Hematology - Summary Female
Test Substance ¥BC Lymphocyle Neutrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (mg/kg) Segmented
X102 /1l % %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Yeek 5 Feek 5 Yeek 5
218 Mean 84.30  83.28 88.0 84.3 .1 0.2 0.8 0.0 3.3
0 S.D 22.91 25. 86 3.3 6.3 3.2 0.4 1.2 0.0 1.8
n 6 6 6 6 6 6 6 ] ]
218 Mean 71. 23 85.8 6.3 0.5 1.8 0.0 5.9
4 S.D 13. 45 4.3 2.3 0.8 1.8 0.0 .7
n 6 6 6 6 6 6 6
218 Mean 75. 02 89.3 6.0 0.2 0.5 0.0 4.0
20 S0 4.33 3.9 3.0 0.4 0.8 0.0 3.2
n 6 6 6 6 6 6 6
2TB Mean 72.82  104.20 83.8 87.0 10. 5 55 0.0 0.2 0.7 I.5 0.0 0.0 5.0 5.8
100 S.D. 9.43 i1. 67 7.3 4.1 1.3 3.4 0.0 0.4 0.5 1.0 0.0 0.0 1.8 2.3
i} 6 6 6 6 6 6 6 6 6
2TB Mean 78.90  91.72 86.5 85. 2 8.5 8.3 0.8 0.2 1.2 1.0 0.0 0.0 3.0 5.3
500 S.D. 555 15. 45 31 3.9 2.2 3.4 1.0 0.4 1.5 0.6 0.0 0.0 2.4 3.7
n 6 6 6 6 6 6 6 6 6

Signilicantly different {rom control 1 % P<0.05; ##, P<0. 01,



Twenly-eighi~day Repeated Oral Toxicily Study of 2TB in Rais Study No. B8L657

Table 5 Blood Chemistiry - Summary Male

Test Substance ASAT (GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total

Dose (mg/kg) Bilirubin Nitrogen Cholesterol
u/1 v/l U/l /1t ng/dl ng/dl ng/d} mg/di ng/dl

Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

218 Mean 83.3 91.5 42.3 35.2 0.2 0.2 11517 704. 8 0.00 0.02 12.13 16. 40 0.40 0.45 151.3 146. 3 66. 0 51.3
0 S.D 12. 6 13.1 10. 1 4.6 0.4 0.4 273.9 54.9 0.00 0.04 1. 66 2.31 .00 0.05 13.7 110 8.3 517
1 6 6 6 6 6 6 ) b 6 ] 6 6 ] b 6 ] b ]
218 Mean 71.2 40.7 0.3 887. 1% 0.00 12.35 0. 40 150, 8 65. 7
4 S.D 7.9 9.4 0.5 150. 4 0. 00 2.45 0. 00 7.4 9.0
n b 6 ) ] 6 6 6 ) ]
2TB Mean 4.5 42.0 0.2 936. 8 0.00 12. 97 0. 40 145.3 62. 7
20 S.D 5.0 6.6 0.4 116. 2 0. 00 2. 14 0.00 8.1 59
n 6 6 6 6 6 6 6 6 6
218 Mean 67.0 91.0 33.5 3L 5 0.3 0.0 763. 5%+ 738.8 0. 00 0.00 13. 23 16. 33 0. 38 0.45 150. 2 141.0 1.8 62. 8
100 S.D 15.3 8.9 I.5 4.4 0.8 0.0 157.0 85.8 0. 00 0.00 2.63 3. 07 0. 08 0. 05 13.2 3.5 8.5 6. 8
n b 6 6 6 6 6 6 i 6 6 ] 6 6 6 6 6 6 6
2TB Mean 68. 8 80.0 38.7 3.0 0.3 0.2 813. T+ 560. 7%+ 0.00 0.00 12. 65 17.27 0. 38 0. 45 152.5 139.3 73.0 66. 3
500 S.D. 8.3 1.1 4.3 4.2 0.5 0.4 111. 4 75. 6 0.00 0. 00 1. 36 1. 80 0. 04 0.05 8.1 9.7 6.0 9.1
i 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Signilicantly dillerenl from conirol %, P<0.05; #3%, <0, 01,




Twenly-eight-day Repealed Oral Toxicity Study of ZTB in Rals Study No. 8L657

Table § Blood Chemistry - Summary Male
Test Substance Triglyceride Total Albamin A/G Ratio Calcium [norganic Na K Cl
Dose (mg/ke) Protein Phosphorus

ng/dl g/di g/dl mg/d! ng/dl mmol/1 mmol/[ maol/1

Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week § Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

218 Mean 104.0 114. 8 6. 42 6.75 3.33 3.38 1. 083 1. 015 9. 45 9.95 8. 52 8.75 143.7 143.5 4. 48 447 99.5 98.8
0 S.D 76. 8 43.3 0.2 0. 45 0.08 0.08 0.038 0.103 0.19 0.49 0. 117 0.33 1.4 0.5 0.19 0.18 1O 1.5
n 6 6 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 6
218 Mean 81.2 6.53 3. 38 1. 076 9.55 8 33 143. 0 4.43 98. 8
4 S.D 34.17 0.20 0.04 0. 060 0.33 0.71 1.3 0.22 1.0
n 6 6 6 6 6 6 6 6 6
218 Mean 60.3 6. 53 3. 36 1. 055 9. 48 8. 67 143.8 4.45 99.0
20 S.D. 18.5 0.20 0.08 0. 045 0.31 0.62 1.0 0.24 0.9
n [ 6 6 6 6 6 ] 6 []
218 Mean 89. 7 98. 8 6. 58 6.78 3.35 3.38 1.040  0.995 9.53 9.97 8.23 8. 37 143. 8 143. 2 4.3 99. 2 99.2
100 S.D. 36.9 33.5 0.32 0. 26 0. 10 0.t2  0.057  0.067 0.29 0.21 0.49 0.21 0.4 0.8 0. 17 0.21 1.5 1.0
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 ] 6 6
2TB Mean 1.2 104. 8 6. 67 6. 87 3. 42 338 1.052  0.975 9. 57 9. 98 8. 22 8. 50 143. 3 143. 8 4. 417 98.2 100. 0
500 S.D. 3.5 48.4 0.23 0.42 0.12 0.15  0.052  0.059 0.34 0.46 0. 39 0. 31 0.5 1.2 0.12 0. 25 1.2 1.3
i ] 6 6 6 6 6 6 ] 6 6 6 ] 6 6 6 6 6 6
Significanlly differenl [rom conirol : 4, PC0.05; #%, P<0. 01,
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Twenly-eight-day Repealed Oral Toxicily Study of 2TB in Rats

Study No. 8L657

Table 5 Blood Chemistry - Summary Female
Tes! Subsiance ASAT (GOT) ALAT (GPT) 7GT ALP Total Urea Creatinine Glucose Total
Dose (mg/kg) Bilirubin Nitrogen Cholesterol
U1 U/1 /1 U/ wg/dl ng/dl mg/dl ng/dl mg/dl
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 VWeek 5 VWeek 7
2TB Mean 66. 8 2.2 24.8 28.3 0.0 512.3 316. 3 0.00 0. 02 13. 85 17.20 0.48 0.53 151. 2 148. 0 64. 2 83.2
0 S.D 1.4 12.9 3.9 2.3 0.0 180. 8 97.6 0.00 0.04 1.39 2.29 0. 04 0. 05 6.9 59 6.5 12.9
n 6 6 6 6 6 6 ] ] 6 6 6 6 6 6 6 6 6
2TB Mean 67.8 26.3 0.2 551.5 0.00 14.02 0. 47 162.5 61.0
4 S.D 1.1 5.3 0.4 170. 5 0.00 1. 80 0.05 1.9 8.1
n 6 6 6 6 6 6 6 6 6
2TB Mean 4.7 26. 1 0.2 487. 8 0.00 12. 65 0.47 162. 0 62.3
20 S.D 9.4 5.0 0.4 134. 2 0.00 2. 65 0.05 13.5 10. 8
n 6 6 6 6 6 6 6 6 6
218 Mean 67.5 70.0 23.8 1.2 0.2 0.2 530.5 325. 3 0.00 0.00 4. 23 17.13 0. 45 0.53 160. 7 147. 8 70.0 75.5
100 S.D 10. 3 8.9 3.3 4.8 0.4 0.4 110. 8 313 0.00 0. 00 3. 34 2.28 0.05 0. 0% 6. 6 10. 6 1.5 9.6
n 6 6 6 6 6 6 6 6 6 6 6 b b 6 6 6 6
218 Mean 4.8 70.5 22.5 2.7 0.2 0.3 396.0 394.0 0.00 0. 00 12.8 17. 55 0. 45 0. 55 155.5 149.5 76. 0 78.5
900 S.D. 19.1 1.4 3.2 44 0.4 0.5 100. 0 170. 3 0.00 0.00 [.7% .31 0.08 0.05 il 9 9.4 8.3 8.9
n 6 6 6 6 6 6 b 6 6 6 6 6 6 6 6 6

Sigailicantly different from conirol o % PO 05; #% P<0. OI.

21




Twen{y-eighi-day Repealed Oral Toxicity Study of 2TB in Rats

Study No. B8L657

Table 5 Blood Chemisiry — Summary Female
Test Substance Trigiyceride Total Atbumin A/G Ratio Calcium Inorganic Na K Cl
Dose (ng/kg) Protein Phosphorus
mg/dl g/dl g/dl mg/dl ng/dl nmol/1 mmol/1 mmol/!
Week 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
2TB Mean 16.0 51.0 6. 67 7.01 3. 48 3.5  L093  1.000 9.1 9, 88 7.63 7.43 1428 1430 4. 05 4.07 101.2  100.5
0 S.D 58 50.2 0.25 0.58 0.15 0.29  0.043  0.027 0.19 0.17 0.29 0.55 0.8 1.3 0. 31 0.33 1.0 2.0
i 6 6 6 6 6 6 6 6 ] b 6 6 6 ] 6 ] 6
218 Mean 15.0 6. 53 3. 42 1. 098 9.07 7.52 142. 3 4. 05 101.0
4 S.D 7.3 0.16 0.10 0. 050 0.12 0.26 1.0 0.29 1.3
n 6 6 6 6 ] 6 6 6 b
T8 Mean 32.0 6. 53 3.47 1. 133 9.27 7.63 142. 5 100. 2
20 S.D. 25.3 0.30 0.12 0. 066 0. 16 0.41 1.0 0.16 1.3
a 6 6 6 6 ] 6 6 ]
218 Mean . 6. 72 T.15 3.52 3.58 [. 102 f. 007 9.85 1.45 7. 88 142.5 143.0 3. 92 4.03 99.7 100. 8
100 S.D. 1.2 . 0.22 0.28 0.08 0.10 . 048 0.053 0.30 0.39 0.38 1.0 1.3 0.21 0.26 1.2 I.§
n ] 6 6 b 6 6 6 6 6 6 b 6 6 ) b 6 ]
218 Mean 24.7 52.3 6. 68 7.02 3.52 1. 158 1. 008 9.12 9. 82 .17 7.37 141. 7 142. 0 4.05 4. 07 100. 0 99.8
500 S.D. 10. 2 48.1 0. 42 0. 26 0.19 0.08 . 056 . 066 0.29 0.38 0. 22 0. 32 0.8 11 0.22 0. 10 1.8 2.6
n 6 [ 6 6 6 6 6 6 6 6 6 6 6 6 6 6 5

Significantly different from conirol

: #,P<0. 05; #%, P0. 0L
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Twenty-eight-day Repeated Oral Toxicity Study of 2TB in Rats Study No. 8L657

Table 6 Urinalysis - Summary : Male
Tesi Substance pH Protein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg)
5.0556065707.58085>8 - +/-1+ 24 3% - /-1 % 3H - H-1+ 2 3% - 2 H - 41 W% 3
Week 4 Week 4 Week 4 Week 4 Week 4 Week 4
28
0
n 6 0 0 0 0 0 2 4 9 0t 2 3 0 § 0 0 0 0 0 3 2 1 0 5 1 0 0 6 0 0 0 0
2TB
4
n 0 0 ¢ 0 0 0 2 4 9 0 0 0 6 0 g6 0 0 0 0 0 1 5 0 0 3 3 0 0 6 0 0 0 0
2B
20
n 0 0 0 0 0 0 2 4 0 01 2 3 0 6 0 0 0 0 13 2 0 0 6 0 0 0 6 0 0 0 0
2TB
100
n 0 0 0 0 0 0 2 4 0 0 0 0 6 90 5 1 0 0 0 0 3 3 0 0 5 10 0 6 0 0 0 0
218
500
n ¢ 0 0 0 0 0 2 ¢ 90 0 0 1 &5 90 5§ 0 0 0 0 0 5 1 0 90 4 2 0 0 6 0 0 0 0
Significantly different from conirol 4, B0, 05; #%, P<0. 01.
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Twenly-eighi-day Repeated Oral Toxicity Study of 2TB in Rats

Study No. 8L657

Table 6 Urinalysis - Summary Male
Tes{ Substance Urobilinogen
Dose (mg/kg)
Eu/d1
0.1 1.02.040>8
Yeek 4
218
0
] & 2 0 0 0
218
4
n 5 1 6 0 0
2TB
20
n 6 0 ¢ 0 0
T8
100
n 6 0 0 0 0
2TB
500
1 6 0 0 0 0

Significantly different from conirol : #,P0.05; #4, P<0. 0.
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Tweniy-eighl-day Repeated Oral Toxicify Study of 2TB in Rats

Study No. 8L657

Table 6 Urinalysis ~ Summary Female
Test Substance i Prolein Glucose Ketones Bilirubin Occult Blood
Dose (mg/kg)
50556065707.58085>9 - +/-1+ 2 3 - /-1 % H - -1+ W H - BB H - -1+ N H
Week 4 Veek 4 Week 4 Week 4 Yeek 4 Week 4
iTB
0
n 0 0 0 0 1 0 3 2 0 21 2 190 6 0 0 0 O 3 3 0 0 0 6 0 0 0 6 0 0 0 0
218
4
n 0 0 t 1 0 0 2 2 0 21 2 1 0 5 1 0 0 0 23 1 0 0 6 0 0 0 6 0 0 0 0
2TB
20
n 6 0 0 0 0 0 2 4 0 3 0 2 1 0 5 1 0 0 0 3 3 0 0 0 6 0 0 0 6 0 0 0 0
21B
100
il 0 0 0 0 0 1 2 3 0 2 1 2 1 0 § 0 0 0 0 3 02 1 0 0 6 0 0 0 6 0 0 0 90
2T8
500
n 0 0 0 0 0 2 1 27 1 1 3 1 1 0 6 0 0 0 0 1 4 1 0 0 6 0 0 0 6 0 0 0 0

Significantiy dilferenl from conlrol o %, PC0.05; #%, P<0. 0.
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Twenly-eight-day Repeated Oral Toxicily Study of 2TB in Rals Study No. 8L657

Table 6 Urinaiysis - Summary Female
Test Subsiance Urobilinogen
Dose (mg/kg)
EU/di
0.1 .02.040>8
Yeek 4
218
0
n 6 0 0 0 0
218
4
I 6 0 0 0 0
218
20
n 6 0 0 0 0
218
100
! 5 1 0 ¢ 0
2TB
500
n 4 2 0 0 ¢
Significantly different from conirol o % P<O.05; #%, P<O. 01.
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Tweniy-eighi-day Repeated Oral Toxicity Study of 2TB in Rats Study No. 8L657
Table 7 Organ Weight - Summary Male
Tes! Subslance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Weight
g g ng ng ng g g g g
Veek 5 Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7 VWeek d Week 7 Week 5 Week 7 Week & Week 7 Week 5 Week 7 Week 5 Week 7
218 Mean 395.2 4440 2.088  2.138  16.1 15.82 3440  33.42 5583  500.5 1.428 1.462  1.300 1.447 16315 16.235 0. 81 0. 855
0 SD 39.1 321 0.060 Q.072 1. 48 1.93 3.2 822 1316 0.094 0.063 0.092 0182 2.977 1200  O.1M 0.076
n 6 6 6 6 6 6 6 6 6 6 ] 6 ) 6 6 b
218 Mean 397.7 2. 048 15. 82 31. 70 607. 0 1. 497 1. 315 16. 197 0. 832
4 S.D 30.8 0. 095 119 6. 86 129. 2 . 127 0. 150 2. 243 0. 081
n 6 ] b 6 6 6 6 6 6
218 Mean 393.7 2. 105 16. 23 30. 80 £09. 2 1. 468 1. 363 16. 137 . 845
20 S.D 23.5 0. 062 1. 63 4. 69 93. 6 0. 083 L 073 1. 318 0.125
n 6 6 6 6 b 6 6 6 6
218 Mean 386. 2 4317 2.070 2. 147 14. 58 16. 27 32.57 37.08 624. 2 517.0 1. 467 1. 507 1. 380 i.432 16.565 15,8717 0. 727 0.912
100 S.D. 22.8 22.1 0. 085 . 064 1.08 1. 32 512 5. 69 69. 7 122.1 . 091 0. 065 0. 157 . 084 2. 089 1. 076 0.107 0. 083
[ 6 6 6 6 6 6 6 6 6 6 6 [} [} 6 6 6 6 6
218 Mean 373.0 425.2 2. 042 2.097 14. 50 15.95 28. 98 307 543.1 529.5 1. 420 1. 427 1. 330 [.313 18173 14,945 0. 750 . 783
500 S.D. 331 17. 6 0. 062 0. 053 2.03 0. 81 2. 42 4. 11 96. 0 11.5 0.119 0. 037 0.100 0. 082 1. 797 1.073 0.096 0.103
n 6 [ f 6 6 6 6 6 6 6 6 6 6 6 6 6 6 [

Significanily diflerent from control

+ %, PK0.05; #4%, P<0. 01,
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Tweniy-eight-day Repealed Oral Toxicily Sfudy ol 2TB in Rals Siudy No. 8L657

Table 7 Organ Weight - Summary Male
Tesi Substance Kidneys Adrenals Testes Epididymides
Dose (mg/kg)

g mg g g
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7

2TB Mean 2. 73% 3. 122 47.45 50. 60 3. 048 3. 212 0. 803 1. 118
0 S.D 0. 308 0.271 6. 67 8.59 0. 293 0.180 0. 050
n 6 6 6 6 6 [} 6
218 Mean 2. 760 53. 15 3. 058 0. 807
4 S.D 0. 352 8. 21 0.220 0. 040
n 6 6 6
2TB Mean 2. 852 50. 38 3. 192 0. 783
20 S.D. 0.220 5. 83 0. 247 0. 085
1 6 6 6 6
2TB Mean 2. 850 2. 965 51. 75 53. 93 3. 063 3. 285 0.792 1. 137
100 S.D. 0. 329 0. 169 5. 64 10. 89 0. 194 0. 141 0. 065 0. 054
n 6 6 6 6 6 6 6 6
218 Mean 1. 83% 2. 898 45. 30 49. 71 3177 3.123 0. 753 1. 083
500 S.D. 0. 155 0. 165 8. 26 L. 60 123 0.13 0. 042 0. 040
n 6 6 6 6 6 6
Significantly different [rom conirol 2 £ 7<0.05; #4 0. 0.
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Twenly-eight-day Repealed Oral Toxicity Study of 2TB in Rats

Study No. 8L657

Table 7 Organ Weight - Summary Female
Test Substance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dase (mg/kg) Yeight
g g g ng ng g g g g
Heek 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 VWeek 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5  Week 7
2TB Mean 2420 279.8  L913  1.970  16.35  18.47  23.67 26.30 586.3  427.0 1.078 1.188 0.860  0.958  8.863  9.980  0.525  0.812
0 §$.D 10. 3 2.0 0.059  0.106 1.56 3.15 3.7 3.25 1617 93.9 0.08t 0.072 0.127 0.097  0.633 1.217  0.076 0.5t
n 6 6 6 6 6 ] 6 6 ] 6 b 6 6 ] b 6 6 6
278 Mean 257. 8 1. 882 18. 1 23. 35 464. 8 1.078 0. 892 9 450 0. 543
4 S.D 21.4 079 1.5 5.20 39.8 0.121 0. 100 1121 0.083
! 6 6 6 6 ] 6 6 6
218 Mean 246.0 1.918 16. 72 26. 15 517.3 1. 090 0. 888 9, 080 0.528
20 S.D. 4.1 . 064 .48 U 65.9 0.094 0. 040 1. 176 0. 055
n 6 [} 6 6 6 ] 6 6 6
218 Mean 243.0 264. 5 1. 907 1. 937 17. 13 18.92 24. 98 26. 1 534. 1 481.3 1. 083 1. 145 0. 838 0. 898 9. 062 8. 830 0. 502 . 623
106 S.D. 22.7 17.2 059 0.094 217 2. 45 3. 67 2.9 9.7 1003 0.099  0.075  0.073 0.066  0.818  0.835  0.065  0.108
[ 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
218 Mean 2317 268.7 1. 943 1. 930 16. 317 20. 27 25. 03 24. 50 423.0 449. 2 1. 097 1. 135 0. 813 0. 943 9. 993 . 658 0. 548 0. 605
500 S.D. 9.2 31.4 0.074 026 0. 85 1. 66 3. 97 4. 26 59.6 55.9 0.072 0.077 0.072 0. 056 0.726 1. 347 0. 057 0. 080
n 6 6 b 6 6 ] 6 6 6 6 6 6 6 b 6 b 6 6

Signilicantly different Irom conirol

1 %, P<0.05; #% P<0. 01
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Tweniy-eight~day Repeated Oral Toxicity Study of 2TB in Rats Study No. 81657

Table 7 Organ Weight - Summary Female
Test Subslance Kidueys Adrenals Ovaries Uterus
Dose (mg/ke)

g ng ng g
Week 5 Week 7 Week 5 Week 7 Week § Week 7 Week & Week 7

T8 Mean [.648  1.822 6410 62.93 86.03 9400 0.662  0.527
0 S.D 0.092 0.131 8. 21 8. 35 8. 66 13.50  0.244  0.291
n 6 6 6 6 6 6 ] 6
2T8 Mean 1.733 66. 93 90. 02 0. 550
4 8.0 0. 062 9.72 1112 0.299
n 6 6 6 6
2TB Mean 1. 698 63. 77 88. 68 0. 393
20 S.D 0. 121 6. 33 23. 24 0. 067
n 6 6 6 6
T8 Mean 1. 722 [.768  59.32  66.10  85.88 8298  0.480  0.423
100 S.D. 0.173  0.087 7. 86 6. 61 5. 81 6.36  0.222  0.052
n 6 6 6 6 6 6 6 ]
2TB Mean 1.738 .867  54.83  65.40 8120 97.25  0.580  0.485
500 S.D. 0.099  0.117 5. 97 10.75 8. 98 13.88  0.198  0.144
It 6 6 ] 6 6 6 ]
Significantly differen! from conirol %, P<0.05; #% P<0. 01
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Twenty-eight-day Repeated Oral Toxicify Study ol 2TB in Rals

Table 8 Retalive Organ Weighl - Summary

Male

Study No. 8L657

Test Subsiance

Dose (ng/kg)

Final Body
Weight

g
Week §  Week 7

Thyroids

x1072%
Week 5

Thymus

x1072%
Week 5

Feek 7

% %
Week 7 Week 5 Week 7 TWeek 5 Week 7

1B

218

2TB

218

AL

Mean
S.D.
n

Mean
S.D.
n

Mean

900 S.D.

n

395. 2
39.1
6

397.1
30. 8
6

393.7
23.5
6

386. 2
22.8
6

313.0
33.1
6

f=]
=)
(= P
-

812
1.98

142. 20
23. 38
]

151. 78
2.8
]

154. 67
21. 33
]

161. 42
12.13
6

145. 07
16. 57
6

114. 26
24. 82
6

117.50
25. 85

124. 77
20. 02
6

Spleen

%

Week 5  Week 7
0.205 0.193
0.015  0.016

6
0.21
0.0
0.215
0.033
6
0.187 - 0.208
. 023 0. 020
[
0.202 0. 183
0.028 0. 026
) [

Significantly different [rom control

%, P0.05; #% PO, 01,




Twenly-eighi-day Repeated Oral Toxicity Study of 2TB in Rals Study No. 8L657

Table 8 Relative Organ Weight - Summary Male
Test Subsiance Kidneys Adrenals Testes Epididymides
Dose (mg/kg)
% x10-3% % ¥
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week & Week 7
218 Mean 0. 692 0. 705 12.03 11.38 0. 711 0.7256 0. 207 0. 253
0 S.D. 0. 035 0. 052 1. 27 1. 63 0. 109 0. 055 0. 031 0. 019
n 6 6 6 6 6 6 6 [}
2TB Mean 0. 692 13. 40 0.773 0. 203
4 S.D 0. 043 2. 26 0.092 0. 020
n 6 6 6 6
218 Mean 0. 725 12. 80 0.810 0.198
20 S.D. 0. 062 1. 24 0. 026 0.013
n 6 6 6 6
2TB Mean 0. 140 0. 678 13. 43 12. 33 0.793 0. 753 0. 207 0. 258
100 S.D. 0. 064 0.024 1. 80 2. 52 0. 044 0. 059 0.023 0.015
r [} 6 6 6 6 6 6 6
2TB Mean 0. 765 0. 682 12. 13 11. 72 0. 858 0. 735 0. 203 255
500 S.D. 0. 071 0. 034 1. 84 0. 35 0. 085 0. 052 0. 027 0. 9019
n 6 6 6 6 6 6 6
Significantly different from conirel ., PC0. 05; ## PC0. 0L
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Twenly~-eighl-day Repeaied Oral Toxicily Study of 2TB in Rais Study No. 8L657
Tabie 8 Relative Organ Weight - Summary Female
Tesi Substlance Final Body Brain Pituitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (ng/kg) Weight
g % x1073% x107%% x1079% % % % %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 ‘Week 7 Week 5 Week 7
218 Mean 242.0  279.8  0.790 0. 707 6.75 6. 65 9. 77 9.48 240.97 153.03  0.443 0.427 0. 357 0.345  3.663  3.572 0.218  0.295
0 S.D 0.3 2.0 0.032  0.042 0.72 1. 27 .32 1.57  60.69  30.49  0.025 0.025 0.048 0.048 0.217 0. 361 0.026  0.209
0 6 6 6 6 6 6 6 ] 6 6 ] ] 6 6 6 ] ] 6
218 NMean 257.8 0.733 7.05 9. 03 180. 734 0. 418 0. 347 3. 660 0.212
4 S.D. 21. 4 0. 059 0.77 .72 15.00 0.019 0. 026 0. 204 0.019
n 6 i 6 6 6 ] 6 6
AV Mean 246.0 0. 787 6. 82 10. 63 211. 80 0. 443 0. 362 3. 683 0. 215
20 S.D. 24. 1 0.089 0. 86 0. 56 32. 15 0.019 0.025 0. 165 0.023
n 6 ] 6 6 6 6 6 6 6
218 Mean 243.0 2645 0.790  0.735 7.08 .20 10.30 9.8 221.07 18180  0.445  0.433  0.347 0.340 3737  3.337 0.208  0.235
100 S.D. 2.7 172 0.078  0.060 1. 06 1. 14 1. 20 0.80 40.03 3574 0.018 0.036 0.023 0.017 0.227 0.224 0.024  0.033
il 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1B Mean 231.7 2687 0.840  0.728 1.07 7.68  10.83 022 18267+ 168.22  0.472  0.427  0.355  0.357  4.315%¢+ 3.588  0.238  0.22%
500 S.D. 9.2 3.4 0.042  0.081 0. 61 1.39 1. 82 1.88 25.18 2200  0.021 0.037 0027 0.056 0.304 0.103  0.029  0.015
n 6 6 6 6 6 ] 6 ] 6 ] 6 ] 6 ] ] 6 6 6

Significantly different from conirol © % P<0.05; #4, P<0. 01.
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Tweniy-eighi-day Repealed Oral Toxicity Study of 2TB im Rats

Study No. 8L657

Table 8 Relative Organ Weight - Summary Female
Test Substance Kidneys Adrenals Ovaries Uterus
Dose (mg/kg)
% x1073% x107%% %
Week & Week 7 Week 5 Week 7 Week 5 Week 7 Week § Week 7
218 Mean 0.682 0.652 2650 22.53  35.57 3355 0.273  0.192
0 S.D 0.037  0.036 3.09 2. 67 3. 44 .20 0.006 0.113
n 6 6 6 6 6 6 ] 6
218 Mean 0.675 26.15 34. 97 0.210
4 S.D 0.034 4.52 3. 89 0.101
1t 6 6 6 6
218 Mean 0. 697 26. 02 35. 80 0. 160
20 S.D. 0.078 2. 57 7.23 0.028
i 6 6 6 6
218 Mean 0. 708 0. 670 24. 4 25.0 35. 52 31.52 0.198 0. 160
100 S.D. 0. 030 0. 046 I. 82 2. 11 3. 09 3.37 0. 095 0.021
n 6 6 6 6 6 6 6
218 Mean 0. 752 0.703 23. 65 24. 13 35.02 36. 42 0. 250 0.185
500 S.D. 0. 049 0. 094 1. 88 5.58 3. 34 5.33 0. 091 0. 061
n 6 ] 6 B 6 6 6 6

Signiftcantly different from conirol

1 4, P<0. 055 %%, P<0. 01,
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Twenly-eight-day Repeated Oral Toxicity Study ol 2TB in Rats

Study No. BL657

Table § Necropsy Findings - Summary Scheduled Sacrifice (Week 5)
Sex : Male
Test Substance : 278 2TB 2TB 218 218
Organ Dose (mg/kg) : 0 4 20 100 500
Findings Number of Animals : 6 6 b 6 8
Number of Animals Examined : &> <6 <6 <6> 6>
Thymus
Thymic remnant in neck 0 1 0 0 0
Kidney
Cyst 1 0 [ 1 1
Thyroid
Small 0 0 0 0 1
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Twenty-eighl-day Repealed Oral Toxicily Study of 2TB in Rats

Study No. 8L657

Table 9 Necropsy Findings - Summary Scheduled Sacrifice (Feek 5)
Sex : Female
Test Substance : 218 218 2B 2TB 2B
Organ Dose (mg/kg) : 0 ¢ 20 100 500
Findings Number of Animals : 6 6 6 6 ]
Number of Animals Examined : <6y <6 <6 6> 6>
Lung
Brown patch 0 0 0 0 i
[nteriobar adhesion 1 0 0 0 0
Kidaey
Cysl 2 0 0 0 1
Uterus
Distention 3 2 0 1 2
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Twenly-eight-day Repeated Oral Toxicity Study of 2TB in Rats

Study No. 8L657

Table 10 Necropsy Findings - Summary Scheduled Sacrifice (Yeek 7)
Sex Male Female
Test Substance 2TR 2TB 218 1B 218 218
Organ Dose (mg/kg) 0 100 500 0 100 500
Findings Number of Animals : 6 6 ] 6 6 6
Number of Animals Examined : {6y &> () <6 <6 &>
Spleen
Enlargement 0 0 0 i 0 0
Lung
Brown paich 1 0 0 0 0 0
Kidney
Ditatation, pelvis 0 0 0 1 0 0
Uterus
Distention 1 0 1
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Tweniy-eighi-day Repeated Oral Toxicity Study ol 2TB in Rats Study No. 8L657
Table 11 Histological Findings — Summary Scheduled Sacrifice (Week 5)
Sex Male
Test Subslance 2TB 218 2TB 218 218
Organ Dose (mg/kg) 0 4 20 100 500
Findings Number of Animals 6 6 6 6 6
Heart 6 <0 ) ) )
Inflammatory cef! infiliration. f{ocal 1 2 2
2 0 0
3 0 0
Thymus 6 Q) ) <o o
Spleen {6 < <0 <0 )
Increasc in hemalopoiefic cell, erythrocytic l 1 0
2 0 0
3 0 0
Liver (| <0 <0 < )
Microgranuloma 1 1 0
2 0 0
3 0 0
Necrosis, [ocal { 0 i
A 0 0
3 0
Kidney B CH e (B {6
Basophilic tubule 1 2 1 0 2
2 0 0 0 0
3 0 0 0 0
Cyst 1 3 1 I 1
2 0 0 0 0
3 ] 0 0 0
Fibrosis, focal [ 0 1 0 0
2 0 0 0 0
3 0 0 0 0

>, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly different from conirol

T 4, PO 05; %, 2<0. 01
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Twenly-eighl-day Repeated Oral Toxicity Study of 2TB in Rals

Study No. 8L657

Table 11 flistological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male

Tesl Substance 2TB 218 2TB 218 278

Organ Dose (mg/ke) 0 4 20 100 500
Findings Number of Animals § 6 6 ] 6
Kiduey B <0 1) (D <
Hyaline droplet, tubuiar epithelium, proximal 1 ] 1 1 5

Z 0 0 0 0

3 0 0 0 0

Mineralizafion, papilla 1 1 0 0 1

2 0 0 0 0

3 0 0 0 0
Testis <6 W ) <0 {6
Epididymis ) <0 1)) <O {6
{nflammatory cell inliliration, lymphocyle, focal 1 I 1

2 0 0

3 0 0
Seminal vesicle ) g ) 0 {6
Thyroid ) ) ) 0 )
Adrenal B ) <o i) )
Brain ) LB ) <0 <6
Spinal cord < <o (1) <0 <6
Sciatic nerve ) <0 < <O B
Muscle (Iemoral) <6 <o ) 0 by

O . Number of animals examined
1, Stight; 2, Moderale; 3, Severe

Significantly different from conirel %, P<0. 05 #%, P<0. 01
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Tweniy-eight~day Repeated Oral Toxicity Study of 27B in Rals Siudy No. 8L857
Table i1 Histological Findings - Summary Scheduled Sacrifice (Keek 5)
Sex Female
Test Substance iTB 2TB 218 218 218
Organ Dose (mg/kg) 0 4 20 100 500
Findings Number of Animals 6 6 6 ] 6
Heart <6 <0 ) ) )
Thymus ) <0 C» < )
Spleen <6 <0 <0 <O {6
Lung oy <o ) ) (D
Foreign body granuloma I { 0
2 0 0
3 0 0
[nflammatory cell inliltration, focal 1 0 |
2 0 0
3 0 0
Liver ) ) < <O 6
Fatty change, hepalocyie, periporial 1 { {
2 0 0
3 0 0
Microgranuloma 1 1 1
2 0 0
3 0 0
Kidney € ) ), 0 .y
Basophilic tubule 1 2 3
2 0 0
3 0 0
Cyst 1 2 I
2 0 0
3 0 0
Mineralization, papilla I 0 1
2 0 0
3 0 0

<>, Number of animals examined
1, Slight; 2, Moderale; 3, Severe
Signi{icantly different from conirol

4, 0. 05; %%, P<0. 01,
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Tweniy-eighi~day Repealed Oral Toxicity Study of 2TB in Rals

Study No. 8L657

Table 11 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Female
Test Subslance 2TB 2TB 218 2B 2TB
Organ Dose (mg/ke) 0 4 20 100 500
Findings Number of Animals 6 ) ) b 6
Ovary ) ) <0 <0 <&
Uterus &) (D ) &) (D
Dilatalion, lumen 3 2 1 2
0 0 0 0
0 0 0 0
Adrenal ) g < < )
Brain 6 LB <0 < )
Spinal cord {6 < <0 < )
Sciatic nerve < <0 <0 <o <6
Muscle (femorai) <6 <0 < < 6

O
1,

Number of animals examined

Stight; 2,

Moderate; 3 . Severe

Significantly different from conirol

%, P<0.05; #%,P<0. 0L
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Tweniy-eight-day Repealed Oral Toxicily Study of 2TB in Rats

Table 12 Histological Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Subsiance 2TB 218 218 218 218 278
Organ Dose (mg/kg) 0 100 500 0 100 500
Findings Number of Animals 6 6 6 6 ] 6
Spleen (g ) <B <D ) <0
Conges{ion 1 {
b4 0
3 0
Lung ) <O o ) <O )
{nflammatory cell infiliration, focal 1 {
2 0
3 0
Kidney <0 ) ) <D <0 <
Dilatation, pelvis | {
2 0
3 0
Uterus . <0 <
Dilatalion, lumen 1 1 1
: 1 0 0
3 0 0

O, Number of animals examined
i, Slight; 2, Moderate; 3, Severe
Signilicantly different [rom conirol

%, PC0.05; %%, P<0. 01,
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