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8L656

E RN

444V 7O FTERQE-CTOET /) —)W)% 0, 8, 40, 200 3 X TN 1000 mg/kg
DR THERED SD R T v MM 28 BEIRIERDORG L, ToHEEEEREZRETL .

MEFIREICBWNWT, HEHEK TRICEMERE 2 LA ERR L OBEMEDY 40 B &
0 1000 mg/kg FHOME TR 5Nz, TNHOELITHMEREICEENED 5Nl &,
PBIOEDRENS, HBYEARS SIZBEEORWMERNELEHH L. INS50%E
bid, EHEHIRFIIEEASNRNo T

—MeREE, RE, EHE, MKEFORE, RIRE, S8, R FRRE O E,
WEERGIERT 5 &E 2 6NLHEEH S NBho T

LLE, VWS NS 1000 mg/kg B THREMER SICER T 5 &E X 5NDEIERED
LRz inofo. 0 T, ARBREH TICBI1T 2 OEFER (NOELW, i WLd s 1000

mg/kg &MWL 7z,
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~~

444V 7Y F oEAQEe-PT T /N A TS TOEERA T 2/
—)VA, TBA] 1X, 7S5 AF v 7 RAENEITH B /N\OT 2 REPRE(Fire retardants) 5 0D &
FROREMATHD".

S|, BELEREOREESRHEEEED -RELT, Sy hEAWNT 28 AMDOK
EIRSEERREEBRL, EENOBEFHEEICIDONWTRIALZOTHRET 3.
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8L656

MEB IO HE
BRI
MR EINZ 441 OB FoR6-¥ 7087/ —)b)
(&F5 : TBA, CAS No.79-94-7, v h &S FUEE 99.5%) =M Lz, Bk

WEIL TREDO(EFEA, S, P TFEBICAHYEG T2 316, Bl 182T,
HILE 22, AKE - 2EEAREAH, HIRTHE - MROEK, ZTEtEdEmitT
HDHMN 250CTHRAICFENRID, BAKEHAZRET D, BRER, K <
0.1%(25C), 7 b2 ; BiE, DMSO ; T—5—L, A% /)—); BiA.
BB EIIEREHF T TRELE.

W E DZLEME, WBRMEREELORIET 28 EZAFL, MEELE.

{b¥4 . TS 7O T7 /—IVA

HiER
Br Br
Qs
HO (|3 —OH
CH
Br 8 Br

T : 543.88

FHY . R TJOEREZ 7/ —IVA

ABREN)

HEF ¥ —IVA - UN—MREESZHT BEAR)MNS 1999 4 3 H 24 HIT Cj:CD(SD)
IGS 5 v M(SPRMEEE SO L2 AF Lz,

B ATR, 6 HREBE - BHLL, WINOEYHRERENRIFTHD I L%
LT, BERBMBETRIC, REBIMCEMERMMEECE > TEROAENZIES
—ERBEDTEHMTL, MR 4B REEMA L. RERBROERI S HE, &
EHIFHIIMEN 150~169 g, #EAHT 123~145g T 72

BN FEIRE > TB @GR L. 7F— 23 BnE s, SRS, BBy
B4, &S, H5, BE, RS54, BYESIURKERELE SV ER
V.
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8L656

B

B - BUEIMZ SO 2MAFTHMEEL T, RE 22:2CHE®), MHMRE 55
+15%(B1EME), &0 128/ FE—IVT Ly oy — i), R 1285 H
(7:00~19:00)ic A ENFAET L = EEZMER Lz, SRR TED LIREE OFFE#H
PAIL 19~25C, 35~75%TH D, EAEIZETNTIN22~24C, 45~64%TH > 7z.

B EREE A OEBRBW A RERN—5F v 7, BEFy—ILZ - UN—0) %
BNRY F— R k— RS — P (265W x 426D x 200H mm, 35 T R} 2R AR 1 B
SR —T B0 5 IE(E), BoTURIES—I 520 2IREHIREL, A
F—)VBRE(NFUREENW) LICHB L TRF L. S oRBHTLAE 1
BlO—F—3a > Uik MENTIEEF AT > L A B ERERAGHESR( N F U R
TR 2, FKICIRBEE R U A1 — R 3 — MEFE/ORT00mL,  ~ 3T B2 23 R0)
EERUE. F— @RS, ARSI UHEAORIGE 1 B L 7.

Wi, EREYAEERME, YU CSIVEBERTER S, Sum D7 2 )b
& —igintk, BRIVEREER L 2kiEKk e B ICERE S, fR S SREKIGE 1 BI22
Hal 7z

W S OB B SR MEIRED, YA TEDHEMEICHEEG L T
BT EEMER L. Fie, SAKRAKEEITERL 2/KEREZ EHRNCERL,
SHENEEIGES L TNA I EEHERL TS,

& 5

B ERIEIIMCEEA 1 RS RO & Uiz, 50T 28 &L,
BY T EREELEVYCVEAVWTIAH LE, FaidicsgmRoss s,

g & U THERME 2 100, 500, 1000 351082000 mgkg D AETHHEE 2
It SDAGS)% T v MIHEROKRE L, &5% 8 BRBRLUER, —RIkE, &
BEBRIUEIBRTRICEEIIRD s U2ho7z. RIZ0, 100, 500 3L 1000mg/kg
DORETHMHAE 3LO SDAGS)% 7y MZ 14 HEIRBEROKRS LR, —RR
B, RE, MRFPRE, BRERETR, B BIE, MBI R38R sk
o7z, INSDFMABDOKEERN S, KB TIRLEEN AV M/ OLBETH 2
1000mg/kg Z@mAEE L, LAFAM 5T 200, 40 LU 8 mg/kg DEF4 FHEBEAZRE
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8L656

L7z, & 5ITHE0.1%Tween80 7N 0.5%CMC-Na 7KK D B % 1% 5.4 2 5 IREE %
U7z, FEWEEIT 10mikg EU, BEEHICHE LZABEICEDOWTEB L.

P ERME VT 0.1%Tween80 71 0.5%CMC-Na 7Ki& & (Tween80 : DIFCO
LABORATORIES, 00y +#% 5 130420JA, CMC-Na: BIH{LFM), 0w h&E 007G1484)
IR U, RSOMENTE 1 BTV, 50T D X THE - RTICRE
L, P88 HUAIMICHER L. RGEPORBPNE DWBERESRLETTO 8 HHE
OLEEHEB I 1T, HERIARTIC 0.4 /05 200mg/mL O #Hi THEZE L 7= & T
BEE ). iz, YERESGICEHBROREHRESTL, WRINEORENRER
EDOE10%LANTH B T & &R L I=(RFHEE 2).

xFHERE, 200 B KU 1000my/kg FEO—FEOEMIT, HEHRHET# 14 ROEIE
WA=,

(10501-10506)

(50501-50506)

5. BEMERK
& 5 AR T R P B9 B REIRE T IR AR
# A i3 JtE HE Ik
W W 67 6 6 6
(10101 - 10106) (50101-50106) (10107-10112) (50107-50112)
8 mg/kg Af 6 6 — -
(10201-10206) (50201-50206)
40 mg/kg Bt 6 6 - _
(10301-10306) (50301-50306)
200 mg/kg #¥ 6 6 6 6
(10401-10406) (50401-50406) (10407-10412) (50407-50412)
1000 mg/kg % 6 6 6 6

(10507-10512) (50507-50512)

1), 529 HITHS S 2), 5643 HITMHES; 3), Bk

6. Eig - PEEE

s 4), BES

TROEBZ®RELX. 28, HEEOERZIRSMMBAZE 1R, £1~THZ
BLRAELUE. £z, $29BUEEZRERME L.

6.1 —RRIREE

BEHEILLH2E @50,

62 1k E

%), TOMOBEIZ1 B 1 EFaiPIcRRLE.

LW OREZET LR (EB-3200S, MBEEERN Z2RWTE 1 ERE L.
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6.4

BiEE

8L656

By —CHICASAAEREZE T LMK (EB-3200S, MREREUER) 2AWT
B 1EEEL, TR0 1 HEEEBEEEEH L.

IMEAHIRE

5529 BB X VE 43 H OFTHEGETIRIC SN R Z2IFEREME T T, FAX S

= F NI A (FRF )b, HDERER) ZIERMRS U THEEL, BREIRE D

Bml, FROEBHZHEELZ. ), (0)OBEICITEEMRIESI&E L T32%7 .

=7 bV LKBKREHEAL, =

O EEL TR SNz 2Rz, T OMMOIA

HoOMEIZIE, EER L% EDTA-2K T L 7= ik 2 Wiz,

H H H Ok
1) FRIMEREL (RBC) —A70-—DCA > E—F 2 A%
2 ANEF/OE RE (Hb) SLSAN\ESDOE ik
3) AT Uy ME (HY) FRONER SOV A 3 & AR ik
) SEGFRMERETE (MCV) (1), GEEH
(5) SEHFRfEkimGaEE (MCH) ), QLLEN
(6) SEX R ER AR ¥RE (MCHC) 2, QLVEH
@) DN |185¢:48 IV I - Rz 703 PN -k
(8) Rk —ZA70—-DCA > E—% > A%
)] Jo ko P Quick — Bk
(10)  {EHEACER NOUE 70 9AFUERR] (APTT) i b7y 07 S AF 2k
a1 ABmEkEk (WBC) RFDC A > E—% > Ak
(12)  AmEkEH R Wright 2 EERHFEARIC DWW THIE
PIEERS M~@3), 8), (1) NE-4500, > Z A 27 A
7 R-2000, A A~ 27 AWM
9), (10) KC10A, 7 X)L 7%k
(12) MICROX HEG-70A, /00 >
6.5 IMEILFAIRE
SHEF S BRE U 72 iR O — 8 2 =R T 30 BB BERERLOAEL, Bon/z
MFEZAWCFROEHZREFELR. /2, BLOomiBE, RBRTETHARET
L.
H H 5k
(1) ASAT (GOT) UV-rate £ (JSCC R iE)
) ALAT (GPT) UV-rate % (JSCC g R i%)
(3) v GT 70 W -p-oboyz) N BEE i (SSCC B IE)
“) ALP p-2h071h) R BB VR SCC B RIE)
(5) wmEUIE > L (BOD i%)
(6) RIEFEFE B3-UV i (Urease-GLDH i)
@) JVTFZ Jaffé 1%
(8) TN aA—2A B 3-UV £ (GIcK-G6PDH %)
) walL2so—jb [#351: (CES-CO-POD i)
10)  ~YFTYESAR 3% (LPL-GK-G3PO-POD i%)
()  BEH Biuret i

14



8L656

12y FTHNI7> BCG i

(13)  AGI ADBLIRI)EVER
14y AN IA OCPC

(15)  fmpgy > Pﬁfya{i (PNP-XOD-POD %)
(16) MU DL (Na) > IR E AR

a7 Auvs K > BN EMmIE

(18) 91:1—)1/ Q) >R EM L
HEEEE H 31 736-10 %, (H\)B_L f’FPﬁ

6.6 R

BRI 6 ILOFEEFR 255 24 HICIFELL C, TEdOEBZRE L. MEDOERE,
W EREDOEEZFOEIENRBD NN /=20, FOMOBMEIEH &
EEHABI O RBREIIEMR L 72 - /2.

H H H ok

¢y pH AMBHE NV T A AT 4 v T A, INA TV - ZHR)
2 H=H L (RIVT A AT TR, NA IV - =)
(3) TN a—A MEHE RNT A AT 4 v T, INA IV - =)
4) b AR RBHE RNVT A AT 4w T X, INA IV - ZHE)
) EUILE > ABAE (RN T 4 AT 4w DA, NA IV - =H)
(6) i HEBHGE RNV T A AT 4w IR, INA IV - =)
(N ooy /-4 BBEE ST AT 4w A, NA IV - ZHE)
PERER - ) =527 100, N1 T)L » =

6.7 JRHEFHIRAE
E
B EY O TR DR EEREE T LIIRFT (AEG-120, ()SEEER) & AW
THEE L. Fiz, MEHHOERBICEDWTHMER CGHAER) 28HLE. ab,
THEABIUCFRBEERIRILY CEERICAELZ.
e, OMEL BE, RERE, EEE, AIE, MBR, BENE, RSEE, DR, TE, BRLE,
T, FRIR
2) REfELRIRE
BB, BRERE U - il , REFES BRI L.
3) WEAEFIRE
YO TERE - MBzHERL, 10%29E) VBEESRILTU RTEZEL,
RELE. ZEL, BEREN-F-BIFTERY VIRT, BEBIUEREEITY

m}
G

D &

Y R THEEL.
B, BB, TEEK, BEBION-F—I @A), U/ EH(THE - BREE),
B, &, BlUosEX, B, +=flh 2k BiE B8 G B8l FEE,

15




8L656

FURIRB K REEUME R, (O, PO, B, B0 @), 2% GERD, Bk,

o5

RSO (), REEE RARGEMD, K5EE, misIIRIEEE, DRI (D, £, KIRERX
OVERE (), KEREIS X OBHHEE, T OWRIRA S E BT

12 5 IR T IR L 72 6 HERE & 1000 me/kg BE OOIERES 4l 0> T 2088 - $id7s
5 NS IRRE 2 & DB O WIRA BRSO H RIS TAY RS Y > - TF
T (HE) RAEAZEHL, SMRLEZ. MEDR, 1000 mgkg B THERMEIC
BT 2 & Hbh a2 LR SN /270, Mo B & EERRBYOR

BI3EBLU Do 77. 728, WIRRERIA E L T 1000 mgkg # O 1 4](50506)

Malr, oColik, ATWEE, RO, B, R0E, KRR, KRR LK, i IR

Rt AR fAT

FFET— 2L, LEBEBEE THEIFREEEEZBRF L 2. 9720 Bartlett
R THESGBOREEITV, DBPELWESII—TEEL O, HBN%EL <k
W E 13 Kruskal-Wallis DARE 217 o 7. BEREHICH B2 EZ0R 5N 723541 Dunnett
HRE/ZVE Dunnett DO L BHEMREEIT o7z, FHT —F1d, axb Dy BEZTW,
BEENGRD SNZG AL Armitage D 3 *BUE THIBR S S MBREZ LU /2.
AP FHIBNTOMSIERII TROBD TH S, —RE, FHHEMAESIZOREICD
WTH, MEHARIET 2 Em L ish o 7.

% B ikE CORE, BEE, MRFORE, MR, REERE
1 HRE © REEEH, EA, J)Va—A, ok, EOUIILEY, B

M, vaEy /=5 2), FHEHEAERE

16



8L656

1. —JkEE (Table 1)
WEME R ITERT 5 EBON2 2RO shiah o7z

2. {KZE (Figure 1, Table 2)
HRMERGICERT 2 EBONBEITED S - 7=,

3. {2fH=E (Table 3)
HEMERGITERT 5 EBONSEEEBD s aho /-
[EE R D F 36 H iz 200 mg/kg # OMETEAENS SN0, HGHRIPIC B
DHBSNVEN—BEDELTH D, HRWERS SIIBEEORWE LS HB L /.

4. IM#EZFHIRF (Table 4)

H WM TR L OEE IR TRIOKRE T, HEWER S ERTS 8D
NBHZAITED o 7z,

5 IR TIFC, 40 3 X0 1000mg/kg £ O T HIMERE 73 e/ SEER L O
INHB BT,

14 SR 7 BFIC 1000 mg/kg BEOMET 7 0 b0 > ¥ RS OEE D A 5 117208,
MBI TH D, BEHFKRTIRIOIA NN ENG, HBRYERS &138
EHORWE L &L 7z

5. M#E{LFAMRE (Table 5)
RS TR L UEESMK TIRORET, HBYERSCERTSEED
NAHEERD s NEM o7z,
a4 HARHK T BFIC ALAT(GPT) DR {EAS 200mg/kg B DI TRD sz, iz, 7
)V I—ADEEH 200mg/kg B DM & 1000mg/kg DREHICEED b4z, L L, W
NOELHHBEMBKR TEIZIZASNBNWI EMG, HERWERE SBEEOTNE
L& L 7.

17




8L656

FRXE (Table 6)

B#HHEFORET, HBRYERSICERT 2 & EONSEIEEED 518>
7z,

o N AROBEAY 200 B L 1000mg/kg FEDLHETIRD HNJ78, IEWHIH D ZEH)
THHIENS, HRNEREEEEDLRWELEHI L. GRITEER3)

SR EE (Table7, 8)

FEWRE TP XU EESRKR TROBKRET, HRYEREICERT2 EEAD
NHRIED SNz Tz,

e 5 MR THRIC BB EE OKMED 8 mgkg #HOME TR 5N/, BHEHR
TR, B3AHsNRhoTc. AEET ORBURGDN S EFERZEL & BT
L7z,

B4 A RS 7 IR iRttt B B DR 7)Y 200 35 & T8 1000 mg/kg £ DHETH 5778,
WINHRMABEITHD, HS5HER TRIOIFERRZERASNNWI ENS,
WHRE RS EBE DN SRk L7z

PR, (Table 9, 10)

WERMEITRINT 2 EBONSEITERD s aho 7.

G HIRR TR B L UREHMS TREIEICB N T, Mofat, BliEos
fa, BEIERB JOWE, LEORE, MEOXREREL, BOoRE, HiEose
YE, WEOELGARE, FEORE, TERADERDIVEIBOBGINREEDH
2 VNIBBRME R G B OMME THRWICED SN, INSDOELIEIARKED T v
FPTEBROICROSNDELTHY, FERRRIC—EDEMERS ZENSHK
BWERS E OB EHE L 7.

SAITARASFT R, (Table 11, 12)

WEMBEIERT 2 EBEDbN2BLERD s NnRho k.

REHER TR IUEEMRK TR OEBRYERERT, FovroTy
— D OERE, REEOREEMERESZOEE, BBOITFEATRAE, M1
M, 8, RAZRHMVE LA HIADM T, FREIEORRHELS I OREE DR B4

18



8L656

FEMEARIRNE, OROREIIROIGE, MIROWER, BoRE, FIRO/NAEE,
BRBIEFFAIIGSRSE, FFMligozEiaft, 5 OREDIiRS K ORI OBR 1O B EHl
FEOZERUYEAW R SN, CNSEARRD T v F THEFERICRD 5 NHELT
Hol Ll TORBUIKRII-EDHMNZRS T ENSHBRWEIRG & OREEITA
WL EHIET L 7.

19




8L656

ZRBIOKE R

TBA # 0, 8, 40, 200 HXT) 1000 mgrkg DHETHERED SD R T M2 28 HE
KEROES L, TOHFEEEEEERITL

MR FRREICBW T, B HIBRK TEIC MR G 2 0 ERER L OB E 40 B
KX 1000mg/kg FEDOMETRD B3z, UL, HmMEREITELIZR <, BEDOZE{L
THollz0, HRWERSG SR LZY, BENBE LA £, @\
EHIRR TR, AR A ST

—RUIREE, (RE, BER, WRCFIRE, RRE, 3R, RIELEEIRED
R, HBREREICRERT 352 5N58 AN 2.

PLE, MEHEVL D 1000 me/kg B THEBMERGICER T2 &E X 5 N5 E LI
BHLNBM o, o T, AHBEEHFTICR T 20EZEE (NOEL)IX, HfEHEL

b 1000 mekg & HIM L 7=

20



8L656

Z & X W

1) WISHE—T T AF 7 AERMA, % (Fire retardants), @/NOA > FREEHBRAE,

“12093 DAL WA, 1993, LT ¥ B, po47.

21




8L656

BB K OFERIER
Figure 1 7 N I T T T T 1
Table 1 o IRBE + e et et e e e e e 3
Table 2 N R TP 7
Table 3 JERHER v v v 9
Table 4 ML EIRRTE + v v v e v or e et s e e a e nenenas 11
Table 5 MIIEAL SRS + v v vvvevmmmar e s et 17
Table 6 e 21
Table 7 EERTEE (GASHHEERR) - vovvrrrrrrernoenscnrraonamunennns )
Table 8 BRELTE R (AHSHEERR) - cvovr e rrmomnren e, 29
Table 9 HIRFT R (R GHIRE THE) v e e rtareaneieianneaanes 33
Table 10 ZNRTTE (BIEHIRTE TIE) - vvvvrerermtomeaeirnaeaann.. 35
Table 11 JETRALEETT B (GEEHIRTR THEE) «vovrrvrrrrrreneiiiia s, 36

Table 12 JaFEsEEEAT R (BIHEHIRIRE THE) - vorererereiiininenn 40
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Tweniy-eight-day Repeaied Oral Dose Toxicity Study of TBA in Rats Siudy No. 8L656
Table 1 Clinical Sign - Summary Male
Test Substance Day 1 2 3 4 5 6 7 8 8 10 11 12 13 14 15 16 17
Dose (mg/kg) Findings Time 10 20 (6 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
TBA Number of Animals 2 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 t2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
TBA 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
8 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
TBA 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
40 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 B8 B 6 6 6 6 6 6 b
TBA 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
200 No Abnormality 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 12 12 12
TBA Number of Animals 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 12 12 12 12 12 12
1000 No Abnormality 12 12 2 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
Test Substance Day 18 19 20 21 22 23 %4 25 26 A 28 29 30 31 32 33 34 35 36 3T 38 39 40
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
TBA 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
0 No Abnormality 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 b
TBA 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
3 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6
1BA Number of Animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 b
40 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
TBA Number of Arimals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 6 6 6 & 6 6 6 6 6 6 6
200 No Abnormality 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
TBA 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
1000 No Abmormality 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
t+, Present; 1, Slight; 2, Moderate; 3, Severe;

Time 10, Just belore dose;

Time 20, Just after dose;




Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rals

Study No. 8L656

Table 1 - Clinical Sign - Summary Male
Test Substance Day 41 41 43
Dose (mg/kg) Findings Time
TBA Number of Animals 6 6 6
0 No Abnormality 6 6 6
TBA Number of Animals

8 No Abnormality

TBA Number of Animals
40 No Abnormality
TBA Number of Animals 6 6 6
200 No Abmormality 6 6 6
TBA Number of Animals 6 6 6
1000 No Abnormalily 6 6 6

t, Present; t, Slight; 2, Moderate; 3, Severe;



Twenty-eighi-day Repeated Oral Dose Toxicily Study of TBA in Rats

Study No. 8L656

Table 1 Clinical Sign - Summary Femaie
Test Substance Day 1 A 3 4 5 ] 1 8 9 10 It 12 13 14 15 16 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 1O 20 10 20 10 20 10 20 10 20
TBA 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 {2 12 12 12 12 12 12
0 No Abnormaiity 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
TBA 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
8 No Abnormaliiy 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
TBA 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
40 No Abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 8 & & 6 6 & & 6 6 6 6 6 6 6 6 6
TBA 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
200 No Abnormality 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 12 12 12
TBA 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
1000 No Abnormality 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 {2 12 12 12 12
Test Substance Pay 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40
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
TBA 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
0 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 t2 12 12 12 12 12 12 12 12 12 12 6 &6 6 6 6 6 6 6 6 6 6
TBA 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
3 No Abnormaiity 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 6
TBA 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
40 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
TBA Number of Animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 t2 12 12 12 12 6 6 6 6 6 6 6 6 6 6 6
200 No Abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 6 6 6 6 6 6 6 6 6 & 6
TBA 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
1000 No Abnormality 12 12 12 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
t . Present; 1, Slight; 2, Moderate; 3, Severe;
Time 10, Just before dose; Time 20 , "Just after dose;




Twenty-eighi-day Repeated Oral Dose Toxicily Siudy of TBA in Rats

Study No. 8L656

Table t Clinical Sign - Summary Female
Test Substance Day 41 42 43
Dose (mg/kg) Findings Time
TBA Number of Animals 6 6 6

0 No Abnormalify 6 6 6
TBA Number of Animals
3 No Abnormality
TBA Number of Amimals
40 No Abnormality
TBA Number of Animals 6 6 6
200 No Abnormality 6 6 6
TBA Number of Animals 6 6 6
1000 No Abnormalily 6 6 6
+, Present; 1, Slight; , Moderate; 3, Severe;



Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats Study No. 8L656
Table 2 Body Weigh! - Summary Male Unit : g
Test Substance  Day 1 8 15 22 29 36 43
Dose (mg/kg)
TBA Mean 158. 4 226.9 292.3 349.9 392.4 422.5 453.2
0 S.D. 4.1 8.5 13.5 19.2 24.4 31 32.9
n 12 12 12 12 12 6 6
TBA Mean 158.5 221. 8 287.3 346. 2 389.3
8 S.D. 6.9 14.5 20,4 25. 1 33.6
n 6 6 6 6 6
TBA Mean 158. 17 222.0 281. 334.7 373.8
40 S.D. 6.5 12.6 12 12. 8 14.0
n 6 6 6 6 6
TBA Mean 158. 6 225.4 287.0 342. 6 386.0 421.0 452. 5
200 S.D. 4.6 0.0 13.1 7.6 23.0 34 3.2
n 12 12 12 12 12 6 6
TBA Mean 158. 6 224. 7 289.3 348. 1 381. 8 432.1 469. 5
1000 S.D. 4.2 12.5 1.0 24.6 33.2 54.5 63. 6
n 12 12 12 12 12 6 6

Significantly different from control

1%, P<0.05; #%, P<0. 0L




— ek

Tweniy-eight-day Repeated Oral Dose Toxicity Study of TBA in Rais - Study No. 8L656

Table 2 Body Weight - Summary Female Unit : g
Tesi Substance Day 1 8 15 22 29 36 43
Dose (mg/ke)
TBA Mean 132. 8 163. 8 192.3 214.9 233. 6 255. 7 266. 3
0 S.D. 4.6 3.5 12.1 15.0 20.2 17.2 18.2
1 12 12 12 12 12 6 6
TBA Mean 134. 7 164. 7 191 221.3 239.7
8 S.D. 6.2 9.8 3 .3 22.7
n 6 6 6 6 6
TBA Mean 133.5 1 198.3 220. 244
40 S.D. 6.6 2.1 17.1 2.0 3.1
n 6 6 ]
TBA Mean 134.7 167.7 194. 4 219.1 240.0 267. 8 279.2
200 S.D. 4.8 6.2 10.2 13.5 17. 4 30.6 32.0
n 12 12 12 12 12 6 ]
TBA Mean 133.5 160. 8 193.5 214. 6 237.3 264. 0 280. 3
1000 - S.D. 3.0 5.2 1.5 13.6 12.7 8.9 13.8
n 12 12 12 12 12 ] 6
Significantly different from conirol ;% P<0. 05; %%, PO, 01.



Twenty-eighi-day Repeaied Oral Dose Toxicity Study of TBA in Rals

Study No. 8L656

Table 3 Food Consumption - Summary Male Unit : g/animal/day
Test Substance Day 8 15 22 29 36 43
Dose (mg/kg)
TBA Mean 21.72 25.12 27.02 217 26. 17 26. 40
0 S.D. 0. 77 0.96 [. 45 .73 2. 06 1. 93
n 6 6 6 6 3 3
TBA Mean 21. 13 24. 93 27.03 27.53
8 S.D. 0. 68 0.40 0. 85 0.12
n 3 3 3 3
TBA Mean 20. 77 23. 83 25. 17 25. 53
40 S.D. 0.95 1. 22 1. 36 1. 72
n 3 3 3 3
TBA Mean 21. 93 25.02 26. 71 27.22 27. 33 27.50
200 S.D. 1. 06 1.15 1. 46 1. 44 2. 41 2.11
n 6 6 6 [ 3 3
TBA Mean 21.73 25.95 28. 53 29. 67 29. 67 29. 43
1000 S.D. 1. 43 1. 40 1. 68 1.97 2.38 1. 88
n 6 6 6 6 3 3

Significantly diiferent from control

1 % PC0.05; % PLO. 0L




Twenty-eight~day Repeated Oral Dose Toxicily Study of TBA in Rats Study No. 816568

Table 3 Food Consumption - Summary Female Unit : g/animal/day
Test Substance Day $ 15 22 29 36 43
Dose (mg/kg)
TBA Mean 15.70 16. 78 17. 48 18.13 19.17 18. 80
0 S.D. 0. 42 0. 52 0. 41 0.46 0. 25 1. 47
n 6 6 6 6 3 3
TBA Mean 15.93 17. 30 19. 07 18. 80
$ S.D. 1. 85 2.12 2.50 2.08
n 3 3 3 3
TBA Mean 16. 33 17. 63 18. 07 19. 27
40 S.D. 0.93 1.42 1. 76 2.15
n 3 3 3 3
TBA Mean 16. 45 17.25 18.30 19.22 20. 93¢+ 20. 00
200 S.D. 0.42 0. 83 0.87 0. 56 0. 55 1. 15
n 6 6 6 6 3 3
TBA Mean 16. 10 17. 20 17. 98 19. 37 20. 17 20. 50
1000 S.D. 0.63 0.87 0. 89 1.12 0. 64 1.35
n i 6 6 6 3 3
Significantly different from control » %, P<O.05; #%, P<0. 01



Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table 4 Hematology - Summary Male
Test Substance RBC Hb Ht MCV MCH MCHC Reticulocyle PLT PT
Dose (mg/ke) Ratio
x10% /ul g/dl % fl pg % %o x10% /il sec
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
TBA Mean W2 1943 1462 15,07 42,75 42,47 5855  53.45  20.02 18.98 3420 3552  33.60 23.45 91.87 86 83 14. 45 14.53
0 S.D 41.3 3.1 0.59 0.47 1. 72 1.05 273 1. 38 0. 86 0.52 0. 30 0.17 4. 62 1.53 8. 45 5. 47 0.37 0. 49
n 6 6 6 6 6 8 6 ] 6 6 6 ] ] 6 6 6 6 ]
TBA Mean 719.0 14. 45 41.3 57. 63 20.13 34,98 36. 33 86. 52 14.2
$ S.D 43.9 0.39 1.1 2.16 0. 86 0.27 4.19 4. 86 0. 31
n 6 6 ] 6 6 6 ]
TBA Mean 743.0 14. 85 42. 98 57.85 19. 97 34.57 31. 48 91.15 14. 70
40 S.D. 15.6 0.56 2.16 2.56 0.58 0. 68 2.98 5. 78 0.51
t 6 6 6 6 6 6 6 6 )
TBA Mean 7237 71938 472 1513 4.2 4.9 58.42 5413 20.35 19.05 34.83 3523 34.83 2408 87.35 85.68  14.00 14. 97
200 S.D. 23.0 1.1 0. 26 0.82 1. 26 .37 1. 49 0.63 0.74 0.39 0.48 3. 96 3.48 1.21 5 94 0.42 0.24
n 6 6 6 6 6 6 6 6 6 6 6 6 6 ] ] 6 ]
TBA Mean 710.0  805.5 1463 1517  42.48  42.8 59.88  53.27  20.83  18.87 3445 35.37 3507 2542  86.00  93.25 14. 25 14. 75
1000 S.D. 3.0 01 0.50 0. 39 1. 98 1. 36 2.19 2. 24 0. 58 0. 70 0. 61 0.38 3.18 4.16 6. 57 9.78 0.33 0. 60
n 6 6 (i} 6 6 6 6 6 b 6 6 6 6 6 6 ] 6

Significantly different {rom conirol

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




Tweniy-eighi-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table 4 Hematology ~ Summary Male
Test Substance APTT
Dose (mg/kg)

sec

Week 5 Week 7

1 TBA Mean 15.80  15.87
: 0 S.D 0. 94 1. 61
n 6 6
TBA Mean 14. 30
§ S.D 1. 47
n 6
TBA Mean 15. 55
40 S.D. 1.78
n 6
TBA Mean 15.05 16. 28
200 S.D. 0.48 0.95
1 6 b
TBA Mean 15. 15 17.07
1000 S.D. 117 1.22
n 6 6
Significantly different from control %, P<0.05; %, P<0. 0L




Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats Study No. 8L656

Table 4 Hemaioiogy - Summary Male
Tesi Substance ¥BC Lymphocyte Neutrophilic Neutrophilic Eosinophil Basophil Monocyie
Dose (mg/kg) Segmented Band

x10% /ul % % % % % %

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

TBA Mean 84.75 98. 93 83.0 80. 7 10.8 1.0 0.0 0.5 1.5 2.3 0.0 0.0 4.7 5.5
0 S.D 21. 43 33. 85 3.3 4.3 2.9 3.2 0.0 0.8 1.0 1.4 0.0 0.0 0.8 2.2
n 6 6 6 6 6 6 6 6 6 6 [ 6 6 8
TBA Mean 118. 43 82.3 10. 3 0.0 1.2 0.0 6.2
$ S.D 29. 18 4.7 3.7 0.0 L2 0.0 3.2
n 6 6 6 6 6 6 6
TBA Mean 113. 23 83.0 7.8 0.5 1.0 0.0 1.1
40 S.D. 26. 08 6.8 3.6 0.8 i1 0.0 4.5
n 6 6 6 6 6 6 6
TBA Mean 91. 25 98. 38 83.5 80. 3 9.7 13.7 0.3 0.7 1.0 1.2 0.0 0.0 5.5 4.2
200 S.D. 20. 44 22.13 2.9 6.7 3.2 6.0 0.5 0.8 0.0 1.9 0.0 0.0 3.0 1.3
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6
TBA Mean 119.15  104.58 84. 17 83.17 9.3 1.0 0.5 0.3 0.8 0.8 0.0 0.0 4.7 4.2
1000 S.D. 23. 12 24.17 5.1 48 5.4 3.1 0.8 0.5 0.8 0.8 0.0 0.0 1.8 2.9
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Significantly different from control 0 % PC0.05; %%, P<0. 01,




Twenty-eighi-day Repeated Oral Dose Toxicily Study of TBA in Rats

Study No. BL656

Table 4 Hematology - Summary Female
Test Substance RBC Ht MCV MCH MCHC Reticulocyte PLT PT
Dose (mg/kg) Ratio
x10% /el g/dl % fl pg % %o x10% /el sec
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 § Week 7 VWeek 5 Week 7 Week b  Week 7
TBA Mean 706.5  742.5 14.40  14.80  40.12  41.00 56.82  55.27 20.43 1995 35.95 36.10  26.18  23.40 87.27  78.40 1527 15. 35
0 S.D 49.5 1.7 0.59 0.33 2. 66 0.79 1.32 1.22 0. 64 0.70 1. 06 0.54 4. 41 5. 04 5. 59 479 0. 35 0.23
n 6 6 6 ] ] 6 6 6 6 ) ] 6 ] 6 6 6 ) ]
TBA Mean 720.8 14.70 41. 62 57. 73 20. 40 35. 33 24.9 83.73 15. 30
$ S.D 38.0 0. 68 2.25 0.99 0.28 0.59 1. 86 8.07 0.24
)] 6 6 6 6 6 6 6 6 6
TBA Mean 705. 7 14. 05 40. 00 56. 73 19.95 35. 10 28.08 85. 73 15. 00
40 S.D. 38.1 0. 74 1. 67 1. 63 0. 63 0 8. 19 5 76 0.42
n 6 ) 6 6 ] 6 6 B
TBA Mean 721.% 733.2 14. 55 14. 58 40. 48 40. 83 56. 1 55. 73 20.18 19.92 35.95 35.72 26.78 25.23 82.12 78. 60 14.8 14. 92
200 S.D. 21. 24.0 0.21 0.52 0.93 1. 57 1. 2.50 0. 84 0.42 0. 48 6.18 2. 91 11. 99 1.52 0. 21 0. 47
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
TBA Mean 692. 8 754.3 14. 03 14.77 39. 33 41.3 56. 82 54. 717 20. 2 19.58 35. 70 35. 75 27.95 23.22 89. 60 17.20 14. 97 14. 87%
1000 S.D. 24.9 24. 8 0. 39 0. 38 .39 [ .27 [. 46 0. 81 0.53 0.72 0. 53 1. 64 3.18 8.29 5.97 0. 52 0.27
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6

Significanily different from control

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



Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No.

8L656

Table 4 Hematology - Summary Female
Test Substance APTT
Dose (mg/kg)
sec
Week 5 Week 7
TBA Mean 13.50  13.62
0 S.D 1. 24 0.39
n 6 ]
TBA Mean 14. 00
8 S.D. 0.99
n 6
TBA Mean 12. 27
40 S.D. 1. 05
n 6
TBA Mean 13. 40 14. 35
200 S.D. 1.58 1. 64
n 6 6
TBA Mean 12. 75 . 85
1000 S.D. 0.59 1.13
n 6 6

Significantly different from controi

o 4, P<0. 05; #% P<0. 01.




Tweniy-eight-day Repeaied Oral Dose Toxicity Study of TBA in Rats

Study No. BL656

Table 4 Hematology - Summary Female
Test Substance ¥BC Lymphocyte Neutrophilic Neutrophilic Eosinophil Basophil Monocyte
Dose (mg/kg) Segmented Band

x10% /ul % % % % % %

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

TBA Mean 72.40 7438
0 8D 18.45 6. 28
n 6 6
TBA Mean 76. 22
8 S.D 18. 06
n 6
TBA Mean - 75. 55
40 S.D. 10. 20
n 6
TBA Mean 83. 45 79. 10
200 S.D. 26.39  16.48
n 6 6
TBA Mean 76. 02 76. 45
1000 S.D. 18. 35 17. 40
n 6 6

88.7 84.5
4.9 4.7
6 6
85.2
2.9
6
85.8
7.0
]

89. 2 86. 2
6.7 0.9
6 6
84.5 84.3
4.0 9.1
b 6

4.0 8.1 0.3 0.2 0.8 1.3 0.0 0.0 6.2 53
2.1 3.8 0.5 0.4 1.2 1.2 0.0 0.0 2.2 1.0
6 6 b 6 6 6 ] 6 b 6
1.9 0.3 1.2 0.0 5.8
2.4 0.5 1.2 0.0 2.6
6 b 6 ] 6
9. 8% 0.3 1.0 0.0 3.0
5.3 0.5 L1 0.0 1.3
6 B b 6 b
8.7 8.2 0.2 0.2 0.7 1.0 0.0 0.0 4.3 4.5
31 4.1 0.4 0.4 1.2 0.9 0.0 0.0 3.1 21
6 ] 6 6 6 b 6 6 6 6
9. 7% 9.0 0.0 0.2 0.3 1.2 0.0 0.0 5.5 5.3
2.0 6. 4 0.0 0.4 0.5 1§ 0.0 0.0 2.5 2.3
] 6 b 6 B 6 6 b & ]

Significantly different from control

70, 05; ##, P<0. 01.



Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table § Blood Chemistry - Summary Male
Test Substance ASAT(GOT) ALAT(GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (mg/kg) Bilirubin Nitrogen Cholesterol
u/1 U/t v/l ng/dl mg/dl ng/dl ng/dl 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
TBA Mean 71.8 79. 1 33.5 34.5 0.2 930. 5 643. 7 0.00 16. 87 17.12 0. 47 0.43 151. 8 142. 3 58. 17 60. 3
0 S.D. 10.3 14.4 7.9 3.9 0.4 132.2 49.7 0. 00 312 1.01 0.05 0. 05 5.0 13.2 3.3 7.1
n 6 6 6 6 6 ] 6 6 ] ] 6 3 b ] 6 6
TBA Mean 71.0 35.8 0.2 897.17 0. 00 17. 23 0.45 150. 0 59.3
$ S.D 9.7 3.5 0.4 285.2 0.00 2. 42 0. 05 6.1 10. 2
n 6 6 6 6 6 6 6 6 6
TBA Mean 72.1 3.5 0.0 939.5 0.00 16. 48 0. 42 145.8 54. 2
40 S.D. 58 3.4 0.0 254. 9 0.00 2.23 0. 04 15.1 1.6
n 6 6 6 [} [ 6 6 6 6
TBA Mean 74.5 79.2 3.8 33.0 0.2 0.3 831.2 654.7 0.00 17.03 16. 6 0. 43 0.45 146. 5 150. 7 61. 7
200 S.D. 9.0 9.9 2.1 4.3 0.4 0.5 226. 8 120. 2 0.00 2.72 1. 60 0.05 0.05 9.5 10. 8 11 8.0
[ 6 6 [ [ 6 6 6 6 6 6 6 6 6 6 [
TBA Mean 75.0 89.3 36.2 34.2 0.2 0.3 914.5 T12.3 0.00 17.13 16. 85 0.45 0.47 147.9 164. 0% 56.5 63.0
1006 S.D. 5.1 16.0 4.4 4.7 0.4 0.5 226. 7 117.6 0.00 3.38 0.05 0.08 1.6 14.7 5.1 6.9
n 6 6 6 6 6 6 6 6 6 6 6 6 ] 6 6 6

Significantly different from confrol

o % PO 05; *%, PO 0L




" Tweniy-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table 5 Blood Chemisiry - Summary Male
Test Substance Triglyceride Tolal Albumin A/G Ratio Calcium Inorganic Na K (1
Dose (mg/kg) Protein Phosphorus
ng/dl g/dl g/dl ng/dl ng/dl mmol/1 mmol/| nmol/]
¥eek 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
TBA Mean 111.5 98.7 6. 48 6. 70 3.28 325 1028 0.943  10.1% 9. 68 8.92 8.27 1440 1433 4,27 4. 45 99. 17 98.7
0 S.D 45. 17 28.8 0.27 0. 30 0. 10 0.08 0.066  0.059 0. 10 0.33 0.24 0.16 1.4 0.8 0.16 0.15 1.9 1.0
n 6 6 6 6 6 6 8 6 6 6 6 ] B 6 6 b b 6
TBA Mean 97.7 6. 58 3.28 0. 995 10. 02 9.02 143.0 4.33 99. 2
8 S.D. 35.2 0. 08 0. 04 0.023 0.19 0.48 0.9 0.19 1.5
n 6 6 6 6 6 6 b 6 6
TBA Mean 79.3 6. 45 327 1.030 9, 88 8.92 143.7 4.32 99. 7
40 S.D. 39.8 0.16 0.14 0. 099 0. 42 0.20 0.8 0.23 0.8
n 6 6 6 6 6 6 6 6 6
TBA Mean 91.0 101. 7 6. 58 6. 82 .3 3. 36 1. 005 0. 965 10. 05 9.98 8. 93 8. 18 143.5 143. 8 4.38 4.43 99.0 98.7
200 S.D. 15. 4 38.3 0.16 0.18 0.13 0.08 . 048 0. 029 0.26 0.21 0.34 0.3 0.5 0.8 0.15 0.16 1.4 1.5
n 6 6 6 6 6 6 6 6 6 6 6 [] 6 b 6 6 6
TBA Mean 4.3 167.0 6. 58 6. 71 3.32 . 38 1. 017 1. 003 10. 03 9. 87 8.93 3. 11 143. 1 143.7 4.32 4.42 99. 3 98.2
1000 S.D. 29.1 99.8 0.18 0. 39 0.08 0.15 0. 056 . 072 0.14 0.54 0.45 0.4 0.8 0.8 0.18 0. 31 1.0 1.8
n 6 6 6 6 6 6 6 6 6 6 6 § [ 6 6 6 6 6

Significantly different from conirol %, P<0.05; ##, P<0. 01.



Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table § Blood Chemistry - Summary Female
Test Subsiance ASAT (GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (mg/kg) Bilirubin Nitrogen Cholesterol
/1 /1 U/l mg/dl ng/dl ng/dl ng/d} ng/dl
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week § Yeek 5 Week 5 Week 7 Week 5 Week 7 Week 5 Week 5  Week 7
TBA Mean 69.2 .7 3.2 34.0 0.0 567.8 0. 00 1720 21.48 0. 50 0.50  146.7 9.2 66. 5 0.3
0 S.D 6.6 10.3 8.2 5.6 0.0 1311 0.00 3. 21 2.21 0. 00 0.00 9.5 4.3 6.4 7.9
1 6 6 6 6 6 6 6 6 6 6 6 [} [}
TBA Mean 71.0 28.3 0.3 568. 0 0.02 18.08 0. 53 149. 5 62.5
8§ S.D 8.3 3.5 0.9 79.5 0. 04 3.21 0.05 5.4 1.4
n 6 6 6 6 6 6 ] 6 )
TBA Mean 27.8 0.2 595. 3 0. 00 17.17 0.52 144. 7 70.0
40 S.D. X 5.6 0.4 140. 1 0. 00 0. 04 58 8.2
n 6 6 6 6 6 6 6 6 b
TBA Mean M1 27.8 26. 5% 0.2 0.7 530.0 0. 00 17.1 20. 83 0.50 0.55 138.3 146. 5% 66. 7 8.1
200 S.D. 1.7 5. 34 3.3 0.4 0.5 57. 4 0. 00 3.16 3. 87 0.00 0. 05 6.1 X 7.3 2.9
n 6 6 6 6 6 6 6 6 6 6 6 ) 6
TBA Mean 2.7 70. 8 27.0 28.8 0.2 0.3 556. 0 0. 00 16. 80 18.5 0.52 0.52 140. 3 147. 7% 69.3 67.5
1000 S.D. 17.8 6.8 3.9 4.1 0.4 0.5 146. 5 0. 00 2.19 4.18 0. 04 0. 04 8.3 6.9 9.5
n 6 6 6 6 6 6 6 6 6 6 [} ) [

Significantly different from control

;% P<0.05; #% <0 0L




Twenty-eighi-day Repeated Oral Dose Toxicily Study of TBA in Rats

Study No. 8L656

Table § Blood Chemistry - Summary Female
Test Substance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na K Cl
Dose (mg/kg) Protein Phosphorus
ng/d| g/di g/dl ng/dl mg/dl mmol/1 mmol/1 mmol/1
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
1 TBA Mean 18.3 2.2 6. 58 712 3. 42 3.53 1,080  0.987 9.72 9,85 8. 22 .52 1422 1430 4.18 415 1010 100.0
f 0 S.D 6.1 13.6 0.22 0. 33 0.10 0.15  0.044  0.039 0.18 0.20 0. 35 0.50 0.8 1.1 0.16 0. 44 0.9 1.4
n 6 6 6 6 6 6 ] ] 6 ] b ] ] 6 6 6 6 ]
TBA Mean 18.7 6. 73 3. 417 1. 065 9. 83 8.15 142.7 4. 08 100. 7
$ S.D 59 0. 34 0.10 0. 081 0.19 0. 44 0.8 0.21 0.5
it 6 6 6 6 6 6 6 ] 6
TBA Mean 1.7 6. 42 3. 38 1117 9. 82 8.32 142. 2 4,25 101.2
40 S.D. 59 0.19 0.15 , 067 0.29 0. 47 1.2 0. 36 1.5
n 6 6 6 6 6 6 6 6 6
TBA Mean 14.7 38. 17 6.53 7.20 3.37 3.68 1. 068 1. 053 9.72 9. 60 7.97 1.22 142.3 143.2 4. 08 3. 87 101.0 100.5
200 S.D. 4.3 38.3 0. 36 0.30 0.15 0.15 0.078 0. 067 0.32 0. 41 0.48 0.53 1.4 1.0 0.23 0. 26 1.4 3.0
I 6 6 6 6 6 6 6 b 6 6 6 ) 6 6 6 ] ] 6
TBA Mean 1.8 50. 2 6. 52 1.32 3.35 3.72 1. 060 . 035 9.57 9.63 7.3 710 143.0 142. 5 3. 97 . 93 101. 8 98. 7
1000 S.D. 3.1 21.0 0.24 0:32 0.08 0.10  0.060 . 064 0.20 0.24 0.52 0.30 1.4 0.5 0.2t 0.10 2.3 1.0
i ] ] 6 6 6 g 6 6 6 6 6 6 6 B 6 6 6 6

Significantly different from conirol

% 0. 05; % P<O. 01.
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Tweniy-eight-day Repeated Oral Dose Toxicity Study of TBA in Rais Study No. 8L656

Table 6 Urinalysis - Summary Male
Test Substance pH Protein Glucose Ketones Bilirubin Occuli Blood
Dose (mg/kg)
50556.0657.0758085>»% - +/-~14+ 24 3 - - N - - M - 14 24+ 3+ - 4/~ 14 3
Week 4 Week 4 Yeek 4 Veek 4 Yeek 4 Yeek 4
TBA
0
n 0 0 0 0 0 0 2 4 0 0 2 3 0 6 0 0 0 0 0 6 0 0 0D 6§ 0 0 0 6 0 0 0 0
TBA
8
n 00 0 0 0 1 2 3 0 0 3 2 0 6 0 0 0 0 0 5 1 0 0 6 0 0 0 6 0 0 0 0
TBA
40
n 0 0 0 ¢ 0 1 3 2 0 0 0 4 2 0 6 0 0 0 0 0 4 2 0 0 § 0 0 0 6§ 0 0 0 O
TBA %
200
n 0 ¢ 0 0 0 0 3§ 3 O 00 3 3§ 0 6 6 06 06 0 0 2 4 0 0 6 0 0 0 6 0 0 0 O
TBA 3
1000
1 0 ¢ 0 0 0 1 3 2 0 6 0 0 6 0 6 0 0 0 0 601 5 0 0 5 1 0 0 6 0 0 0 0
Significanily different from control 1 %, PO, 05; ##, P<O0. 01.
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Tweniy-eight~day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Appendix 3- 6 Body Weighi TBA 0 mg/ke Female Unit : g
Day 1 8 15 22 29 36 43
Animal Number
50101 123 142 165 180 188
50102 137 173 206 232 260
50103 137 177 208 234 249
50104 139 164 194 219 235
50105 126 156 188 219 233
50106 131 166 187 211 231
50107 133 172 204 229 263 283 300
50108 134 164 187 206 221 249 259
50109 134 155 185 206 219 237 250
50110 131 162 186 207 224 247 255
50111 135 171 203 226 246 270 273
50112 134 163 195 210 234 248 261
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Twen{y-cight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Appendix 3- 7

Study No. 8L656

Body Weight TBA 8 mg/kg Female Unit : g
Day 1 8 15 22 29 36 43
Animal Number
50201 127 155 179 206 225
50202 132 157 175 199 22
50203 143 172 206 230 249
50204 141 179 207 262 274
50205 131 157 181 206 226
50206 134 168 200 225 252
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Tventy-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Appendix 3- § Body Weight TBA 40 mg/ke Female Unit : g
Day 1 8 15 22 29 36 43
Animal Number
50301 139 186 223 243 279
50302 124 153 179 194 202
50303 137 158 183 205 224
50304 127 160 190 209 230
50305 140 174 209 244 279
50306 134 167 206 229 250
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Twenty-eighi~day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. B8L656

Appendix 3- 9 Body Weight TBA 200 mg/kg Female Unit : g
Day 1 ] 15 22 29 36 43
Animal Number

50401 145 173 199 224 239

50402 137 164 186 207 228

50403 134 162 180 204 220

50404 139 174 201 233 252

50405 130 167 194 211 223

50406 130 166 190 210 243

50407 139 175 205 230 251 270 288
50408 131 163 184 220 242 259 264
50409 128 155 181 199 210 219 234
50410 133 168 204 232 264 308 311
50411 136 176 211 243 267 291 317
50412 134 169 198 216 241 260 261
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Twenty-eight-day Repealed Oral Dose Toxicity Study of TBA in Rals

Study No. 8L656

Appendix 3-10 Body ¥eight TBA 1000 mg/kg Female Unit @ g
Day I b 15 22 29 36 43
Animal Number

50501 134 168 192 203 227

50502 133 166 192 207 232

50503 131 158 170 189 211

50504 137 172 202 227 240

50505 127 160 181 195 225

50506 137 171 210 227 254

50507 136 160 193 222 239 271 285
50508 133 160 181 12 232 251 263
50509 135 167 197 224 252 272 298

50510 135 173 199 U7 241 256 273
50511 134 169 199 220 243 263 270
50512 130 166 206 232 252 271 293
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Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Appendix 4- 1 Food Consumption TBA 0 mg/ke Male Unit : g/animal/day

Day 8 15 22 29 36 43

Animal Number

10101 - 10102 23.2 26.6 28.9 29.3

10163 - 10104 21. 4 25.1 26.9 27.6

10105 - 10106 24.4 26.5 2.5

10107 - 10108 24.6 25.9 24.9 26.0 25.0

10109 - 10110 4.1 25.3 25.3 25.2 26.6

10111 - 10112 25.9 28.6 28.4 29.1 28.6
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Tweniy-eight-day Repeated Oral Dose Toxiciiy Study of TBA in Rais Study No. 8L656

Appendix 4~ 2 Food Consumption TBA 8 mg/ke Male Unit : g/animal/day
Day $ 15 22 29 36 43
Animal Number
10201 - 10202 219 25. 4 21.9 27.6
10203 - 10204  20.6 4.7 26. 2 27.6
10205 - 10206  20.9 1.7 27.0 27. 4
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Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rais

Study No. 8L656

Appendix 4- 3 Food Consumption TBA 40 mg/kg Male Unit : g/animal/day
Day $ 15 22 29 36 43
Animal Number
10301 - 10302 24.9 26. 6 27.5
10303 - 10304 24.1 25.0 24.3
10305 - 10306 22.5 23.9 24.8
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Tweniy-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table 8 Relative Organ Weight - Summary Male
Test Substance Kidneys Adrenals Testes Epididymides
Dose (mg/kg)
% x1072% % %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
TBA Mean 0.692 0.665 13.72 11.90  0.787 0.732  0.188  0.248
0 S.D 0.065  0.029 1.8 1.5 0.060  0.069 .023  0.026
n 6 6 6 6 b 6 6 b
TBA Mean 0. 707 14. 35 0. 767 0. 198
$ S.D 0. 021 .46 0.033 0.029
n 6 6 6 6
TBA Mean 0.718 14, 00 0. 807 0. 205
40 S.D. 0. 050 1. 06 0. 066 0.024
n 6 6 6 6
TBA Mean 0. 730 0. 632 14.17 10. 73 0. 850 0. 717 0.197 0. 233
200 S.D. 0.043  0.053 1. 04 0.83  0.038 0.098 008 0.028
n 6 6 6 6 6 6 6 6
TBA Mean 0.740  0.668 1423 11.70 0.835 0.710 0.210  0.233
1000 S.D. 0. 035 0. 064 1.39 1.09 0. 061 0.110 0.023 0. 031
n ] 6 6 b 6 6 ] 6

Significantly different from control

% PO 05; %% 0. 01,
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Tweniy-eighi-day Repeated Oral Dose Toxicity Study of TBA in Rats Study No. 8L656
Table 8 Relalive Organ Weight - Summary Female
Test Subsiance Final Body Brain Pifuitary Thyroids Thymus Lungs Heart Liver Spleen
Dose (mg/kg) Weight
g x1072% x107%% x10°%%
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 VWeek 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
TBA Mean 232.7 266.3  0.827 0.715 7.05 7.05 10,17 840 221,27 162.82  0.477  0.412  0.378  0.325 3417 3105  0.213  0.212
0 S.D 4.6 18.2  0.072  0.040 1.22 1.00 1.68 1038 66.81  22.84  0.045 0.0256 0.023 0.015 0.233 0.146  0.029  0.035
n 6 6 6 6 6 6 6 ] 6 ] 6 6 6 6 b 6 6 6
TBA Mean 239.7 0.78% 6. 58 9. 93 212.22 0. 477 0. 345 3. 435 0. 248
g8 S.D 22.1 0. 067 1.27 2. 34 21 0. 038 0.018 0. 310 0.035
n 6 6 6 6 6 6 6 b 6
TBA Mean 244.0 0. 787 6. 88 9.45 236,12 0. 463 0. 375 3. 295 0.233
40 S.D. 3.1 0. 089 1.38 1. 16 12.53 0.014 0.018 0. 156 0. 031
n 6 6 6 6 6 ] 6 6 6
TBA Mean 234.2 279. 2 0. 813 0. 693 7. 40 7.21 10. 43 40 25470 168.10 0.472 0. 410 0. 368 0. 350 3. 337 3. 183 0. 243 0.218
200 S.D. 12.5 320 0.063  0.085 0.99 0. 86 1.69 1,52 47.51 22.45  0.026  0.033  0.042 0.039  0.122 0.284  0.029 . 030
n 6 6 6 6 6 6 6 6 6 ] 6 6 6 6 6 b 6 6
TBA Mean 2315 280. 3 0. 833 0. 705 6. 82 9,92 8.30 217.25 135.68 0.477 0. 407 0. 360 0. 355 3. 248 . 278 0.235 0.213
1000 S.D. 14.6 13.8 0. 042 0. 048 1. 10 0. 48 1.58 0.72 37. 50 14. 65 0.015 0. 027 0. 036 0. 041 0.138 0. 141 0.018 0. 027
n 6 6 6 6 6 6 6 6 6 6 6 6 6 6 ] ]

Significantly different from control

. % P<0.05; ##, PC0. 01,
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Twenty-eight-day Repeated Oral Dose Texicity Study of TBA in Rats

Study No. 8L656

Table 8 Relative Organ Weight - Summary Female
Test Substance Kidneys Adrenals Ovaries Uierus
Dose (mg/kg)
x1072% x10°%% %
Week 5 Week 7 Week 5 Week 7 Week 5 Week 7 Week 5 Week 7
TBA Mean 0.733  0.657  29.57 2418  35.88 3440 0.212  0.213
0 SD 0. 035 0. 061 321 2. 41 6. 45 5. 58 0.072 0.074
n ] 6 ] 6 6 6 6 6
TBA Mean 0. 667+ 27. 88 37.63 0. 178
$ S.D 0. 016 3. 44 .11 0.017
n 6 6 6 6
TBA Mean 0.730 25.12 35. 40 0. 158
40 S.D. 0. 080 4.0 6. 77 0. 056
n 6 6 6
TBA Mean 0. 737 0. 662 26. 82 24.07 37. 63 34. 28 0. 252 0. 237
200 S.D. 0. 041 0.074 6.01 2. 81 2.46 4.09 0.113 0.106
1 6 6 ] ] 6 6 ] 6
TBA Mean 0.720 0.637  25.88  22.80  34.78 3418  0.293  0.208
1000 S.D. 0. 043 0. 036 3.60 3.90 5. 08 2. 65 0. 107 0.078
n ] 6 6 6 6 6 6 6

Significantly different from control

%, P<0.05; #%, P<0. 01
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Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table 9 Necropsy Findings - Summary Scheduled Sacrifice (Week 5)
Sex : Male
Test Substance : TBA TBA TBA TBA TBA
Organ Dose (mg/kg) : 0 $ 40 200 1000
Findings Number of Animals : 6 6 6 ] 6
Number of Animals Examined : <6 6> 6> <6 6>
Spleen
Rough, surface 0 0 0 0 i
Lung
Brown patch 3 4 3 2 0
Stomach
Nodule 0 0 0 0 1
Kidney
Cyst [ i 3 2 1
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Tweniy-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table 9 Necropsy Findings - Summary Scheduled Sacrifice (Week 5)
Sex : Female
Tesi Substance : TBA TBA TBA TBA TBA
Organ Dose (mg/kg) : 0 8 40 200 1000
Findings Number of Animals : 6 6 6 6 6
Number of Animals Examined : <6> <6> & 6> 6>
Heart
Nodufe 0 0 0 0 [
Lung
Brown patch 1 2 2 3 1
Liver
¥hite patch 0 0 0 1 0
Kidney
Cyst 3 0 1 1 0
Scar 0 0 0 1 0
Uterus
Distention 0 0 1 2 2
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Twenty-eight-day Repeaied Oral Dose Toxicity Study of TBA in Rats

Study No.

8L656

Table 10 Necropsy Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Substance TBA TBA TBA TBA TBA TBA
Organ Dose (mg/kg) 0 200 1000 0 200 1000
Findings Number of Animals : 6 6 6 ] ] 6
Number of Animals Examined : & 6> <6 <6> <6> <6
Lung
Brown patch 1 1 1 l 1 0
Kidney
Cyst 0 i 0 0 0 0
Dilatation, pelvis 1 0 0 0 0 0
Seminal vesicle
Asymmelry 0 0 1
Uterus
Distention 2 2 2
Pituitary
Enlargement 0 0 0 1 0 0
Adrenal
¥hite patch 0 0 0 0 1 0

35




Twenty-eight-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table 11 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Male
Test Substance TBA TBA TBA TBA TBA
Organ Dose (mg/ke) 0 8 40 200 1000
Findings Number of Animals 6 6 ] 6 )
Heart ) <o <O <(® {6
Thymus ) <O ) ) <6
Spleen 6 <0 <C» <0 <
Capsulitis 0 0
0 1
0 0
Lung <®» 'y (3 <D <
Accumulation, macrophage 2 3 i 2
0 0 0 0
0 0 0 0
Inflammatory cell infiltration, focal 1 i 2 0
0 0 0 0
0 0 0 0
Osseous metaplasia 0 1 0 0
0 0 0 0
0 0 0 0
Stomach <P ) g ) <
Cyst 1
0
0
Liver 6 <0 <0 ) <6
Microgranuloma 4 5
0 0
0 0
Kidney - <6 Q) &) () <
Basophilic tubule 4 0 3 2 6
0 0 0 0 0
0 0 0 0 0

&, Number of animals examined
I, Slight; 2, Moderate; 3, Severe
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Tweniy-eight-day Repeated Oral Dose Toxiciiy Study of TBA in Rats

Study No.

8L656

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

Tesi Subsiance TBA TBA TBA TBA TBA
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals § 6 6 8 6
Kidney ) @) (D < )
Cast, hyaline 1 0 0 1 0 0

2 0 0 0 0 0

3 0 0 0 0 0

Cyst 1 1 1 3 2 2

2 0 0 0 0 0

3 0 0 0 0 0

Hyaline droplet, tubular epithelium, proximal 1 4 { 3 2 5

A 0 0 0 0 0

3 0 0 0 0 0

Inflammatory cell infittration, lymphocyte, l 0 0 0 1 1
interstitium, foca!l 2 0 0 0 0 0

3 0 0 0 0 0
Testis ) <O <o ) &
Bpididymis < < ) <0 <6
Seminal vesicle <6 ) <o <O {6
Adrenal ) <O <o <O )

<>, Number of animals examined
1, Sltight; 2, Moderate; 3, Severe
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Trenty-eighi-day Repeated Oral Dose Toxicity Study of TBA in Rats

Study No. 8L656

Table i1 Histological Findings - Summary Scheduled Sacrifice (Week 9)
. Sex Female
Tesi Substance TBA TBA TBA TBA TBA
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 6 6 6 6 ]
. Heart B ) ) ) )
Dilatation, coromary artery 0 1
: 0 0
0 0
Thymus ) ) <o ) B
Spleen ) <®» ) ) <6
Lung B ) (D (» <D
Accumulation, macrophage | 0 2 2 1
0 0 0 0 0
0 0 0 0 0
[nflammatory cell infiltration, focal 0 2 0 1 0
0 0 0 0 0
0 0 0 0 0
Liver B o 1) | <R
Microgranuloma /A 1 3
0 0 0
0 0 0
Necrosis, focal 0 1 0
0 0 0
0 0 0
Vacuolation, hepatocyte 0 1 0
0 0 0
0 0 0
Kidney <6 <0 ) ) <6
‘ Basophilic tubule 3 I 0 3
| 0 0 0 0
3 0 0 0 0

& . Number of animals examined
1, Slight; 2, Moderate; 3, Severe



Tweniy-eight-day Repeated Oral Dose Toxiciiy Study of TBA in Rats

Study No.

8L656

Table (1 Histological Findings - Summary Scheduled Sacrifice (Week 5)
Sex Female
Test Substance TBA TBA TBA TBA TBA
Organ Dose (mg/kg) 0 8 40 200 1000
Findings Number of Animals 6 ] ] 6 6
Kidney ) <O @), (D <6
Cysl 1 3 1 1 0
2 0 0 0 0
3 0 0 0 0
Fibrosis, focal 1 0 0 1 0
2 0 0 0 0
3 0 0 0 0
Inflammatory cell infiltration, lymphocyle, 1 0 1 0 0
interstitium, focal 2 0 0 0 0
3 0 0 0 0
Ovary 6 <0 <0 < e
Uterus <0 <O W & )
Dilatation, lumen 1 1 2 2
2 0 0 0
3 0 0 0
Adrenal < ) 0 ) <6

¢, Number of animals examined
I, Slight; 2, Moderate; 3, Severe
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Twenty-eighi-day Repeated Oral Dose Toxicity Study of TBA in Rais

Study No. B8L656

Table 12 Histological Findings - Summary Scheduled Sacrifice (Week 7)
Sex Male Female
Test Subsiance TBA TBA TBA TBA TBA TBA
Organ Dose (mg/kg) 0 200 1000 0 200 1000
Findings Number of Animals 6 6 6 6 ] 6
Lung D @) N <D ) <0
Accumuiation, macrophage 0 1 0 I |
0 0 0 0 0
0 0 0 0 0
Inflammatory cell infiltration, focal I 0 1 0 0
0 0 0 0 0
0 0 0 0 0
Kidney @) <D <0 ) ¢ <0
Basophilic tubule 0 |
0 0
0 0
Cyst 0 1
0 0
0 0
Dilatation, pelvis | 0
0 0
0 0
Hyaline droplet, {ubular epithelium, proximal 0 1
0 0
0 0
Seminal vesicle {0 <0 <
Gterus <D (D <D
Dilatation, lumen 2 2 2
0 0 0
0 0 0
Pituitary <o <0 <o {1 <o W

&>, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
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Twen{y-eight-day Repeated Oral Dose Toxicily Study of TBA in Rats
Histological Findings - Summary

d Sacrifice (Week 7)

Study No. 8L656

Sex

Test Substance
Dose (mg/ke)
Number of Animals

TBA
1000

Vacuolation, cortical cell, focal

TBA TBA

1000 0
6 6

<» <O

= R

<0

, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
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