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3, 3’-%2‘5‘2 (FasR ) & 0,40, 20038 X U8 1000 mg/kg 0> A B Tl O Crj:CD(SD)IGS
Z v MSPR)C 28 HEIREROHE L, Z20OFME L EIEEE b L.

BEHEICERT 5 & B 5SRO —RIREBS TUOE IO bk,

B 5T v BV EREED 1000 mgkg BT 3 41, #ED 1000 mg/kg BETIE 1 HiE2
Hhife, FEETHRETY 2 AR THA L, BEOR GRS 3 41, #HiL2
Bl WFRLE 27 BLU28 BICORED bk

R DR, HERED 1000 me/kg BECIRE (2 I51T 5 globule leukocyte DI
L ARRBREE SR b . BRI T OB T - b OBKIEERD bhabo e,

7 OMORE TR BET 3BT ED bRt |

3, 3-F 4R (FuAUER) &0, 40, 20038 K08 1000 mg/kg O F & ClEED SD %7
v MC 28 AFRER 5 UIckER, R EREICERT 2 & 52 b AES, Hs b
1000 mg/kg & Tl b, ﬁéor KBABREMTICRBIT 53, 3-FTFEA (Fu X EB)
OIEZEE (NOEL) HIMERES & 200 mgkg & HINTL 2.
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B020084
MEHR LU FE

1. EBPE
(i MRC =7 v ZRkEH) H ot hiz 3, 3
FER (FuUE)  (F: TBPA) Z6EH Lic. BERME FEOMMEHT 5 A
EEBHATHS. BRIEATREAT - IR T CRT L. SERICHA L
Y | OB, ATRTRRE LI RABILA S b b, SRBROB SBANES L O
BREETRICHE LTC%%%WX’\"ﬁ M ERIEE LT, BETCHD T LA L. R

&% 1 28
4 s 3,3 FAER (T rSUER)
CAS No. :111-17-1
i % £ : Propanoic acid. 3,3"-thiobis-
it 2 K : S(CH2CH2COO0H)2
s F E : 178.21

YIRS RN (RlE 123~134°C, pH2.0(20°CEIF/KIARIR), el 7KIEAZ EE(20°C)2.5%,
%t MeOH BB EE 20%78 &

A F H 2002428 28H

w v hNES

i B : 99.5%

7N : SO+ 4R 0.02%, 7K 0.04%

R LoEE REAVX, vR7, IAFREFMALE.

2. ABREW
AAF v —L &R Y A—BEREHEAREEF D 2003 4 2 A 26 B I Crj:CDSD)IGS
7w b (SPF) MERES 33 L (EIRENAER : MERES 32 1%) 2 AF L, €0 LRk 30
LR L. REBRMRIFOER L 5 10, KEREITHEDS 143~166 g, #EHS 114~133
g Chof. BHOKREHRS, FHREF20%UATHEZ LEmER L.
AT, MREL b S PEOREHFT, —BRBzEl (1A 1E) B2, G
RABAS BAF R 2 X B TR LT, & B ICEMRRRIE T 78, S A BA H % T3 B RIBINE L,
—fRREBEZFHBE L. EANRNRS IURER TRICEELIE L, Bingi- 2%
8



B020034

DR T L AR, HEEN© B EEBRILREAREIAI X T, £BO%
WEENEE— LB XS R L.

L, B URNTRICHEES L CERR L, EEEE L. BO T RITEBE TICH
WEESRBELIcvA 7 uF v T RBORL, <A 7 wF v 7Y —F— (DAS-5002
Notebook™ System, BioMedic Data Systems, Inc.) &AW TEGE Lz, 7 — 2
% - BUEEIET (B9 080 BERES, ARELE4LB LOERSE, BE - BHEEIM
ES, r—UES, SR B B, IUALRE, BATTHER&ER LT v
%Hﬁ,ﬁﬁﬁu%ﬂﬁﬁﬁ%,ﬁﬁ(%%),%%,&u?%%,%%%%éﬁﬁb
S _AEMTE, 2L, (TOHRERCIIRESS0S, ERESHEAITRICIIEY
BEHOHBDTr—T F V& i,

. BEE

B - OHEEIR 2 S 2MEHM LB U, BEFEHM 19.0~25.0C, fExHBAET -
AEEE 35.0~75.0%, H& 6~20F/ B (F—A 7Ly v a7 —ER), I 12
/R Uﬂnwm)K@@%%Lkﬁﬁ%(@ﬁ%%4us§,ﬁﬁmﬁzuli)%ﬁ
i Lie. SAEHET ORBEOEREIT 21.7~24.1C, 45.0~586%Th-7c. {EL,
2003 £ 3 A 12, 13, 14 BT 18 BICIREEER A7 A (DARWIN) 2SBilaic s
kL. UL, Fy— MEXVRETRORBESTFRGENCSHD Z L 2HERE L.
(BEESH).

B A — b7 V—TBELERAT LV REOY TIPS —Y (195W x 325D x
I80H mm, k¥ U RSEHASH) CHE L. BoTRNT 1 r—odizh 2 BT
(FfE) , BEATHIL, BINCIEL, b2 L—-TRE LR TV RBBEE (B
BB X, b URSIEREGIAL) ICRE LTHE L. EREWARE (<
—=FF v, BEF ¥y —R VA=) BEON, -7 VT BE L b L— (R
FUREERK) 2EALE. r—VOEBRHOn—F—Ya ViZER L2hoT.
B BB MBI, F— |7 L— 7B LIk Y ke My — 3 (TR-PC-200,
265WX426DX200H mm, ¥ UREREIRAR) 20 Lk, 2, HEEEHEN
EH O — VPR, NP an g AREIREEEE] (A /m by b, maF R
BAath) OFMRETHE LA TF-ARES (M URHERIRAEE) 2, RIER
i, o a sy ARERERE (<A 7 el y b, a7 RERAEH) O/RK

' 9



B020084

THEL L ARESENELE (SUPERMEX, ZERTEBHKRRASHE) FBORF— 18
Bt B L. BBICR A — R L 7 LB A7 > LA RRIES (1%
FIERIIRARD) | I B — b 2 L— 7B LI Y 7otk — b
B (200 mL, b TRISEEMGAAE) 2 L. RARILRA 5 BRI
e, BB T DU BB (F— k75 o2 VAT MR, k% URHEEM
BAAE) BHM LI, Jr— D8 EORAILRA 14 HREAE, L REER
* 7 ARSI |

BYICIt, KBREMTERER (MF, A= 5 LR TRAAAH) 8 his
RECRAT ARICRA L. Fi 5 um O7 4 b ¥, BRI LI
R B IR S

I DR B DB Y IR 7Y, BEMEPIRB OENHA L T B T b %
HRE LTc. BRELIZ OV THE, RIS OB O R A I AT L,
B FIREORBICES LT 5 2 & #RBLE. $7e, SUBKH AR
Wi o 5 — ORI 2 AT A L, A0 B I B DRI A LT
5T L ERERLE.

. # B |

BRI, ARBRICEA Lz OECD ¥4 Ko 4 Lt LCRNBE L L. 5
B2 BEE L, FAAFR—YINV ) o PREEFE LT 7o VBBV T ERAY
T1H1E, FRPICREEORE L.

WFEFTIC RV TRICER L T v MO 3 RS RSB GURES © B020083, .
FEE 1 0 LU0 2000 mg/kg, BHBMLEE 5 UT) ORES, B L CEBIIED bhies
ofc. ¥z, 7T AEREROBREFHEAR GURES  B020294, AE : 0, 100, 500 3B
L0 1000 my/ke/H) TIRIECILED HILF, —HIRE, BEICELRR bhRb o,
MRV T, #ED 500 mgkg BT APTT DR, Mo 1000 B X 100 mg/ke
RO H MBS EA TS i, Ml FREICINT, #0 500 mykg BT
2L OB, HEO 1000 mgkg BT F I 70 £ 54 FOGRATRD bIE. REER
WRE (RN, WORR, ATEA. FEEE, CEEL B, WL SRE) BT, HED 500 mgke B
THIFHIX EROEMATED b, FIRFTRICBNT, HRFBENFTRMUN, BEi
b AN oT. BLEOREDD, ARR CIMRYE R 5ICRET 5B 2L

10



B020084

#ifF &5 1000 mgkg FBMAEE L, BUFAE S T 20038 X040 mgkg #3E L.
T DA, Btk (0.5%CMC-NaZKEHR) DFH 2453 5 A £ 3RV 7o 1 FREE & 1000 mg/kg
BEOMRE S TLC, RE5HMRTHE 14 BRIOEEHR2®RT 2. BRI 10 mLkg
L, BEMMOREERIZHE LAFEIESHTEHEBYOREREZ BT L.

. B HRROTEL

BERIIATEESFEE L, Ak 2LEEZ AT, 14K (0.5%CMC-Na 7KK [CMC-Na :
FyepliE TEFASH, vy MBS LDN09L7 B L UMEEH RSt vy MBS
309F1900D) Zhnx, HHEBZBREEEZAM L. ZhEA— M5 R TR LA
Ir, BACRIED 20,100 B X U 40 mg/ml 2722 L5 ART v Lz, ZHE 200, 1000
mg/keg OB ERE XU 40 mgkg ﬁﬁﬁffﬂ&@%@ﬁ:ﬁﬁ & L7z, 40 mg/kg BEOB I
40 me/mlL SRR SR T 10 ISR LCBACIREE A 4 mgfmL & 725 1 5 < FIRSTAR
L. 728, MEREISORBERBOLD, FIEOA 100 mg/mL % FEOFIET 10 £
AR LT 10 mefmL VIR - 547 U, ABREMEDERE & RER LT, TULHEOBE
BT TR & 5 BROINCATY, ATER E ORIV BIC 0 BRI % 5 — 5 — CHB L
BRI BfT o, FBMEEIGE 1 EBLE L Lic, J00, 850 2 L I0BaY 7 2HIcs
EL, 8 AMZBRECHREELESET GFAMGHE : 1~10°C) TRELL. BERIR
F—T—THBLERD, Fq AR—FTNLY) v IREII LE. |

B 5 ORBRDE OB B X UBIE - EAHRELHT TO 8 BEORENS 200

LU 9.0 my/mL OWE TRER ARIREC X VI LE (H3 Y F—3 2 VBB,

HRB S  B020293, WA 2 BIR). 7, MEFMERC 200, 1000 me/kg Bt O
R LT 40 my/kg BHEHE IR OFRBUFIR T 5 5 40 mg/mL FABHRIZ DU TR ER SR H %
TREMTEIT > T, RBRFE 9mymL Th3 7w, 40 mgkg BOBEE BRI 4.0
myml) OEHEERIITERD oI, 20T BRI LR 2S5 72, 1000
mg/kg FHORER (BE 100 mg/mL) & KT 10 fFICHR Lz 10 mg/mL FHEHRIZ-DOW
Th, WERSRIECTREMI21To%. FOME, EWBRENETEE +10%2
WTHD, CEEDEE (LBIRK CVE 25%UAThs L 2RRLE (R
PERL 3 BIE) | |

11
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6. 2230
. BE TEEERR T BENT [EHE R T s
B A (gl
. B B i
o IR 0 57 5 5 5
(10101-10105) ™ (50101-50105) (10106-10110) (50106-50110)
5 5
d0mglg 40 10201-10205)  (50201-50205)
5 5
200mglkg 20 (10301-10305)  (50301-50305)

1000 mg/kg 100 > > > >
(10401-10405)  (50401-50405) (10406-10410) (50406-50410)
*, RS EOERE GE298) e, 2, EEHMKETER B4 ) o ;

7. Bl& - PIEEAB
FROBAERELE. 28, BLEOREIRSHENEE B, 81~7 H4E
Ve L. £7, §20 ALERZEERNR & L.
7.1 —REIREE |
BEHME LA 2 (5, REHK305), ZOmOHREIL L E 1| EFHTICE
g1z,
72 fTERE ,

/8 S heba (DUJﬁﬁéﬂﬁﬁﬁb‘iﬁgéi, B EBMARTRIC 1 B, REHBEFICER 1 E,
WL FRICI T2, (2), QNI 20 TiE, F4BIC 1 EFRICER U, B5HM
HORE THRIE OBESEDN A EILSED bh b o T, EESMEO,
SREITERLR» -7, 2B, Q%’%E@Ji@ﬁﬂﬂ?ﬁ?ﬁ:mﬂf Y —FR— -
(TR-PC-200, 265W X 426D X 200H mm, k¥ U BI2EEHRNA) WICEBIEE & L,
HEEEIEOHEZRWT, SEYICEWES LIXERRRRES 2T F AR
My, 774 FRELTSE LI, FIERBY YHEAROB LB I UEEIRE
LCWRNERER L. ()8 ERQOBEEBIIRMAEE 4 ICR# L.

(1) SRR ZE
@F— 27— INTOBE :
R—b—VNTOBRORT ZHMHIT 1 HHBE L.
BAEH  RE, FAMES, REMHEE, P

N R U o TROEE -

B DR & L BRI HES, #—*/“Z’PBH?(_‘O HLUTEHELL.

12
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BERE = OB B0 LS, AV Y 275 50, KR,
KIE OMS, HEOGH), HE (REOWN), 1 (RERE,
IRIRTASIIRID), K5 (RIEOBI), S, WR, VI, 7.,
| BALAE
(VA —T> 7 — FTOHER
=TT 4= F‘@tfﬂ&xi:éﬁ%%m\rﬁs LENC2NEEE L., (—7
LT A R B ARSI, ORI Ho oA TABE Lie.)
bERY, BEE, BR, HHE MO 4%, R, EEH

MAEEE : 3L
fE, BITORE, RE, MRS, REERE, FRITE, &
HATE)
()M
()R o5 RO -

F—=7 74— FRTHRAE L.
RATEE | BBERIG, BBES, WRRIS, 7t TRE, EPEAR
&
(bYEIIHIE |
FOINT =Ry~ (DPSS5, A ~F) ZHNTRELE.
WMEIRE : BIRdES, REES
(3) BREHEORE
HREEZENELEE (SUPERMEX, Z=TEERXSH) 2RV, 52 08EK
T, RIA—Kx— NS —-ViEYERB L, 7T VBHLERT ok, BIEER ?é‘?
eBRRY —FRxr— b —VicRBm L, | FERIE L. 2B, BRI
25 10 I EF Lz,

734k H : , .
LB OERE R EFRAE (EB-3200S, EB-5000, EB-6200S, Bttt SEslery) /8

WU L 8, 15, 22, 28, 29, 36, 2R LU AICEL. L, 29 AR X
U443 BOBEREEIIRET — % L LCIFIAET, ”“”é’ EEOMMEE CHMEEL)
OHEBI AW, ‘
74 FRELE
£ —VHICESARER Y BT R (EB-3200S, EB-5000, EB-62008, #kXE&HE
13



B020084

BEER) 2AWT1~8 B, 8~15H, 15~22 H, 24~28 H, 29~36 Eis-ct(ﬁ 38~
42 HOWERMICHIT 5, 1 B REELTEN L.
7.5 MIRFHE

BERBIUCEEDEE TREOHEMENA (F29 810943 B) &, &xXgEimEain
HFLVREL, FFRFZ—AF M) UL (SRF—L, BEEERREH) ZIEke
WEE L CTHERL, 2R8BIREvEBLLE. BRUZOKED S B, 0.9 mL ZEEFEFEIL
32 wiv%? T U= b U o AOKIAR CIAEE L2 87k U, 05 B (39 12000 X g,
34, #14°0) LTH LN % VT PT B L APTT OBIE %, EEEM 1EH EDTA-2K
CHLE L7z i) 0.8 mL # AWV TEOMOIEE ZHI5E Uiz, i, Wright Q6 BHEE
REBRIERL, ERMEELL.

B H 5ok HIEH AR
FRmERE (RBC) 2 B L —F—FCM Bk (a)
NTS 0 ELEBEE (Hb) VT UR AT v VB (a)
~< 7V y MA (H) 2 fE L —HF—FCM ¥ (a)
EHFRMERETE (MCV) RBC, Ht X h&EH '

WHFRMERAEE (MCH) RBC, Hb X WEH
EHFRMERINAEEE (MCHC) Hb, Ht Lo EH

KEAR Bk RNA %817 X % L —H%—FCM ¥ ()
o/ NRE 2 HE L —F—FCM (a)
ZFu bu v (PT) FEECELBR (b)
ELES b e R 7S5 2T EEBEHFR (b)
Kl (APTT) .

HfBkE (WBC) 2 FBE L —F—FCM ¥ . (@)

\ . RAFF - BREIT L5 FCM 5 (a)
WBC 733 (WBC Diff) FU 2 BEE L —P—FCM 2

AE#EE . (@), ADVIAI20 (XS4 T/ A5 4 ZARREH)
(), CA-510 (3R A w7 ABERE4L)

7.6 HRAA VR
FPEMEHA E29 BB XUN43 A) IKER LMD > B, §2~3 mL #=E T 30
S KB Lst, BO0BE (92050Xe, 104, $94°C) L, BbhmFEsHey
TFROEEEHE L. BROMBIF-S0C FEARMIE-60°C HUT) 07 Y —¥—KH

THRFL.

H A RS :

ASAT (GOT) UV-rate 5 (JSCC &E&Jz)

ALAT (GPT) UV-rate ¥ (JSCC W B )

y GT y-T N Ip-= hu 7= RIEERSSCC #HER)
ALP p-= hu 7 =) VBB (JSCCHERIER)
SEYAE B3R (BOD i)

REEF B3R-UV ¥ (Urease-LEDH %)

JVvTF=r B E (Creatininase-POD 1)

14



Tha—RA Bk (HK-G6PDH )
oL AT u—) B RtE (CO-HDAOS )

B020084-

FIZFUETA R BEE ¥ (GPO-HDAOS ), 7V &Y ik
wEAR Biuret #
TATI v BCG
NG B, BEABIOCTATIVEVER
F v b OCPC £
EHY EEZ (PNP-XOD-POD )
TR A (Na) A F VERERIE
FUTA (K) A A B EBIE
7 u—n (Cl) A 2 R B
HIEHSE - TBA200FR (BRRNaHES)
7.7 FRAGEE

%5 23 A OFFT T EIC QARG 2 ERRR T, — VI8 LB b SRR AT
TROMPL(MNOERZRARE L., BERSHEYES /NS WIRIE 5 F L Lf:. E<ij
HEPREEIERILEE - KB H Ao T %"rﬁﬁ&i&ﬁﬁmcﬁﬂi L, HEESELNKE
B Ui B 58I ORE CHBE OB RR DN AT SRS Dbl few,

ZOMOBRER LOEFEGHT (B376L U8 H) OREIER L 2hroTt. BRO
R¥s L OB IR TR L.

H H 5tk HEwEE
(1y pH R (IVTIAFA9IA, N ATV AT VR (a)
(2) EH BRI (WVTLATAYIA, N AT 37 AIVER) - (@)
(3) Froa—x HEME (VFAATIVIA, N {Th 3T M) (a)
@ R REREEE (WWFATIIA, N Ao 3T 1VER) (a)
(5) v Invy RBREE (WTIATIVIR, A ATk 3T 1IN (a)
(6) ¥&Im REIE (WWTIATAYIA, N AT IF {IVER) (a)
(N wuvl /s REBEEE (OVTIAT(IA, N4k 37 106 (a)
—r v
& K& ARV Y U F—THIE
O kE JaikiiRe

(10) FMIvas AU EIRERE
Qa1 H s A ER BRI
(12) yu—  BEFHEHE

(13) Rt $%50.5ml OFEFI0400Xg, 54, KH4CTHELYELT
B 72k % Sternheimer-Malbin 265 L%
BAEEE - JRfuBk, 2AMBk, AR EEME, BT
FREERE, B, oM
BEE . @ ZU=Fv7100 (A 257 4 IABRKESH)
7.8 HEERE ' '
V) FEERE

SO TIHRORTEELE TR (AEG-120, RSt EESER) 2BV THE
L. FMEORERE Lo THE L, Sk, MU OKEICE S THIEE

15



B020084

BEL) ZEE L.
R, BB BV, MR W B DR MR, RO B D
Q) FEFEIRE |
SEYIONT, RO, BABIRD DR L, KRSV BRLE.
@) IREREE R
EEMOTRORE S ZERL, 10%THY VBEERL~ ) VIRTEEL, #
FLic. 7220, FSHEB XM AT 7 VK (Bouin i) T, BRRRE ~— ¥ —IRiE
FERY V¥ (Davidson 1) THEEH, 10%E5HE Y VEEERR L~ ) VIR CRELE.
POBREGE RO, B O, /MR L ORB 2 S ToaD), W8, B, +1680, 205,
Fl S TURR AT, B, IS, I, PR SR, AT, M LWL 9
B, RER - ~N—2—lR, TEG, BRI (EEAMAST), SEBION, R, 5
B, RSECL, RSB TE, B OBBEL TEY LN, BBEIELY oSH, A
B (REEFFICRHTCEAD), BEE (KB
B SR T R OB O BEER LU 1000 mg/kg BEOMEMESFI O _HTTEE - FHEE,
72 b UV HHERE % BT 2B O HIRI R E WL B BRIC o T FE VY vty
VREEAEERL, SRz, (R~ R UOSERERL, SIRLE.)
ZOREER, 1000 mgkg BEOMED B ITERMEOEEREDN D, BEHMKT
B OO 40 3B XU 200 mgrkg B OMERE & EHEEIRK T # OB OO T IO\ T
EIBRE L. 7 eRREMoRIRIREIIT OWT LI TRE L.

8. FEETFRUMRAT

FET—-Z1L, ZERBRESR TR FIAEREEMEN L. 725 Bartlett ¥5iC
L BENHEORERATV, DBES LW ER—TREY BT, REFL R0
5aid, Kruskal-Wallis DRE 21T - 7. BERICH BZE S0 L2B-A1 Dunnett £ F
7oid Dumnett WO B BEHBREEITo72. FHT—FIL, axb O x *REET, FE
FENRFRD LIV AT Ammitage O ¢ *HRE TxiREE & %ﬁ%i'ﬁ% T U, BR/KEE
5% L7z. Armitage D x *REIIS— Y F AL B a—F EHVEAEEY T YT
¥, ZOMITREERBRY AT A (MITOX, ZHEM S 27 AFIEREH) 2HV
TR LTz, '

EF AR ORI SIEE 2 TR Lk, —RRREE, 1T8RE GHaimReEs, 5

16



B020084

BT3B FUSHE) 3 X OWEBREIREIC OV TH, M2 £ L2 7.
FELIMRE .  AE BEE LRIRE LRELERE REEE (BJE
B ENER), TBRETET— 5 GRS, SRS, 5%
B E)
x PR RHEE (pH, BH, Fva—x, FrvE, ey, B,
| TREY =5y, RIS RE

9. AVE2—F VAT LDMHEH _ _
CUFICRT T =¥ ORBRICRZEERRS 27 A (MITOX, =ik 2 A7 AEHT
HRAt) B L. 4FV R FAD Iy Ea—F 70 b a— i — 2 IUEF,
FZWEOHBEEZBE L, AV FPa—F Y AT AD7Ta ha—ABEL LT
B020084_ (72 & —"—ikZ8H) 2RV, 7721, axXb O HRETEERENED
LREBRETL RN—Y I arCa—FEfWeHFER Y 7 MY = 7% T Armitage
Dy BEETH .

F— H S LU - |
—ROIRER, RE, BT, BREREEREH, BEE LRFRE,
MmEAELERE, BRE pH, BH, Fva—X, FhAE, v
YAE, B, veEY s —5Y), BEER MNER, B
HE), WEERFHRE

F—HEE R RTIRE

17



B020084
et
IhE3 ;ﬁ

1. —RRIREE (Table 1)

BB T w20 1000 mg/kg BEORETIZ 3 1, 1000 mg/kg BEOMETIL 1 4
DO L. FEETIIEETH 2 ABETHER L. BREORSZMENSHEL 3 F, #
28], WThbE 27 B IV 28 AlLDAEH LI,

ZOMITHED 1000 mgkg B 1 B TH 2 B TRERZEH A D ONN, I HEL
BEEI LT & D, #SRERE LIXBEORWE L& HET L., BED 1000 mgkg
Bo1F (EHES . 10407) 2528 B2 6 39 HIZ@) bW BTRER, KEEO
BIFBERTh Y, BRI E RS & IEEORWBERAEL & 1M L T EES ).
Z DM HARFEERNEN L UT, R, BARLSOTh OB TRL LR
7.

2. {TERE (Figure 1, Table 2, 3, 4)
2.1 PRV REREER
BRI SRR 5 & B ST bk, B5IAR (Week -1)
DOEZ TIRERZRH HSHED 1000 mg/kg #ED 1 5] (BHES : 50402) THRH LN, A
(LI —ARIRRBEIER T 3 BTk L. |
2.2 HERERE
FRYWERECERT S L EbhBELIRD bhaho T,
2.3 HEETHEORE '
PBRYERFICRERT S L BbAUAEERD bR o Tk,

3. {KH&H (Figure 2, Table 5)
£ 5.3 X ONEEIAI R & bic, xHEEE L SRR 5 L O A B R ERED bh

2hotr,

4, {R{HE (Table 6)
BER I UEESEP L b, HRE LR ER SR L OoMICERRETRD LR
Rt
| 18



B020084

5. MM (Table 7)

BRYHESITERT 5 LD SBEED bhi ol

8 5 MK TR OBE T, 0D 1000 mglke BECHRMBKOBEAED b, L
B, 2 OB BRI EE O b 5 Bl 5 FIEE & R F RO THS
T, OMEFRECEERIZRD DTN b, BERIIEESN 2N
BRAH B LT L.

RHE AR TREORE T, HED 1000 mg/kg B CHRINBREOEME, FEIRMBREE
MCV)H X PR M BR MK BMCH)OEIER D bhvie. LisLZ 0%k, &5
PR TRICERED LR TWRNI &, ~ESu U BE, ~< k2 Yy MEEER
BT LD, FIREAS VIR LSRR 5 MCV 35 X O MCH D#iahs
A EETH S LIEN SN, ERYERS & IZBEDR MBRNZEL & Il L.

6. kAL ZMHAE (Table 8) |

WRMERSICERT S LB 3B itZED bhizholz,

B S HRE TR ORE T, D 40 mgkg BETTN T IV OBEBFDLRE. L
L, T OZ{L 200 3 X0 1000 mgkg HTHBD HHT, HELOMEENREVIL
Db, BERMERS L AEEOR BRI L E Lk, |

EHEMMAS T IS OBE TIL, B 1000 mg/kg BT ASATGOOIEE, 77 a— 235
LU A/G EEDBEED, MO 1000 mg/kg BETEE Y CORESREDLNE, L1L, &
o0&l ii%“f&é‘—ﬂi M TRIZEIRD 5N TE LT, ASAT(GOTILEEHFMEFH
R E R AEE LN FMOENTHLZ b, FLa-ABIU AG LOBIX
BHORFBE THIMBTORMIIFED N TN &, Y VoREEHE< L
BAMEREBOEFZTZRZD DI TNRWI &6, HBRYER L L iXBEEORVWMERH
2 LML .

7. AR (Table 9)
SRR S IR & B BB b T,
Fe BRI BRMGADREIZBUN T, HED 40 mg/kg B C pH OFE, HED 1000 mg/kg Ff
C pH DK FED i, UL, ZOBE, HTHAEBERED LR THRNE
&, BEDOTTRFED pH S 85 IZ SHIRFIREFLTNDZ b, HBRYHERE LT
19
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B020084

BEORWMERNFEE LT L.

ZEEE (Table 10, 11)
HERYEHERSICERT S LB EMiT@BL bhiho Tk,
BEHMETROBRE TIX, HEOD 40 mgkg B TRIVETEREOEESRD b,

LAaL, ZOZEMIE200 8 X0 1000 mgkg B2 THEESHED LT, FAEE OMER

%w:k#%,%%%Eﬁﬁkﬁﬁﬁwﬁwﬁﬁﬁﬁkkwﬁbk;
TR T R OME T, B> 1000 mg/kg B TR EEOEELRD b,

LinL, ZOEMBEREIERK 7RI - st ERE & b FEENRD TV

Z &, BHEMEE T RICIERS BR THEEZERNBD LR TWRWI 20, ERHER

b & B ORVER A LB L.

RIEESEFIFT R, (Table 12, 13)

HRUTICRET 5 L bR 3 ZLRED bR o T, |

V< o DEEAS B SIS X BT T B OB TR b s, BRI E R
BRCERETAbORAL, WPRLMEOFLLEN L.

B 1000 mgke B 1 6] (BB 10407) OB, AREICEFRED bh.
FUSHEIZE 27 B OREOR, BoTHRICES Lies LS Y, CHICERT @5
RELTHS 2 b, REWERE & I2BEOR L L1 L.

SRR AT AL (Table 14, 15)

TRYEIRA T2 B2 ELR, HEOT TED LMK,

H BT B OBWITINT, BEMIEIIST S globule leukocyte (HIIAEMDK
RUFRRIEIEAL 2 46 & 95 H01) ORIMASHERED 1000 mefkg BEAH], BRAF ORI &
UM TR 51T 5 SFBRERIB A 1000 me/ke AEORE 2 71 &SP DI, [
IRIAC T DB T 2 b DISLIRERD B ARD - 1z

Foftic, Ba ORERABZOFTERED b, LkL, Zh6ET v b CRIEE
AT SEET BB TH D, TORERIUC I bARBERTED IRV T b,
B L IREEORNEL LB U,

7B, HREICERSED LN EWERE 50102 ORI BWT, AIRMEREISEG

20
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TOMBFNEILED R0,

21



B020084 |
%% j%. ck U‘Y\Iﬁ '5:54”5

3,3-FACR(Fu VB % 0,40, 20035 X 11 1000 me/kg O F & THERED Crj:CD(SD)IGS
T v F(SPRNC 28 BRIRER OB S L, Z0OHEM & BEMEZPE LTz,

WHEHBEILRRT S LB 2B HEED 1000 mgkeg O T B L C—RIREBICED &
iz, |

SRR OFR, MEKED 1000 me/keg B TR LI IR B 1T BT 5 globule leukocyte
DU RS, BRI R AT & % b, BAICBIS globule
leukocyte DEIEL, ABII S ABKE T » MCBERE LIS AITE T 5 R
MRS TRDOBND Z EPAMESHLTWS(1]. SEHORBR T 1000 mgkg FHDZ <
DT globule leukocyte DML, FFEEBEREAFRFICFED b, EEHREETHROD)
¥z 33N T globule leukocyte DI & HEEKREIIRD IR0l 20, ZThHD
AL 5 E RIS 2 bic X D EET 58k Bbhvk.

BEHEHFETIET v 2B ED 1000 mgkg BECIL 3 6, M 1000 mg/kg Tik 1 FlEED
bz, BEETREE TS 2 HHTHE Ui, BE OB SR HEESHE 3 4, Mix 2 7,
VPR BE 27 BL U028 BICOLED b, BRI E L 20°CATRKIAR DOWBA pH 28 2.0
AT ZEMD, SEO 1000 mgkeg HOB SR OBENHEI T2 LHRIENE. Y Y
DER bR LCERICRSIER LI, Vo7 0%S L 0T ORIICHE LIRS
BRORBEIZX Y, —HNICT vy eV ERELETREESE X b, RELERDERE
BORBIEZ XI5 b0 LB, MEEIEA OBREMCEEELTHEZ bbb, kg
BEHCBRTOMEEORE » 1R R5b 0 ELLRE.

3, 3-FFERX (FuEE) &0, 40, 200 3 X O 1000 mgkg ODFETHERED SD & F
v M2 28 BIAKERS LICRR, #RWERESCER T2 L E 2 DN DR, #HEs b
1000 mg/kg TR SN, o T, FRBRELETIBITS3,3-FFLR (Fr )
DEFEE (NOEL) 1IMERE & b 200 mg/kg LHIKT L7z,

22
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P =P

1. Narama 1, Ozaki K, Matsushima S, Matsuura T. Eosinophilic gastroenterocolitis in iron

lactate-overloaded rats. Toxicol Pathol 1999; 27: 318-24.
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Figure 1-1 Motor Activity (Male, week 4 )

1



Count/10min.

Study No.B020084

Twenty-eight-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiobis- in Rats

1

3500.0
3000.0 |

2500.0

2000.0
1500.0
1000.0
500.0
0.0 - — . '
10 20 30 40 50 60min.

Figure 1-2 Motor Activity (Female, week 4)
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Study No. B020084

Twenty-eight-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiobis- in Rats
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Figure 2-1 Body Weight (Male)
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiobis- in Rats
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Tweniy-eighi~day Repeat Dose Oral Toxicity Test of Propameic acid, 3, ¥ -thiobis- in Rais Siudy ¥o. BO20084

R~

Table | Clinical Sign - Summary Male
Test Substance Day 1 2 3 4 § ] 7 8 9 10 11 12 13 i4 15 16 17
Dose (ae/kg) Findings Time 10 20 10 20 10 20 &0 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 16 20 10 20 {0 0 10 20 10 20 10
TBPA Number of Animals 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 100 £0 16 10 10 10 0 10 19
0 No Abnormality 5 3 % 9 9 % % 9 9 9 9 94 9 9 8 8 9 9 ¢ 9 9 9 % 8 3 § % 9 79 13 Ig lg lg
Tris hemg\‘rhage + ¢ ¢ ¢ ¢ ¢ ¢ 6 6¢6 0 0 ¢ 0 0 0 ¢ v 0 ¢ OO0 C L OGO O 8 00T O 0L O DO
Corectopia 2000 TR U T DU S S A SRS U SN SN A S SRS S S SRS D S SRR S SRS (NS NN N AN SRS SRS NS AN S S
TRPA Number of Animals 5 5 5 5 % § 5 65 § & 8 § 5 5 65 5 5 &5 85 5 6 6 5 5 5 65 5 5 §F 5 § &
40 No Abnormaiity 5 5 5 5 § 5 &% 5 5§ 6 % 5 5 5 § 5 5 65 5 b5 5 5 5 5 65 5 5 5 § 5 5 5
TBPA Number of Animals 5 5 5 5 5 5 5 5 8 5 & % 65 § 5 65 5 5 § 5 & § &5 5 5 5 § &5 § &5 5 5
200 No Abnormality 5 5 5 5 5 5 5 5 & 5 5 5 § 5 5 §5 5 5 5 5 § 5 5 5§ 6 & 5§ § 5 5 § §
TBPA Number of Animals 16§50 10 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 IO 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 No Abnormality 0119 9 9 91010 % 8 101010 10 10 10 10 10 10O % % 9 9 10 10 10 18 10 10 1010 10
Abnormal galt +# 0 0 0 0 0 0 0 0 0 0 0 0O O 0 0O O0C OO0 OCOCCOGECOC O DO OGO C O O O O O
Rale $# 0 0 ¢ Yt 601t 0o 00 OGOGCCOCOECO OC O T 1T T 1L 0 O 0 & 0 6 0 0 O
Salivation {0 0 0 0 0 C0COC O DO OO0 OO0 COC O COCCOCTDC O O0C O O OO 9O OC OO0 O 0
+, Preseni; 1, Slight; 2, Moderaie; 3, Severe;

Time 10, Belore dose; Time 20, After dose;



Twenly-eighi~day Repeat Doge Oral Toxicity Test of Propanoic acid, 3, 3'-lhiobis- in Rats

Sdudy No. B020084

Table 1 Clinical Sign - Summary Hale
Test Subsiance Day 18 i9 0 21 a2 23 4 15 26 27 28 29 30 31 32 33 34 35 36 37 3% 39 40
Dose (za/ke) Findings Time 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 1D 20 10 20 :
TRPA Number of Animals 0 10 10 10 10 10 10 10 10 {0 10 10 10 10 10 YO 10 10 IO 10 10 10 10 5 5 5 5 5 § F 5 §F & §
0 Ko Abnormality g 9 9 9 9 9 9 9 9 9 9 9 9 % 9 9 9 9 9 9 0 9 6 4 4 4 4 4 4 4 4 4 4 &
Iris hemorrhage + 0 0 0 ¢ 0 0 0 0 0 0 O 0 O OO0 OGO O OO TCTO D OO0 O C O OO0 O 0 OO
Corectopia E NS T T S S S S SR A R S T N A S S S U D T T (O A R A A AR S R S B B
TBPA Number of Apimals 5 5 % § 6 6 B 45 5 B 6 § 5 6 5 55 5 5 5 5 5 5
40 No Abnormality 5 § 5§ 5 § 6 5 §5 &5 5 5 5 & 5 5 5 5 5 5 5 5 & B
TEPA Number of Animals 5 5 6 & 5 6 5 5 5 § & 8 65 b § 5 5 5 6§ § 5 5
200 No Abnormality § 6 9 & 6 5 5 5 65 5 5 6 5 5 6§ 5 5 5 5 85 5 5 5
TBPA Number of Animals 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 % &5 & 5 &5 5 § 5 § 5 &
1000 No Abnormality 1010 f6 10 10 10 10 10 10 10 10 10 10 10 10 -10 10 10 10 8 9 7 9 4 4 4 4 4 4 4 4 4 4 5
Kbnormal gaif + ¢ 00 0 9 00 0 GO0 QO OOCO0OCO0OCCCO O OO T 1T T L Tttt 11ttt o1 o8
Rale + 0 0 0 6 0 0 0 0 0 O O 0 6 0 0 0 0 0 0 0 O O O 0 0 0 C O 0 0 0 O 0 O
Salivaiion {1 ¢ 060 ¢ 0 0 0 0 0O0CCCCO0CCOCO0OTO0OO0TOCO0OOD0D 2 0 2 0 0 O0CO0O0COC OO OO O O
t, Present; 1, Slight; 2, Mederate; 3, Severe;

Time 10, Before dose;

Time 20, After dose;



Tweniy-eight-day Repeat Dose Oral Toxicity Test of Propasoic acid, 3, ¥ -thiobis- iz Rais

Study No. BO2008¢

Table 1 Clinicel Sign - Summary Male
Test Substance Day 41 42 43
Dose (mg/ke) Findings
TBPA Number of Amimais 5 §F 3
No Abnormality 4 4 4
Iris hemorrhage B S I
Corectopia + 1 1 1
TBPA Number of Animals
40 No Abnormality
TBPA Number of Animals
200 No Abmorgalily
TBPA Number of Animals 5 & 5
1000 No Abnormalily 5 5 6
Abnormal gait + 0 0 0
Rale t+ 0 0 0
Salivation 1 0 0 0
+, Present; 1. Slight; 2, Moderaie; 3, Severe;



Tweniy-eighi-gay Repeat Dose Oral Toxiciiy Test of Prapamoic acid, 3,

3'-thiobis- im Rais

Study No. B(20084

Time 10, Belore dose;

Time 230, Affer dose;

Table Ciinical Sign ~ Summery Female

Test Substance pay i 2 3 ¢ 5 6 1 8 9 10 11 12 13 i4 15 16 17 -
Dose (mg/kg) Findings Tine 1020 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 10 20 (0 20 0 20 10 20 10 20 10 20 10 20 16 20
TBPA ~ Number of Animsls 10 10 10 010 10 10 W 10 16 (0 40 10 10 t0 10 f0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1% 10
0 ¥o Abmormality 10 10 10 40 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 f0 10 10 10.1¢ 10 10 10 10 t0 10 10 10
TBPA Number of Animais § 5 5 5 &6 5 § &8 & § 5' $ 565 § 5 5 5 5 5 5 5 5 5 5 5 & 5 B 6 5 5 b
40 No Abnormality - 5 0% 65 5 § % 8 5 % 5 % 5 5 5 5 5 5 5 5 5 5 & 6 B 5 OB 5 5 5 & & 5 5 B
TBPA Number of Amimals 5 5 5 5 5 5 & 5 5% 5 5 65 5 5 5 5 § 5 5 §5 5 5 5 § &5 O 5 5 5 5 B 5 5 5
200 No Abnormallty 5 5 5 5 5 5 5 &5 5 5 5 % 5 5 B 5 B 5 5 5 5 &5 5 5.5 5 §F B B 5 B 5 & 5
TBPA Number of Animals 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 No Abnormality 9 9 9 ¢ 10 10 10 10 % 9 10 10 10 10 10 30O 10 M0 10 IO % 9 10 10 10 0 10 10 10 16 10 10 10 10
© Rale + 0 0 0 0 0 00 0t 1+ 0 00 O0O0CO0OOCOOS®LCECTLTL T O DO O C DO O QOO0 0O Q0 0 O
Exophihalmos + 1 1 1 1 ¢ ¢ ¢ 0 0 0 0 0 8 0 0 OCOCO0OOSECCQC O OO0 O0C 0 ¢ 6 0 0 0 0 ¢ 0 0
Salivation 1 ¢ ¢ & 0 0 0 0 0 O O O OGO O OO0 OO COC OGO GO 0C0C 0O D0 OO0 00 6 0

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



Twenty-eight-day Repeai Dose Oral Toxicity Tesl of Propamoic acid, 3,

3’ -{hiobis- in Rais

Study No. B020084

Table 1 Clinical Sign - Summary Female
Test Substance Day 18 15 o 21 22 23 24 25 16 17 28 29 30 31 3% 33 34 35 36 37T 38 39 4D
Dose (ig/ke Findings Time 10 ?.i)_ o0 16 20 10 20 10 20 10 20 10 20 10 20 10 20 10 29 19 20
TBPA Number of Animals 10 10 10 186 10 10 16 (0 10 10 10 10 10 10 10 10 10 10 {0 10 10 10 10 5 5 5 5 &5 5 5 65 &5 § 3
No Abnormality 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 #0 10 10 5 5 5 5 & 5 5 § 5§ 5 5
TBPA Number of Animals 5 § § 8 5 § 5 &% &% § &5 5 % 5 %8 §5 5 § §5 § 5 § §
40 No Abnormeiity 5 5 5§ 5 5 5 5 & 5 5 5 5 5 5 5 5 5 5 5 5 .65 § &
TBPA Number of Animals 5 5 5 5 5 5 5 & 5 & 5 5 5§ 5 § 5 5 5 5 &5 5 5 §
i No Abnormelity 5 5 5 5 5 §5 5 5 5 65 5 5 5 5 5 5 5 5 5 &5 § §
TBPA Number of Animals 10010 10 10 10 10 10 10 10 10 10 10 1‘0 10 10 10 10 10 16 10 10 10 10 8 5 5 85 5 5 § &5 & § 5§
1000 No Abnormality 10 10 10 10 19 10 10 10 10 10 (0 10 0 10 10 16 10 0 10 % 0 9 10 5 5 5 S5 5 &5 5 &5 5 & §
Rale + 00 0 0 0 0 0 0 O OCTOCCOO0CODTOO®OD O OGCCOCCOCCOC OO OO D O C O DO D0 8 O O
Exephihalmos + 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 OG 0 0 O0CO0COC G 0 00 0 O 0 0 D O O O O
Salivation t 00 0 0 9 9 0 0 0 O OO0 OO COCDHD OO O T OC T OO0 OO0 0D & 0 0 0 0 O
+, Preseni; 1, Slight; 2. Moderate; 3, Severe;

Time 10 , Before dose;

Time 20 , After dose;



Tweniy-eighi-day Repeat Dose Oral Toxicily Tesi of Propanoic acid, 3, 3'-~ihiobis~ in Rals

Study No. B020084

Table ! © €linics! Sign - Summary Female
Test Sebsiance Day 41 42 43
Dose {ug/ke) Findings
TBPA Nugber of Amimais 505 5
@ No Abnormality 5 68 %
TBPA Number ¢f Animais
40 No Abmormality
TBPA Number of Auimals
200 No Abnormality
TBPA Number of Apimals 5 5 %
{000 No Abnormalify 5 5 5
' Rale + 0 0 ¢
Bxophthalmos +4 0 0 0
Salivafion 1 ¢ 0 ¢
+ ., Presenl; 1, Slight; %, Moderate; 3, Severe;



Twenty-eight—day Repeat Nose Oral Toxicity Test of Propanoic acid, 3, 3’ —~thiobis- in Rats

Study No. B020084

Table 2 Detailed Clinical Observations = Summary (Week ~1)
Sex: : Male
Items Test Substance: TBPA TBPA TEPA TBPA
Dose (mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10
H 0 0 0 0
z 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonie convulsion N 10 5 5 10
1 0 0 0 ¢
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 ) 5 10
1 0 0 0 ¢
2 0 0 0 0
3 0 Q 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 ) 10
3 ¢ 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight~day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ ~-thiobis- in Rats

Study No.

B020084

Table 2 Detailed Clinical Observations — Summary (Week —1)
Sex: Male
Items Test Substance- TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
' 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 ) 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Seiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 . 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 i}
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 ¢ 0 0 0
Secretion N 10 5 5 10
i 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Tesi of Propancic acid, 3, & ~thiobis— in Rats

Study No.

B020084

Table 2 Detailed Clinical Qbservations — Summary (Week -1)
Sex: : - Male
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 4] Q 0 G
3 0 0 0 0
Salivation N 10 5 5 10
i o] Q 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 -0 0
2 0 0 0 o]
Open field observations
Rearing Mean 7.8 6.8 6.4 7.0
S.D. 3.3 6.5 5.0 5.6
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 . 0 0 0
Urination N 10 3 2 8
P 0 2 3 2

See Annex 4 for details of criteria,
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. Twenty-eight~day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3 ~thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations —~ Summary (Week —1)
Sex: Male
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose {mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Open Tield observations (Criteria)
Defecation N 7 2 4 5
P 3 3 1 5
Pogture, body position N 10 5 § 10
1 0 0 -0 0
2 0 0 0 0
3 0 Q 0 0
4 0 0 ] 0
5 0 0 0 0
Breathing N 10 5 ] 10
1 0 0 0 0
2 0 4 a 0
3 0 0 0 0
4 0 ¢ 0 0
5 0 0 0 0
Co-ordination movement N 19 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 V] ¢ 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
[ 0 0 0 0
7 0 Y 0 0
Tremor N 10 5 5 10
. i 0 0 0 0
2 0 0 0 0

See Annex ¢ for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3’ -thiobis—- in Rats

Study No. B020084

Table 2 Detailed Clinical Observations ~ Summary (Week —1)
Sex: Male :
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Open field obsetrvations {Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 4] 0 4}
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 ] 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 b 10
P 4 0 0 O

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3’ -thiobis- in Rats

Study No. BO20084

Table 2 Detailed Clinical Observations ~ Summary (Week 1)
Sex: Male
Items Test Substance: TBPA TBPA - TBPA TBPA
Dose (mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 b 5 10
: 1 0 0 0 0
2 ¢ 0 0 0
Clonic convulsion 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 v Q
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 4] 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
: 3 0 0 0 0
4 0 0 0 0
5 0 0 V] O
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—-eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ —thiobis~ in Rats

Study Ne.

B020084

Table 2 Detailed Clinical Observations — Summary (Week 1)
Sex: Male
Items Test Substance: TBPA TBPA TBPA TBPA
Dose {mg/kg): 0 40 200 1000
Number of Animals: ' 10 5 5 10
Hand-held observations {Criterisa)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10 '
3 v} 0 0 0
4 0 o] 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
0 0 0 -0
Secretion . N 10 b 5 10
L 0 0 0 0
2 0 9 0 0 -

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ —~thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary (Week 1)
) Sex: Male
Items Test Substance: TBPA TRPA TBPA ) TBPA
Dose (mg/kg) : 0 40 200 1000
Number of Animals- 10 5 5 10
Hand-held .observations {Criteria)
Lacrimation . N 10 5 5 10
0 0 0 0
2 Q 0 ¢} 0
3 0 0 0 9
Salivation N 10 5 5 10
1 6 0 0 4y
2 1] 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
O 0 0 0
Open field observations
Rearing Mean 3.8 4,6 4.8 4.6
i S.D. 3.4 7.0 3.3 5.4
Arousal 1 0 ¢ 0 0
2 ¢ 0 0 O
3 10 5 5 10
, 4 ¢ 0 0 g
5 ¢ 0 0 0
Urination N 7 5 3 7
P 3 0 2 3

See Annex 4 for details of criteria.
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Study No. B020084
Twenty—-eight-day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3’ -thiobis- in Rats

Table 2 Detailed Clinical Observations = Summary (Week 1)
Sex: Male
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): . 0 40 200 1000
Number of Animals:® 10 . § 5 10
Open field observations (Criteria) '
Defecation N 8 5 5 6
P 2 0 0 4
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 ] ] 0
4 0 0 0 0
5 1] 0 0 0
Breathing N 10 5 5 10
1 0 0 0 o
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0

Co—ordination movement

o=
—_
@ o
o o
o w
—_
@ o

Gait N 10 5 5 10
1 0 0 0 4
2 0 0 0 4]
3 0 0 0 0
4 0 0 0 0
5 0 0 0 -0
6 -0 0 0 0
7 ] 0 0 0

Tremor N 10 5 5 10
1 0 0 0
2 0 G 0 0

See Annex 4 for details of criteria. . :
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Twenty-eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3 -thiobis- in Rats

Study No. B0GZ0084

Table 2 Detailed Clinical Observations — Summary (Week 1)
Jex: . Male
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals:® 10 5 5 10
Open field observations {Criteria)
Clonic convulsion N 10 5 5 10
1 0 0 0 0 '
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 Q 0 0
5 0 0 0 0
Stereotypy N 10 5 5 i0
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
| 0 0 4] 0

See Annex 4 for details of criteria.
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‘ Study No. B020084
Twenty~eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ —~thiobis- in Rats

Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex: Male
Items Test Substanhce: TBPA TBPA TBPA TBPA
Dose (mg/ke): 0 40 . 200 1000
Number of Animals: 10 5 5 10
Home &age observations (Criteria) :
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 H 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 ] 5 10
1 0 0 0 0
2 Q 0 0 0
3 Q 0 ¢ 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 ] 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 ¢ 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty~eight—-day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3’ —thiobis— in Rats

Study No. B020084

- Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Male

Items Test Substance: TBPA TBPA TBPA TBPA

Dose {mg/kg): Q 40 200 1000
Number of Animals: 10 5 5 10

Hand~held cbservations (Criteria)

Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 ) 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 ] 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
: P 0 0 0 0
Exophthalmos N 10 5 5 10
R P 0 0 0 ]
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 Q
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3'-thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary {Week 2)
Sex: Male
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand-held observations ) (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 Q
3 0 0 0 0
Piloerection N 10 5 5 10
p 0 0 0 0
Pupil size N 10 5 5 10
’ 1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 2.3 1.4 2.8 1.5
S.D. 2.7 1.1 0.8 2.0
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 ¢
Urination N 10 5 5 9
P 0 0 0 1

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3 ~thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Mals
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 8 3 5 6
P 2 2 0 4
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
. 1 0 0 0 0
2 0 c 0 0
3 0 0 0 0
4 0 0 0 1]
5 0 0 0 0
Co—ordination movement N 10 5 5 10
p 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0

<

<

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ —thiobis~ in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex:
Items Test Substance: TBPA TBPA TBPA TBPA
Dose {(mg/ke): 0 40 200 1000
Number of Animals:. 10 5 5 10
Open field observations (Criteria)
Clonic cenvulsion N 10 5 5 10
1 ’ 0 0 0 Q
2 0 0 Q Q
Tonic convulsion I\ 10 ) 5 10
i 0 0 0 Q
2 0 0 0 L0
3 0 0 0 0
4 0 0 0 0
5. 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 4] 0 4]

See Annex 4 for details ‘of criteria.

25



Twenty—eight—day Repeat Dose Gral Toxicity Test of Propanoic acid, 3, 3’ -thiobis~ in Rats

Study Ne. B020084

Table 2~ Detailed Clinical Qbservations - Summary (Week 3)
Sex: Male
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg) : 0 40 200 1000
Number of Animals: 10 5 5 10
Home cage observations (Criteria) i
Tremor N 10 5 5 10
1 0 Q 0 a
2 0 0 0 ¢
Clonic convulsion N 10 5 5 10 -
1 0 0 0 ]
2 0 0 0 0
Tonie convulsion N 10 5 ) 10
1 .0 0 0 0
2 0 4] 0 0
3 0 5} 0 ]
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 ¢ 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 g 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of Propancic acid, 3, & -thiobis- in Rats

Study No.

B020084

Tabls 2 Detailed Clinical Observations — Summary (Week 3)
Sex: Male
Ttems - Test Substance: TBPA TBPA ‘TBPA TBPA
Dose (mg/ke) : 0 40 200 1000
Number of Animals: 10 5 5 10
Hand~held observations (Criteria)
Reactivity to handling 1 ] 0 0 "0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 G
Aggression N 10 5 5 10
P 0 Q Q [¢]
Trauma N 10 5 5 10
P 0 0 ¢ 0
Color of skin N 10 ) 6 10
1 0 0 0 0
2 0 0 0 Q
Soiled fur N 10 5 5 10
P 0 0 o] 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebralb closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 o}
4 0 0 0 0 .
Color of conjunctiva N 10 5 5 10
1 0 0 0 ¢
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—-eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiobis— in Rats

Study No.

B020084

Table 2 Detailed Clinical Observations — Summary (feek 3)
Sex: . Male
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: ' 10 5 5 10
Hand-held observations {Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 .0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
"2 4 0 0 g
Open field observations .
Rearing Mean 3.3 0.8 4.2 2.0
s.D 5.5 1.3 4.1 2.0
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 6 5 4 4
P 4 0 1 &

See Annex 4 for details of criteria.
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Study No. B020084
Twenty—eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ ~thiobis- in Rats

Table 2 Detailed Clinical Observations — Summary (Week 3)
Sex: Male
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 : 40 200 1000
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N : 8 4 5 7
: P 2 1 0 3
Posture, body position N 10 5 5 10
1 0 0 0 0
2 Q 0 0 0
3 0 0 0 0
4 0 0 0 0
’ 5 0 0 0 0
Breathing N- 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co—ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 -0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
8 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ -thiobis— in Rats

Study No.

B020084

Table 2 Detailed Clinical Observations - Summary (Week 3)
- Sex: Male .
Items Test Substance: TBPA TBPA TBPA TBPA
Dose {mg/kg): 0 40 200 1000
~ Number of Animals: 10 5 5 10
Open field observations (Criteria) _
Clonic convulsion N 10 5 5 10
i Q Q Q Q
2 0 0 0 0
Tonic convulsion N 10 ) 5 10
1 0 0 0 0
2 0 0 0 0
3 0 Q 0 0
4 0 0 0 4]
5 0 0 0 0
Stereotypy N 10 5 5 10
P ] 0 0 0
Bizarre behaviour N 10 5 ] 10
P 0 0 0 0

See Annex 4 for details of criteria,
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Study No. B020084
Twenty-eight—-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’~thiobis- in Rats

Table 2 Detailed Clinical Observations - Summary : (Week 4)
Sex: Male
Items Test Substance: TBPA TBPA TBPA TBPA
Dose {mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Home cage observations (Griteria) )
Tremor N 10 5 5 10
1 _ 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 ¢
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 Q 0

See Annex 4 for details of criteria.
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. Twenty-eight~day Repeat Dose Oral Toxicity Test of Propanoic }acid, 3, 3’-thicbis~ in Rats

Study Ne. BO20084

Table 2 Detailed Clinical Observations - Summary (Week 4)
, - Sex: ) Male
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 b 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
) p 0 0 D 0
Exophthalmos N 10 5 5 10
p 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 -0
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Amnex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Teoxicity Test of Propanoic acid, 3, 8'-thiobis- in Rats

Study No. B020084

Table 2 Detailed Clinical Observations ~ Summary {Week 4)
Sex:
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose {(mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand-held observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 b 10
1 t] 0 0 0
2 0 0 0 ¢
3 0 0 0' ¢
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations .
Rearing Mean 7.5 1.8 7.6 3.6
S, D. 6.5 1.6 3.9 3.2
Arousal i 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 6 4 3 5
P 4 1 2 5

See Annex 4 for details of criteria.
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Twenty-eight-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’-thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations - Summary {Week 4)
Sex: Male
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose {mg/kg): 0 40 200 1000
Number of Animels: 10 5 5 10
Open field observations (Criteria)}
Defecation N 10 5 5 6
P 0 0 0 4
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 ]
5 0 0 0 0
Breathing N 10 5 5 10
’ 1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0.
5 0 0 0 0
Co~ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 9 X
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.

¥ : The data of animal No. 10407 was deleted.
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Study No. BO20084
Twenty-eight-day Repeat Dose Oral Toxicity Test of Propamoic acid, 3, 3'-thiobis— in Rats

Table 2 Detailed Clinical Observations - Summary (Week 4)
Sex: ' Male
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Clonic convulsion N . 10 5 5 10
' 1 0 0 0 0
2 0 0 0 ' 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 4]

See Annex 4 for details of criteria.
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Twenty—-eight-day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3" ~-thiobis- in Rats

Study No. B020084

Table 2 Detajled Clinical Observations =~ Summary {Week -1)
Sex: Female
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/ke) : 0 40 200 1000
Number of Animals: 10 5 5 10
Home cage observations (Criteria}
Tremor ‘ N 10 5 5 10
1 0 0 0 0
2 Q 0 0 0
Clonic convulsion N i0 5 5 10
) 1 0. 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal i 0 0 0 0
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0

See Annex 4 for details of criteria,
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Twenty-eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiobis— in Rats

Study No.

B020084

Table 2 Detailed Clinical Observations — Summary - (Week -1)
Sex: Female
Items Test Substance: TBPA TBPA TBPA TBPA
' Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand~held observations (Criteria)
Reactivity to handling 1 0 0 0 4]
2 10 5 5 10
3 0 0 0 0
4 : 90 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 ) 5 ‘ 10
P 0 0 0 Q
Color of skin N 10 5 5 10
1 0 0 : 0 0
G 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
Exophthalmos N 10 5

o
[}
fen]
<
—

Palpebral closure i 10 5 5 10
' 2 0 0 0 0
3 0 0 0 0

4 0 0 0 [i]

Color of conjunctiva N 10 5 5 10
1 0 0 0 1]

2 0 0 0 0

Secretion N 10 5 5 _ 10
) 1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of ecriteria.
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Twenty-eight-day Repe,ét Dose Oral Toxicity Test of Propancic acid, 3, 3’ -thiobis— in Rats

Study No.

B020084

Table 2 Detailed Clinical Observations — Summary (Week —1)
Sex: Female
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 & 5 10
Hand-held observations (Criteria)
© Lacrimation N 10 5 b 10
i 0 0 1] 0
2 Q Q Q Q
-3 0 0 0 0
Salivation N 10 5 5 10
' 1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 7.3 8.2 8.0 9.5
S.D. 4.9 1.9 6.4 5.1
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 0
Urination N 8 4 5 10
P 2 1 0 &

See Annex 4 for details of criteria.
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Study No. B020084
Twenty-eight—day Repeat Dose Qral Toxicity Test of Propanecic acid, 3, 3" -thiobis~ in Rats

Table 2 Detailed Clinical Observations — Summary (Week -1)
Sex: Female
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose (meg/kg) : 0 40 200 1000
) Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 9 5 5 10
P 1 0 0 0
Posture, body positioh N 10 5 5 10
1 G 0 0 0
2 0 0 0 0
3 0 0 0 Q
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10 -
1 0 0 0 0
2 0 0 0 0
3 0 Q 0 0
4 0 0 0 0
5 0 0 0 0
Co~ordination movement N 10 5 5 10
P 0 0 0 G
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 G 0 0 1]
2 0 0 0 0

See Annex 4 for details of criteria,
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Study No.

Twenty-eight-day Repeat Dose Oral Toxicity Test of Propanocic acid, 3, 3’ —thiobis— in Rats

B020084

Table 2 Detailed Clinical Observations — Summary . (Week -1)
Sex: Female
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg) : ] 40 200 10060
Number of Animals: 10 h 5 10
Open field observations {Criteria)
Clonic convulsion N 10 5 5 10
' 1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 0 0 0 G
3 0 0 0 0
4 0 0 0 0
5 0 0 Q 0
Sterdotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.

40



Twenty-eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3 —thiocbis- in Rats

Study Ne. B020084

Table 2 Detailed Clinical Observations - Summary (Week 1)
- Sex: Female
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Home cage observations {(Criteria)
Tremor N 10 b 5 10
1 0 0 0 0
2 0 0 0 0
Clonic convulsion N 10 5 5 10
1 0 Q 0 1t}
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 4]
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 4] 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0. 0
Hand-held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
3 g 0 o] Q
4 0 0 0 0
5 0 0 0 0
4 0 0 0 0

See Annex 4 for details of criteria.
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Study No.

Twenty-eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ -thiobis— in Rats

B020084

Table 2 Detailed Clinical Observations — Summary (Week 1)
Sex: . Female
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/ke): Q 40 200 1000
Number of Animals: C10 b 5 10
Hand-held observations (Criteria)
Reactivity te handling 1. 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 o]
Trauma N 10 5 5 10
P 0 0 0 0
Color of skin N 10 5 5 10
1 0 : 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 [
Exophthalmos N 10 5 5 10
P ¢ 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 ¢ 0 0 0
4 @ 0 0 0
Color of conjunctiva N 10 5 5 10
i ¢ 0 0
0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight~day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ ~thiocbis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary {Week 1)
Sex: Female
Items Test Substance: TBPA TBPA TBPA TBPA
- Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand-held observations (Criteria}
Lacrimation . N 10 5 ) 10
H 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 4] 0 [ 0
2 0 0 0 0
3 0 0 0 0
Piloerection i 10 5 5 10
P 4] Q 4] 0
Pupil size N 10 5 5 10
‘ 1 0 0 0 0
0 0 0 0
Open Tield observations
Rearing Mean 6.1 3.8 6.0 4.0
8.0 4.7 2.9 4,9 2.4
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 4]
5 ] 0 0 0
Urination N 9 5 5 9
P 1 0 0 1

See Annex 4 Tor details of criteria.
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v

Twenty-eight—day Repeat Dose Oral Toxicity Test of Propanocic acid, 3, 3 —thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observaticns — Summary (Week 1)
Sex: Female -
Ttems : Test Substance: TBPA TBPA TBPA TBPA
Dose {mg/kg): 0 40 200 1000
Number of Animals: . 10 5 5 10
Open field observations {Criteria)
Defecation N 9 5 5 10
P 1 0 0 0
Posture, body position N 10 5 ] 10
' 1 0 ] 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing . N 10 5 5 10
1 0 0 0 0
2 0 0 0 Q
3 0 0 0 0
4 0 0 0 0
5 0 0 0 ¢
Co-ordination movement N 10 5 5 16
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 ) 5 10
I 0 0 v} 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight~day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3" ~thichis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations ~ Summary (Week 1)
Sex: ' Female -
Items Test Substance! TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Open field observations " (Criteria) .
Clonic convulsion N 10 5 5 10
1. 0 0 0 0
2 0 0 0 ¢
Tonic convulsion N 10 5 5 10
1 0 [t} 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 4] g g 1]
Stereotypy N 10 5 5 10
P 0 0 0 0
Bizarre behaviour N 10 3 5 10
P 0 0 0 Q

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3’ —thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: TBPA TBPA TBPA TBPA
: Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Home cage observations {Criteria)
Tremor N 10 5 5 10
1 0 Q 0 0
2 0 Q 0 Q
Clonic convulsion N 10 5 5 10
1 0 0 0 0]
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 -0 0 0 ¢
3 0 0 0 0
4 0 0 0 ¢
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 Q
2 0 0 0 0
3 0 0 0 0
4 0 0 0 Q
5 0 0 0 0
Hand-held observations A
"Reactivity on removal 1 0 0 0 it}
from the cage 2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0. 0 0
6 0 0 0 0

~See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ -thiobis— in Rats

Study No.

B020084

Table 2 Detailed Clinical Observaticns — Summary (Week 2)
Sex: Female
ITtems - Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand-held cbservations (Criteria)
Reactivity to handling 1 0 0 0 0
2 10 ] 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 0
Trauma N 10 5 5 10
P Y 0 0 0
Color of skin N 10 5] 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 ) 5 10
P 0 0 0 0
Exophthalmos N 10 5 5 10
P 0 0 0 0
Palpebral closure 1 10 5 5 10
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
Color of conjunciiva N 10 5 5 10
1 0 0 0 0.
2 0 0 0 G-
Secretion N 10 5 5 10
1 0 0 0 ¢
2 0 0 0 0

See Annex 4 for details of criteria,
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Twenty-eight—day Repeat Dose Orzl Toxicity Test of Propanoic acid, 3, 3 —thiobis~ in Rats

Study No.

B020084

Table 2 Detailed Clinical Observations - Summary (Week 2)
Sex: : Female
Items Test Substance: TBPA TBPA TBPA TBPA
Dose {mg/ke): 0 40 200 1600
Number of Animals: 10 5 5 10
" Hand~held observations {Criteria)
Lacrimation N 10 5 5 10
1 0 Q 0 0
2 0 0 0 0
3 0 0 0 0
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloersction N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
1 0 0 0 )
2 0 0 0 0
Open field cbservations :
Rearing Mean 7.9 9.8 7.6 " 1.5
S.D. 4.5 4.4 7.2 8.3
Arousal 1 0 0 0 0
2 0 0 0 0
3 10 5 5 10
4 0 0 0 0
5 0 0 0 ]
Urination N 10 5 5 10
' P 0 0 0 0

See Annex 4 for details of criteria,
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Twenty-eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ -thiobis— in Rats

Study No. BO20084

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: ' Female .
Items Test Substance: TBPA TBPA TBPA TBPA
Dose {mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Open field observations {Criteria)
Defecation - N 10 5 5 9
p 0 0 0 1
Posture, body position N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
6 0 0 0 0
Breathing N i0 5 5 10
1 0 0 0 o]
2 0 0 0 Q
3 0 0 0 0
4 0 0 0 4]
5 0 0 0 Q
Co~ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 [
5 0 0 0 [
<] Q 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3’ -thiobis~ in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary (Week 2)
Sex: Female
Items Test Substance: TBPA "~ TBPA - TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Nunber of Animals: 10 5 5 10
Open field observations {Criteria)
Clonic convulsion N 10 5 5 10
1 B 0 0 Q
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 V] 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 V] 0 0
Stereotypy N 10 5 5 10
P 0 0 0 Q
Bizarre behaviour N 10 5 5 10
P 0 0 0 ¢

See Annex 4 for details of criteria.
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Study No. B020084
Twenty—eight-day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3 —thiobis— in Rats

Table 2 Detailed Clinical Observations — Summary (Week 3)
Sex: Female
ITtems . Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/ke): _ 0 40 200 1000
Number of Animals: 10 5 5 10
Home cage observations (Criteria)
Tremor N 10 5 5 10 ’
1 0 0 ' 0 0
2 0 0 0 0
Clonic convulsion N 10 5 & 10
1 0 0 0 ]
2 0 0 0 0
Tonic convulsion N 10 b 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 4] 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Hand-held observations
Reactivity on removal 1 Rt 0 0 0
from the cage 2 10 ) 5 10
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 O

See Annex 4 for details of criteria.
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Twenty~eight—day Repeat Dose Oral Toxicity Test of Prapanoic acid, 3, 3'-thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary {Week 3)
Sex: Female
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand~held cbservations {Criteria)
Reactivity to handling 1 0 0 g ]
2 10 5 5 10
3 0 0 ¢ 0
4 0 0 0 0
Aggression N 10 5 5 10
P 0 0 0 Q
Trauma N 10 & 5 10
P 0 0 ¢] V]
Color of skin N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 H
P 0 0 -0 0
Exophthalmos N 10 5 5 10
P 0 0 0 9
Palpebral closure 1 - 10 5 5 10
2 0 ] 0 1]
3 0 a 0 0
4 0 0 0 0
Color of conjunctiva N 10 g 5 10
1 0 0 Q 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 ¢ 0
2 0 0 Y 0

See Annex 4 for details of criteria.
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Twenty-eight—day Repeat Dose Qral Toxicity Test of Propamoic acid, 3, 3’ —thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Qbservations — Summary (Week 3)
Sex: : Female v
Ttems © Test Substance: TBPA TRPA TBPA TBPA
Dose (mg/ke): 0 40 200 1000
Number of Animals:® 10 5 5 10
Hand-hald observations (Criteria)
Lacrimation N 10 5 5 10
1 0 0 ] 0
2 0 0 0 0
3 4] 0 Q 0
Salivation N 10 ) 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 ] 0
Piloerection N - 10 5 & 10
' P 9 0 0
Pupil size . N 10 5 5 10
: 1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 7.7 10.2 7.6 8.4
S.D. 5.1 b.4 6.8 6.6
Arousal 1 0 0 ¢ 0
2 0 0 0 0
3 10 5 b 10
4 0 0 0 0
5 0 0 0 0
Urination N 10 b 5 10
P 0 0 0 Q

See Annex 4 for details of criteria.
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Study No. B020084
Twenty-eight-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ -thiobis- in Rats

Table 2 Detailed Clinical Observations — Summary (Week 3)
. Sex: , Female
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/ke): 0 40 200 1000
Number of Animals: 10 5 5 10
Open field observations (Criteria)
Defecation N 10 5 5 10
P o] ¢ 0 0
Posture, body position N 10 5 5 10
. 1 0 0 4] 0
2 0 0 0 0
3 ] 0 0 ]
4 0 0 0 0
5 ¢ 0 0 0
Breathing N 10 5 5 10
1 ¢ 0 0 0
2 0 ¢ 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co—ordination movement N 10 5 5 10
P 0 0 0 0
Gait N 10 5 5 10
1 0 ) 0 0
2 0 0 0 0
3 0 0 0 0
4 0 Q 0 0
5 0 0 0 0
6 0 0 0 0
7 0 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria.
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Twenty-eight—-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ -thiobis- in Rats

Study No.

B020084

Table 2 Detailed Clinical Observations — Summary {Week 3)
Sex:
Items Test Substance: TBPA TBPA TBPA TBPA
: Dose {mg/kg): 0 40 200 1000
Number of Animals: 10 5 5. 10
Open field observations {Criteria)
Clonic convulsion ' N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 6 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 -0
5 0 0 0 0
Stereotypy N 10 6 5 10
P 0 0 0 0
Bizarre behaviour N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria.
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Twenty—eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ ~thiobis~ in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex: Female
Ttems , " Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 i0
Home cage observations (Criteria) :
Tremor N 10 5 ) 10
1 0 0 0 0
2 0 0 -0 0
Clonic convulsion N 10 ) 5 10
1 0 0 0 0
2 0 0 0 0
Tonic convulsion N 10 5 5 10
1 0 0 0 0
2 ¢ 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 Q
2 0. 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 9 0 0
Hand~held observations
Reactivity on removal 1 0 0 0 0
from the cage 2 10 5 5 10
2 0 0 0 0
4 0 0 0 0
5 0 0 0 0
6 0 0 0 9

See Annex 4 for details of criteria.
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Study No.

Twenty-eight-day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3 —thiobis— in Rats

B020084

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex: ' " Female
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg): 0 40 200 1000
Number of Animals: 10 5 5 10
Hand-held observations {Criteria)
Reactivity to handling 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
4 0 0 0 0
Aggression N 10 5 5 10
' P 0 0 0 0
Trauma N 10 5 ) 10
P 0 0 0 0
Color of skin N 10 § 5 10
1 0 0 0 0
2 0 0 0 0
Soiled fur N 10 5 5 10
P 0 0 0 0
" Exophthalmos N 10 5 5 10

o
<
L)
<
[}

Palpebral closure 1 10 5 5 10
2 0 0 0 ]
3 0 0 0 0
4 0 0 0 0
Color of conjunctiva N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
Secretion N 10 5 5 10
1 0 0 0 0
2 0 0 0 0

See Annex 4 for details of criteria,
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Twenty-eight~day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’ -thiobis~ in Rats

Study No.

B020084

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex: Female
{tems Test Substance: TBPA TBPA TBPA TBPA.
Dose (mg/ke): 0 40 200 1000
Number of Animals: . 10 5 5 10
Hand-held observations {Criteria) ,
Lacrimation N 10 5 b 10
1 0 0 0 0.
2 0 0 0 0
3 0 0 0 4]
Salivation N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
Piloerection N 10 5 5 10
P 0 0 0 0
Pupil size N 10 5 5 10
’ 1 0 0 0 0
2 0 0 0 0
Open field observations
Rearing Mean 13.4 14. 4 14.6 13.6
: S.D. 3.3 6.7 5.8 7.1
Arousal 1 0 0 0 0
: 2 0 0 0 4]
3 16 5 5 10
4 0 0 0. 0
b 0 0 Q 0
Urination N 10 5 5 10
P 0 0 0 0

See Annex 4 for details of criteria,
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Twenty-eight—day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3 —thiobis— in Rats

Study No. B020084

Table 2 Detailed Clinical Observations — Summary (Week 4)
Sex: ) Female
ITtems Test Substance: TBPA TBPA TBPA TBPA
Dose (mg/kg) : 0 40 200 1000
Number of Animals: 10 ) 5 10
Open field observations {Criteria)
© Defecation N 10 5 5 10
P 0 0 0 4]
Posture, body position N 10 5 6 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 -0
5 0 0 0 0
Breathing N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
Co~ordination movement N 10 5 5 10
P 4] 0 0 0
Gait N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
3 0 0 0 0
4 0 0 0 0
5 0 0 0 0
B 0 0 0 0
7 Q 0 0 0
Tremor N 10 5 5 10
1 0 0 0 0
2 0 0 0 0
See Annex 4 for details of criteria. )
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Study No.

Twenty-eight~day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiobis~ in Rats

B020084

Table 2 Detailed Clinical Qbservations — Summary (Week 4)
Sex: Female
Ttems Test Substance: . TBPA TBPA TBPA TBPA
Dose (mg/ke): 0 40 ) 200 1000
Number of Animals: 10 5 5 10
Open field observations (Criteria) -
Clenic econvulsion N - 10 § 5 10
1 0 0 0 ]
2 ' 0 0 ' 0 0
Tonic convulsion N 10 ) 5 10
1 0 0 0 0
2 0 1] 4] 0
3 0 0 0 0
4 Q 0 0 0
5 0 0 0 0
Stereotypy N 10 5 5 10
P 0 ) 0
Bizarre behaviour N 10 5 5 10
P 4 0 0 0

See Annex 4 for details of criteria.
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Study No. B020084
Twenty-eight-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiobis- in Rats

Table 3 Functional Tests — Summary {Week 4)
Sex: Male
Items Test Substance: TBPA TBPA TBPA TBPA
Dose (ppm): 0 40 200 1000
Number of Animals: 10 5 5 10
Sensory reactivity to stimuli (Criteria)
Approach response 1 0 0 0 0
2 10 4 5 9
3 0 1 0 1
4 0 0 0 0
5 0 0 0 0
Touch response 1 0 0 0 0
: 2 6 1 3 3
3 4 4 2 7
4 0 0 0 0
5 0 0 0 0
Auditory response 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
Tail pinch response 1 0 0 0 0
2 7 3 3 7
3 3 2 2 3
4 0 0 0 0
5 0 0 0 0
Aerial righting reaction 1 10 5 5 9 %
2 0 0 0 0 *
3 0 0 0 0
4 0 0 0 0
Grip strength
Forelimb grip strength Mean {g) 757.9 828.4 760. 4 807.8
S.D. 198. 8 133.8 130.0 188.3
Hindlimb grip strength Mean (g) 516.4 473.2 480.0 448.9
S.D. 114, 6 111.3 115.1 74.3 7
Significantly different from control 1k, P<O.05 ; %%, P<C.OL

See Annex 4 for details of criteria.
¥ : The data of animal No. 10407 was deleted.
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Twenty-eight—day Repeat Dose Oral Toxicity Test of ‘Propancic acid, 3, 3'-thiobis~ in Rats

Study No. B020084

Table 3 Functional Tests — Summary {Week 4)
Sex: Female
Ttems Test Substance: TBPA TBPA TBPA TBPA
Dose {ppm): 0 40 200 1000
Number of Animals: 10 5 5 10
Sensory reactivity to stimuli (Criteria)
Approach response 1 0 0 0 0
. 2 9 5 4 9
3 1 0 1 1
4 0 [t 0 0
5 0 0 0 0
Touch response 1 0 0 0 0
2 8 5 4 7
3 2 0 1 3
4 0 0 0 0
5 0 0 0 0
Auditory response 1 0 0 0 0
2 10 5 5 10
3 0 0 0 0
Tail pinch response 1 0 0 0 0
2 10 5 4 8
-3 0 0 1 2
4 0 0 0 0
5 0 0 0 0
Aerial righting reaction 1 10 5 5 10
2 0 0 0 0
3 0 0 0 ¢
4 0 0 0 "0
Grip strength .
Forelimb grip strength Hean (g) 611.9 596, 4 601. 6 592.0
S.D. 132. 4 157.9 155.5 162.0
Hindlimb grip strength Hean (g} 359.0 342.6 404. 4 316.3
: S. B 85.0 42.6 83.3 45, 8

Significantly different from control
See Annex 4 for details of wcriteria.

: ¥, P05 5 ok, PCOLOL
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Study No. BQ20084
Twenty-eight~day Repeat Dose Oral Toxicity Test of Propancic acid, 3, 3’-thiobis- in Rats '

Table 4 Motor Activity - Summary (Week 4) Male
Test Substance Time: 0-10 min 10-2C min 20~30 min 30-40min 40-50min 50-60min Total
Dose(mg/kg) - Umit: Count/10 min  Count/1C min Count/10 min  Count/10 min  Count/10 min  Count/10 min Count/1 hr
TBPA Mean 2515.8 1644. 6 403. 2 83.6 311 30.9 4709, 2
0 S.D. 358.3 724.7 307.0 175.1 42.6 27.0 1171.7
n 16 10 10 10 10 10 10
TBPA Mean 2576.6 1923.4 877.8 90.0 82.6 44,0 5594. 4
40 S.D. 240. 3 428 668. 5 169.5 46. 4 27.2 823.1
n 5 3 5 5 5 5 5
TBPA Mean 2424, 4 1725.4 511.2 70.4 74,2 70.4 4876. 0
200 S.h. 228.5 325.5 448, 9 39.3 96.2 68. 6 802.0
n -5 5 5 5 5 5 5
TBPA Mean 2525 2051.6 764.1 62,6 34.5 54.1 5491. 9
1000 S.D. 297.5 291.1 442. 8 69.8 48.9 73.1 666. 0
n 10 10 10 10 10 10 10

Significantly different from contrel :

%, P<0.05 ; %, P<0.0L
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) Study No. B020084
Twenty-eight—-day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3’-thiobis- in Rats

Table 4 Motor Activity - Summary (Week 4) Female :

Test Substance Time: 0~10 min 10~20 min 20-30 min 30~40min 40-50min 50-60min Total
Dose(mg/kg) Umit: Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 min  Count/10 win Count/1 hr
TBPA Mean 2814. 1 2379.8 1790.9 © 9313 326.0 138.4 8380.5
0 S.D. 312.8 345.2 604.9 831.0 621.8 284. 4 2312.9
n 10 10 10 10 10 10 10
TBPA  Mean 2883.6 1981. 8 1088.8 505. 6 106, 0 24.2 6590.0
40 S.D. 238.8 637. 3 1041.6 626. 2 233.7 . 26.9 2370.0
n 5 5 5 5 5 5 5
TBPA Mean 2170.6 1306.6 1249. 8 537.0 375.0 ) 458. 2 6097. 2
200 S.D. 1066.0 994.6 879.5 780.1 809. 2 773. 4 4591.6
n 5 5 5 5 5 5 5
TBPA Mean 2841.0 2137.7 1345.1 933.9 547.0 203.5 - 8098. 2
1000 - S.D. ©218.9 3817 891.5 1008. 3 820.5 380.2 3068.0
n 10 10 10 10 10 10 10

Significantly different from control : %, PCC.05 ; #=, P<0,01
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Tweniy-eight-day Repeat Dose Oral Toxicity Test of Propaneic acid, 3, §'-ihiobis- in Rais

Study No. BO200%4

Table § Bedy ¥eigh! - Summary Unit : g
Tesl Subsiance  Day 1 8 15 4 8 29 36 42
Dose (mg/ke)
TBPA © Mean - 15%.9 215, § 280. 7 348.5 386.8 381.8 4254 457.8
0 S 5.9 10.1 14. ¢ 15.0 17.9 0. 4 17. 4 19.5
n 1 14 i0 0 U] § 5 §
TBPA Mean 156. 4 218. 8 284. 4 7.0 389. 6
40 5. D. 8.3 1.1 22. 4 3.8 3.8 '
n 5 5 5 § 5
TRPA Mean 155, 4 2214 282.0 343.6 386. 8
200 . b 6.2 12,12 2.1 30,1 35.5
1 ) 5 § 5 )
TBPA Mean 156. 5 2141 218.§ 338.5 3174 3.8 414. 8 445. 8
1000 5.0 55 15.0 18,7 23,2 7.4 3.2 19, 1 33.5
! 10 10 10 10 10 5 § §

Signilicantly different from con{rol

o %, PC0.05; % PCO. 0L
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Tweniy-eighl-day Repeat Dose Oral Toxicity Tesi of Propanoic acid, 3, 3'-ihichis- in Rais

Study No. B020084

Table § Body Weigh! - Summary Female Unit : g
Tesi Subsiance  Day i § 15 22 28 29 - 36 42
Dose (me/kg) :
TBPA Kean 122.9 162.9 193. 8 220.6 245, 7 254. 4 270. 8 291.2
0 5.0 49 10.5 14.5 181 1.8 19.0 4.3 211
n 19 10 1 10 i 5 . g ]
TBPA Mean 122. 4 158. 6 184. 4 210. 2 236.6
40 3.D. 8.0 5.0 10. 8 14.2 17.3
n 5 H] b g §
TBPA Mean 122. 8 162. 4 193.0 226. 4 254, 4
200 $.D 6.5 9.9 10. 1 i6.1 7.3
n 5 & 5 B §
TBPA Mean 182.2 160. 6 139§ 2216 244.9 250.2 274.0 290. 4
1060 S.D 43 0.1 15.4 17. 4 a1 26. 0 .4 7.2
n -1 10 10 10 10 5 5 b]

Significantly different from coatrel

1, PO 05 #4, PO O
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Tweniy-eighi-day Repeat Dose Oral Toxicily Test of Propamoic acid, 3, ¥ -thiobis- in Rats

Hudy No. BO20084

Table 6 Foed Consumption - Summary Male Unit : g/animel/day
Test Subsiance Day 8 15 1 18 36 43
Dose (nz/ke)
TBPA Mean 23. 58 7. 40 36. 20 3102 30. 56 30. 86
Sh 1,54 211 213 230 117 1.99
! 10 i 19 10 5 §
TBPA Mean 4. 18 i7.92 3074 30.98
4 5D .53 328 479 3.62
] 5 § 5 5
TBPA Mean 4. 32 27.82 30. 58 30.96
200 5D 2,08 3.40 414 3.97
! § 5 § 5
TBPA Mean 23. 40 7. 48 30.08 30. 28 29.04 2. 90
1000 SD %13 11 1.72 1. 82 1,68 210
o 0 10 10 10 5 5

Sigaificantly different- frem control

o 4, B0 05; #4, PO, 0L
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Tweniy-eighi-day Repeat Dose Oral Toxicity Test of Propansic acid, 3, 3'-thiobis- in Rats

Study Wo. 3020084

Table § Food Consumplion ~ Summary Female Untl : g/animal/day
Test Substance Day 2 15 2 23 3 v
Dose (me/ke)
TBPA Mean 19, 36 20. 81 2L.79 22.92 24,04 24, 36
.0 S.D L3 1. 54 1. 67 L 2.59 2. %5
n 10 i 10 10 § 5
TBPA Mean 18.62 15,78 2116 3.08
40 S D 0.9 0.6 1.58 1,32
n § ) 5 §
TBRA Yean 18. 95 20, 38 21, 56 2424
200 S.D 1. 01 114 L1l 178
: n 5 5 5 5
TBPA Hean 18. 82 20. 6% 22,20 24,02 24. 56 24. 32
1008 b 173 2.20 2.58 2.47 21 2. 33
n 10 10 18 10 5 5

Signjficantly dilferent [rom control

¥, P<0. 05; 3% P<0. 0L
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Tyenty-eighi-day Repeat Dose Qral Toxicity Test of Propanoic acid, 3, 3'-thiobis- in Rats ‘ . ) Study No. BO20084

Table 7 Hemaiology - Summary Male
Test Substance Red Blood Hemoglobin Hemafocrit MY NCH MCHC Platelet Retienlocyle PT
Dose (ug/kg) Cell Count ¢conc, Count Ratio

x10E6/ 1L g/lL ¥ fL g % %1083/ L % . sec

Day 29 Day 43 Day 29 Day 43 Dey 19 Day 43 Day 29 Day 43 Day 2% Day 43 Day 29 Day 43 Dav 2 Day 43 Day 29 Day 43 Day.Z3 Day 43

TBPA Hean TR42 8380 1538 1678 AGBS 4170 9.3 SL36 U060 1894 374 306 L4 109T6  R02  %g2 1760 90.0¢
0 SD 0381 0177 LM 05 145 L3 LT 2 0% 079 060 042 556 844 046 008 201 1§}
L 5 5 5 5 5 5 5 5 5 § 5 5 5 5 b 5 58
ThPA Hean 7. 984 15.82 .18 0. 42 19.80 32.80 1191, 4 3. 12 17,58
0 3D 0. 390 0.83 1.03 175 0.85 0.70 4.8 0.45 1. 9%
1 5 5 5 5 5 5 5 5 5
TBRA tean 7.852 15.48 46,82 59, 64 18.72 306 1298.0 5.10 13.22
200 S.D. 0. 401 0.5¢ 151 1.9 0.59 0.22 11,5 0.51 153
1 5 5 5 5 5 5 5 5 5
TBeA Hean 7980  9.066%s 1478 1556  45.58 4800 5706 5302 1RS¢ IT.20+ 344 3246 (0.8 10BL2 520 290 815 1882
1000 8.0, 0290 0.3 L3 03 X5 072 L6 270 LT 103 055 046 5.0 1268 050 047 213 1%
1 5 5 5 58 5 5 b 5 5 5 5 5 5 5 5 5 5

Significanily different [rom conirol . 4, P40, 05; #%, P40, D1,
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Tweniy-eight~day Repeat Dose Oral Toxicity Test of Propaneic acid, 3, 3 ~thiobis- in Rals Study No. B020084

Table 7 Hemaiology — Summary Male
Test Substance APIT
Dose (mg/ke)

. se¢

Day 29 Day 43

TBPA Mean 18.42  19.88
¢ SD 1.53 (.58
1 ] b
TBPA Mean 19.00
40 S$.D 1. 74
1 5
TBPA Mean 18.52
0 8.0 2. 46
i 5
TBRA Mean 18,94  19.52
. 1000 S.D. 0. 92 1.49
n ] 5
Significantly different [rom contral o % PK0.05; %4, <G, 0L
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Twenty-eight~day Repeat Dose Oral Toxicity Tesi of Propanoic acid, 3, 8'-thiobis- in Rats

Study No. B020084

Table 7 Hemaiclogy — Summary Male
Test Subsiance White Biood Lymphoeyie Nettrophil Eosinophil Basophil Monocyte Large
Dose (ng/kg) ¢ell Coont Unstaining Cell
x10E3/ ul ¥ % b1 % % %
Day 29 Day 43 Day 29 Day 43 Dav 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
TEPA Hean 10. 394 8. 800 86. 80 83. 60 9,82 12 44 1. 04 1. 20 0.28 0.18 1. 54 1. 94 0.72 0. 68
6 S.D 2, 569 2. 450 3.01 3. 28 .28 3. 36 0. 43 0.39 0.1 0.04 (.38 0.28 0. 19 0.28
el 5 ] 5 5 5 5 5 5 ] § 5 5 ] 5 -
TBPA Mean 10. 940 89. 94 6. 80 1.02 0.30 1. 18 0.78
40 S8.D 1727 3. 06 2. 56 0. 36 0. 10 0.48 8.27
n § 5 5 5 § 5 ]
TRPA Mean 3. 330 87. 98 8. 52 0.58 0.20 1. 42 0.92
06 S.D. 1. 656 2. 65 .50 0.18 0.07 0. 54 0. 38
n 5 5 5 b § 5 5
TBPA Mean 10. 230 8. 590 8858 82.30 8 30 13.64 0. 66 1.42 0. 28 D.20 142 2.02 0.82 0. 42
1000 S.D. 1581 L1130 L7 0 1. 48 A (.18 0. 24 0.05 0. 10 0.43 0. 69 0. 43 0. 18
1 5 5 5 5 5 § 5 5 5 5 § 5 5 §

Significanily different {rom coentrol

;. PCC05; #%, 20, 01

7



Tyenty-eighi~day Repeat Dose Oral Toxicity Tesi of Propancic acid, 3, 3 -lhiobis- im Rats

Siudy No. BOI0084

Table 7 Hematology - Summary Female
Test Substance Red Biood Hemoglobin Hematocrit MCY HCH MCHC Platelet Reficulocyte P{
Dose (ng/kg) Cell Count cone. Gount Ratio
x10B6/ L . g/dL % iL S % X10B3/ 11 % s8¢
Day 29 Day 43 Day 29 Day 43 Day 23 Day43 Day 23 Day43 Day 29 Day43 Day 29 1Day 43 Day 23 Day 43 Day 29 Day 43 Day 23 Day 43
TBPA Mean 7552  8.280° 15,07 1566  45.20 46,50  69.84 06,26  10.90 1892 8326 8364 19162 12072 2.8 L9 1746 1572
0 8D (.220  0.459 0.13 0. 13 .16 1. 26 0. 89 2. 58 0. 48 L o7 0,63 0.7¢ 167.6 58.5 0. 5% 0. 41 0. 36 0.4
it 5 5 § § 5 b § 5 b 5 5 ] 5 5 5 § 5 5
TBPA Mean 7.1 15. 38 46. 18 59, 44 19, 80 3330 1313.0 2.88 16. 76
40 S.D 0. 284 LN 1.95 2. 28 0. 99 0. 48 69. 7 0.48 0.80
1 § 5 ] 5 5 5 5 5 §
TBPA Mean 7.762 15. 20 45, 88 59.12 19. 60 33. 16 1203, 6 2. 84 17. 46
200 S.D. 0.230 0,27 0.78 0.90 0. 35 0. 42 65. 4 0. 45 0.72
L 5 5 5 5 5 6 b 5 5
TBPA Mean 7.990¢ 8.330  i5.58 1564 4734 46,30 50.24 5588 1050 (8.7  52.96  33.88 12056 1248.0 2. 92 .96 1738 1630
1600 SD 0.095 0.5t 0. 64 013 1.36 0. 86 .74 2,91 0. 82 113 0.52 0.2 182.2 65.6 0. 57 0. 45 0. 69 {20
n § 5 5 5 § 5 5 5 5 § 5 ] 5 ] 5 5 5 5

Significantly different from control

2 4, P 05; %, P0. 01,
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Twenty-eight~day Repeat Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiobis~ in Rais
Table 7 Henatology - Summary

Female

Study No. B020084

Test Substance APTT
Bose (ng/ke)
sec

Day 29 Day 43

TBPA Mean 16.08  14.60
6 8D 0.73 0.77
n 5 5
TBPA Mean 15.22
40 §.D. 1.25
|} 5
TBPA Mean 14. 62
200 S.D. 1.1
N 5
TEPA Mean 14.64 1578
1000 S.D. 0.52 1.06
1 5 5
Significantly different {rom control ;B0 05; #4, PO 0L

1



Tweniy-eighi-day Repeal Dose Oral Toxicily Tesi of Propameic acid, 3, 3 -ihiobis~ in Rats Study No. B020084

Table 7 Hematology - Summary Female

Test Substance ¥hite Biopod Lyaphocyie Neutrophil Bosinophil Basophil Monocyle Large

Dose (mg/ke) Cetl Count Unstaining Cell
*10E3/ 1L % b4 % % b4 %

Day 29 Iiay 43 ' Day 29 Dav 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43

TERA Hean 1.248  T.752 80,46 BB T4 6.82 .22 0.8 144 0.22 0. 24 1. 18 L 84 G. 52 0.7%
. 0 8D 2285 1544 4,10 3. 7% £.09 3. 26 0. 16 0. 53 0. 04 0.05 0. 26 0. 45 0. 24 0. 34
_ i § ) § 5 ) 5 - 6 ] 5 8 5 ] 5 5
TBPA Hean 8.038 89,38 7.82 0. 94 0.28 0.98 0.68
40 8.0 3.211 .72 3. 68 0.22 0. 04 0.11 0.19
o 5 5 ] 8 3 5 5
TBPA Mean 7.832 8712 8. 62 1. 24 0.22 1. 52 - 0. 86
200 S 1. 838 2.65 2.50 0. 40 0.08 0. 54 0. 26
1 : § 5 8 ] 5 b - b
TBPA Mean 8.922 6504 B8.26  B8G.6I 8 40 4.82 110 1. 30 0.23 0.24 1. 38 1. 64 0. 80 0. 86
1000 S.D. .38 LI 3.68 3.98 3. 58 [V 0. 14 0. 70 0.08 0.08 0. 39 0.78 0.31 0. 46
L 5 § 5 § § 5 % § § 5 5 § 5 5

Significantly different from contrel 4, P<0. 05; #% P<0. 01,
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Twenty-eighi-Gay. Repeat Dose Ora! Toxicily Test of Propameic acid, 3, 3'-thiobis- inm Rals

Study No. RG20084

Table 8 Blood Chemisiry - Svmmary Male
Test Substance ASAT(GOT) ALAT(GPT) 76T ALP Total Urea Creatinine Glucose Tetal
Dose (mg/ke) Bilirabin Nitrogen Chelesleral
/L B/L WL WL ng/dl, ng/dL ng/dL ng/dL ng/dL
Day 29 Day 43 Day 2% Dav 43 Day 2% Day 43 Day 29 Day 43 Day 29 Day43 Day 28 Day 43 Dav 29 Day 43 Day 28 Dav 43 Day 20 Day 43
ThPA Yean 129.2 164. 2 6.2 29.8 1.4 0.8 818.0 6038 0. 06 0. 06 11. 44 12. 26 0.20 0.22 121.2 114. 0 54,0 45. 8
0 &b 2.8 32, 2 2.8 3.6 0.9 0.8 176. 1 95. 1 0.05 0. 08 1. 64 1L17 0.00 0.04 1.1 1.2 6.4 . 0
n b § § § 5 § 5 5 5 b 5 § § § § § 5 "5
TBPA Yean 1206 8.8 0.8 818.8 0.10 11. 96 0.20 127. 4 50,0 l
40 S.D 316 29 0.4 - 289.6 0.00 121 0. 00 216 LT
1 b 5 5 5 5 5 8 5 5
TBRA Mean 130. 2 .29. 4 Lo 827.8 0. 06 11. 80 0. 20 117.0 48,2
200 S.D it 3.4 0.0 72.6 0. 0% 1. §7 0. 00 5.6 © 6.4
I 5 5 5 § § 5 5 5 5
TBPA Mean 1374 12L&  28.6 8.8 Lo 1.0 TIT6 5932 0.06 0.10  10.9%4 - 12.22 0. 20 0,20 1136 12024 482 45. 8
1000 S.D. 8.0 1.3 5.% 2.4 0.7 0.0 1651 1070 0.0% 0. 00 0. 87 0.7 0. 00 0.00 6.9 4.9 8.3 1.7
n 5 5 5 § 5 5 5 8 5 5 5 § 5 § 5 5 5 5

Significantly different from conirol

1 %P0, 05; #4240 01
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Tweniy-eighi-day Repeai Dose Oral Toxicily Tesl of Propameic acid, 3, 3'-thiobis- in Rals ‘ Study No. B020084

Table 8 Blood Chemistiry - Summary Male
 Test- Subs(ance Triglyceride Total Albumin A/G Ratio Calcium Inorganic Na e €l
Dose (ng/ke) Profein ‘ Phosphorus
ng/dL - g/dl g/dl mg/dL _ng/dL muol /L nmo!/L mmal/L

Day 28 Day 43 Day 28 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 . Day 43 Dav 29 Dav 43 Day 29 Day 4l Day 29 Day 43 Dey 29 Day 43

TBPA Hean 38.2 26. 4 6. 56 5.76 3.16 310 0.942  0.344 9.90 5.78 9.22 798 1456 1482 4. 44 466 1040 106.8
0 3.0 28.0 7.0 0.13 0.18 0.08 016 0,085 0.07% 0.19 0: 18 0. 55 0. 81 L1 0.4 .18 0. 30 0.7 08
n § § ] -8 5 § b 3 ] 5 § 5 8 b % § ] "5
TBPA Yean 46.2 6. 76 3. 384 0. 986 10. 24 8,06 145. 4 4. 4§ 105. 0
40 5.0, 17.4 0.26 - 0.08 0. 024 0.22 0.21 0.9 0.28 L2
5 ] § § § 5 9 5 5
TBPA Mean .0 6. 74 3.18 0. 892 9. 84 9. 06 146. 2 4.56 108. 2
© 200 8D 15.0 0.18 0.04 0. 056 0.21 0.55 0.8 0.11 0.4
1 § 5 ] 8 § 5 5 5 5
TBPA Mean 3.4 8.9 8.50 6, 62 322 322 0.964  0.956¢  9.92 9.70 9.20 B 14 M6.4 1476 4. 64 1048 1070
1000 S.D. 11§ 5.8 0. 27 0.36 .13 0.16  0.036  0.043 0. 33 0.33 0.12 0.59 L5 L7 0.30 612 It L9
] 5 5 5 i § § 5 5 § ] § § § § 5 5 §

Significantly different from control = #I<0.05; #% PO CL
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Tventy-¢ighi-day Repeat Dose Oral Toxiciiy Test of Propameic acid, 3, 3'-ihiobis- in Rats

Study No. BG20084

Table 8 Blood Chemistry ~ Summary female
Tes! Substance ASAT(GOT) ALAT (GPT) 76T ALP Total Urea Creatinine Glucose Total
Dose (me/%g) Bilirubin Nitrogen ’ Cholestercl
/L 740 /L UL ng/dL wg/dL ng/dL ng/dL ng/dl
Day 29 Day 43 Day 26 Day 43 Day 28 Day 43 Day 29 Day 43 Day 29 Dey 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
TBPA Mean {44.2 145.9 240 212 1.2 2.0 5840 356. 0 0.10 0. 10 13.90 14, 36 0.22 0. 26 113.6 121.2 45.0 73.2
0 §&B 26. 2 20.6 6.4 4G 6.4 0.7 142, 6 82.8 0.00 0. 00 2. 76 1. 83 0.04 005 3.4 8.8 10. 4 . 8
1 § 5 5 5 ] ] § 5 b ] § 5 5 § § H 5 5
TBPA Medn 128.2 3.4 L4 §57.2 0.08 11. 56 0.22 114.0 57. 8
40 8D 0.4 3.2 0.5 115.0 0.04 1. 99 0. 64 9.2 12.8
n § 5 *b 5 5 5 5 5 5
TBPA Mean 129. 8 20.8 1.2 512.2 0. 10 11. 52 0,22 114.8 54. 8
200 S.D 8.3 8.1 0.4 103.0 0. 00 1. 53 0.04 10. 8 10,2
n b "5 5 5 5. 5 5 § 5
TBPA Mean 138.0  145.4 23.6 8.6 1.6 20 556,17  462.4 0.04 0.10 1266  13.58 0. 26 0.28 10L4 1182 54;8 78. 6
1000 S.I. 16.7 340 3.6 i1 0.5 0.7 178.8  136.9 0. 05 0.00 1. 47 216 0. 05 0. 04 12.1 10.5 0.8 33.2
1 § 5 5 § § § 5 5 b § 5 5 5 5 § 5 5 ]

Significanily different [rom control £ PO 05; #%, <0 0L

1



Tweniy-eight-day Repeat Dose Qral Toxicily Test ol Propanoic acid, 3, &

-thiobis~ in Rats

Study No. BCA0084

Table 8 Blood Chemisiry - Summary _ Female
Tesl Substance Triglyceride Total Albsmin A/G Ratio Calcium Inorganic Na K Cl
Dose (mg/kg) Protein Phosphorus
ng/dL g/dl. o/dl. wg/dl ng/dL ool /L wuol/L rzol/L
Day 2% Day 43 Day 23 Day 43 Day 29 Day4d Day 29 Day 43 Day2) Day43 Day 29 Day43 Day 29 Day 43 Dav 29 Day 43 Day 29 Day 43
TBPA Hean 5.8 12. 4 6. 44 3. 16 3,82 0.982 0928 8. 60 9.70 8. 08 .36 1448  146.8 4. 18 440  107.4 1076
0 sD 2.6 09 0.42 0. 11 0.24 0.04 0.047  0.024 0.27 0.16 01 0. 40 0.4 0.8 015 0. 14 1.1 1.1
n 5 5 § 5 5 5 5 5 1 5 5 § § 5 ’
TBPA Hean Lo 6. 58 3. 40 1. 070 8.74 14 144, 8 438 107.0
40 8.0 2.9 0.18 0.18 0. 079 0. 56 0.59 1.3 .47 1.9
il 5 § 5 H B 5 5 5
TBPA Hean 12.6 6. 42 320 0,984 9.64 7.92 144. 0 4.38 106. 4
200 S.D. 5.8 0.25 0. 14 0. 038 0.23 0. 52 Lo 0. 27 .7
n § 5 b § b 5 5 5
TBPA Mear 1. 4 12.6 6. 20 6. 98 3. 08 3.48  0.994 0. 688 9. 68 9, 64 870 6.78% 1450  146.2 4. 44 435 1062 10T.4
1000 S.D. 4.2 8.1 0. 26 0. 68 0.13 0.35  0.061 0061 0. 24 0. 56 0. 38 0. 37 1.8 0.8 0.18 0.27 1.4 11
1 § 5 5 5 § 5 5 § 5 5 5 5 5 5 5

Signilicantly differen! {rom conirol

T %P0 05; #%, P<OL 0L

8



Tweniy-eighi-day Repeal Dose Oral Toxicity Test of Propsmoic acid, 3, 3 -thiobis- im Rais

Study Fo. BO20084

Table 9 Urinalysis - Summary : Male
Test Substance P Profein Glucose Ketones Bilirubin Occult Bleod
Dose (ng/ke)
50556065 T0T5 808500 - 44 23 3 - /-1F 3 B~ 418 M ¥ - 1 OHOMH - 414 2 3
Day 23 Day 23 Day 23 Day 23 Day 23 Day 23
TBRA
0
1 0o 9 ¢ 00 ¢ ¢ 5 0 09 3 20 5500006 11 % O0OO0C 410 OC 50 0 00
TBPA %
40 -
1 ¢ 0 0 0 ¢ 06 ¢ 2 3 o0 ! 31 O 500 O0OC O 4& 7T 0 O0 5 00 ¢ 5 0 0 0 0
TBEA
200
L ¢ ¢ 0 0 06 o ¢t 2 2 4 2 2 106G 5 06600 0 3 200 50006 5 0 000
TBPA 4
1000
! ¢ 0 0 0 6 0o 3 2 0 0 0 5 ¢ 0 § 0 60 0O 0% 200 5000 4 10 00

Significantly different [rom conirol < %, P0. 05, %% PO 0L

(k]



Twenty-eighi-day Repeal Dose Oral Toxicily Test of Propeseic acid, 3, %' -thiebis- in Rals

Study Ne. BOZ0084

Table 9 Urinalysis - Summary Male'
Test Substance Urobilinegen
Dose (mg/ke)
Bu/dl
0.1 1.0 204058
Day 23
TBPA
(1
1 37 0 ¢ 4
TBPA
40
n 5 00 9 0
TBPA
: 200
n 5 0 8 0 O
TBPA
1000 .
b 5 0 0 0 0
Significantly different from control : 4, <0, 05; %%, 0. 0L
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Tyeniy-eighi-day Repeat Dose Oral Toxiciiy Test of Propanoic acid, 3, 3'-thiobis- in Rais

Study No. BO26084

Table 9 Urinalysis - Summary Female
Test Jubstance pH Protein Glucose Ketones Bilirubin Occutt Blood
Dose (mg/kg) ' .
50506065707.58085>8 «~ 4+~ & 3 - 4/-1+ 4 H - -1+ ¥ M o~ I H - -1+ 2H M
Pay 23 _ Day 23 Day 23 Day 23 Day 23 Day 23
TBFA
i ¢ 0 0 t 0 0 2 ¢ 0 2 2 1 0 0 5 0 0 00 2 3 0 O0CCO0C 5009 5000 Q0
TBPA
40
o g 0 0 0 ¢ 0 ¢ &0 t t 8§ 00 50 O0CO0O0C 1t 4 00 O0C 50090 500 00
TBPA
200
i ¢ ¢ 0 ¢ 0 12 ¢ 1 21ttt 149 §F 00 00 § 20060 5 0 0 0 5 0 0 9 0
TBPA
10060 :
b ¢ ¢ 0 0 1 2 ¢t 0 111 206 4 ¢ 06 0CO0C © 406060 5 00 0¢ 5 0 000

Sigmificantly different from control 1 %, 20, 05; %% PO 01,

8l



Tweniy-eight-day Repest Dose Oral Toxicity Test of Propamoic acid, 3, 3 -thiebis- in Rals

Sludy Ne. 3020084

Tabie 9 Urinalysis ~ Summary Female
Test Substance Urobilinogen
Dose (me/ke)
BU/dl
0.1 3.02.0402>8
Day 23
TBPA
! 304 0 0 0
TBRA
40
n 23 0 0 0
TBPA
200
n 183 0 0 0
TBPA
1000 .
R 2 83 0 00
Significently differenl from coutrol © 4,70, 05; #, 2<0. 01.
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Twenty-eighi-day Repeal Dose Oral Toxicity Test of Propancic acid, 3, 3 -ihiobis~ in Rais

Study No. B020084

Table 10 Organ Yeight - Summary Male
Test Substance Final Body Brain Thymus Heart Liver Spleen Kidneys Adrenals Testes
Dose (ng/ke} Keight
g g g g g g g ng g
Day 29 Day 43 Day 29 Day 43 Day 28 Day 43 Day 29 Day 43 Day 29 Day 43 Day 23 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43
TBPA Hean 370.8 4248 1864 2094 6776 5248 1354 1544 11,254 12.088 0.782 0.820 2.884 %182 56.37  69.10 5. 304 3240
S, D 11.4 18.8  0.088 0947 103. 7 84,0 0.052 0.153  0.626  0.750 0. 141 0. 077 0. 2317 0. 355 7.32 15.73 0. 102 0. 091
n 5 5 5 5 § 5 5 § 5 5 5 5 5 5 § § 5 5
TBPA Hean 362, 2 2.004 683. 0 1. 396 11, 206 0. 798 2. 906 & 60, 44 2. 962%%
40 §.D. 3.6 0. 035 70.8 0. 210 1. 355 0.116 0. 320 4. 88 0. 151
[ 5 § 5 § 5 5 5 5 ) 5
TBPA ¥ean 3588 1. 948 588.6 1,314 10. 336 0. 758 2. 746 62. 42 3,122
200 S.D. 3.4 0. 048 183. 8 0 134 1. 258 0. 095 0. 353 58 0,197
] 5 5 5 5 5 5 ] § 5
TBPA Hean 356.0 4137 L962  2.068 6364  570.8 L5100 10.508 10912 0792  0.758 L 87T4 3132 B6L3B 6134 3. 108 3. 386
1000 S.D. 2.8 33.4 0,091 0076 1954 727 0136 0115 1093 1096  0.165 0. 088  0.211  0.367 1220 1.64  0.000 0109
it 5 § § § 5 5 5 5 5 5 5 5 5 § 5 5 B 5

-Significanily different from conirol %, P<0.05; #4, PO OL
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Twenty-eight-day Repeat Dose Oral Toxicily Tesi of Propanoic acid, 3, 3'-thiobis- in Rais
Table 10 Organ Yeight ~ Summary

Male

Stady No. B020084

Test Subsiance Epididymides
Dose (zg/ke)

g .
Day 28 Day 43

TEPA Mean 0.7714 122
6 5D 0.040  0.082
R 5 5
TBPA Mean 0. 756
4 D 0.070
T §
TBPA Hean 0. 758
200 S.D. 0. 067
1 b
TBPA Mean 0.7 1.148
) 1000 S.D. 0.063  0.087
I 5 5

Significantly differeni from conirol T 8 D0, 65; 4% PO 01,
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Tweniy-¢ight-day Repeal Dose Oral Toxicity Tesi of Propanoic acid, 3, §'-thiobis- in Rats

Study No. B020084

Table 10 Organ Yeight — Summary Female
Test Substance Final Body Brain Thymes Heart Liver Spleen Kidneys Adrenals Ovaries
Dose (mg/ke) Yeight
g g mg g g g g ng Bg
Day 29 Day 45 Day 28 Dav 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 29 Day 43 Day 28 Day 43 Day 29 Dav 43 Day 29 Day 43
TBPA Hean 298.4 2692 1828 1842 §94 4 5346  0.882 Q.94 6870  T.670  0.570 L 866 1784 1.840 7188 T8 34 107.06 10542
¢ 8D 24.5 22.%  0.055  0.106  106.% 44,3 0.057 0.078  0.624 0.437 0,085 0.106  0.188 0171 1519 10 2281 18U
1 5 5 § 5 § § 5 § 5 § 5 § 5 § 5 § 5 8
TBPA Hean 219.6 1,884 578.4 0. 812 6. 944 0. 580 1. 744 66. 70 96.08
: 40 8D 15.4 0. D51 63,8 0. 061 0. 472 0. 019 0. 081 B 15 13. 39
n 5 5 ] 5 b b 5 5 5
TBPA Hean 235.2 1,885 524, 0 0. 906 7. 254 0. 558 1. 840 66. 42 89. 86
200 S.B 6. 4 0. 109 68. 4 0. 033 0. 520 0. 067 0. 159 8. 61 11.51
n 5 5 b 5 ] 5 5 5 5
TBFA Nean 228. 8 269. 4 1. 834 1. 383 618. 2 482.0 0. B84 0. 998 1.028 1, 564 0. 652 0. 582 1. 804 1. 994 T1. 24 1. 16 87.08 11240
1000 S.D. 17.6 753 0.078  0.024 150.2 93.6 0.0687 - 0.083 0720 1128 0.127T 0030 0138 0.185 ILOF 1419 402 18.51
n 5 5 5 § 5 5 § 5 5 § 5 5 § § 5 5 5 5

Signilicantly different {rom control £, 20, 05; #4, PCO. 0L
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Twenly-eight-day Repeal Dose Oral Toxicity Test of Propamoic acid, 3, 3" -thiobis- in Rats

Study No. BO20084

Testes

%

Day 43 Day 2% Day 43

16.36  0.894  0.764
417  0.046  0.047
9

Table 11 Relative Organ Weight - Summary
Test Substance Finai Body Brain Thymus Heart!
Dose (ng/ke) Weight
g % 307% b4
Day 28 Day 45 Day 29 Day 43 Day 29 Day 43 Day 2§ Day 43
TBPA . Mean 370.8 4248  0.528 D434 8222 12408  0.364 0364
¢ 8D 11 4 18.8  0.008 0.022 23.51 23,24 0.008 0.044
] 3 ] bl 3 5 1 5 §
TBEA Mean 362, 2 0. 554 182,10 0. 386
40 8D 3L 6 0. 047 30. 58 6. 050
n 5 ] § §
TRRA Mean 358.8 0. 548 165, 26 0. 370
200 S.D. LI ! ' 0. 052 53.04 0. 032
. n § ] 5 5
TBFA Nean ‘ 306.0  413.2 0.560  0.498 17724 14168 0. 368 0. 368
1000 S.D. 218 33.4 0.047  0.083 47. 54 26. 02 0.031 0. 023
’ n 5 H § 5 5 H] 5 5
Significantiy differeai from comtrol o %, B0 05; #%, <0, 0L
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Tweniy-eighi-day Repeal Dose Oral Toxicily Test of Propancic acid, 3, 3'-ihiobis- in Rals Siudy No. BO200S4

Table 11 Relative Organ Weighi - Summary Male
Test Substance Epididymides
Dose {ug/ke)
%
Day 29 Day 43
TBPA Hean 0.210 0264
0 SD 0.010 g 623
il 5 5
TBPA Mean 0.210
40 S.D. 0. 012
o 5
TBPA Mean 0. 212
200 5D 0. 025
n 5
TBPA Mean 0.218 0278
1060 S.D. 0,019 0,023
n § §
Significanily different from control 4, 0. 05; #4, PO, 01
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Tweniy-eighi-day Repeat Dase Oral Toxicity Test of Propancic acid, 3, 3'-thiohis- in Rats

Study No. B020084

Table {1 Relative Organ Weigh! - Summary Female
Test Subsiance Final Body Brain Thymus Heart Liver Ovaries
Dose (ug/ke) Yeight
g % X100 % % x10-2%
Day 29 Day 43 Day 29 Day 43 Day 28 Day 43 Day 2% Day 43 Day 29 Day 43 Day 43 Day 29 Day 43
TBPA Mean 228.4  269.2 0.804 0.686 263.48 20002 0.388 0.362 3012 2852 2910 47.22 3810
¢ SD .5 22,2 0.083 0.0I7T 59.73 Z6.30 0.023 0.018 0.128  0.106 208 10,69 9. T4
i § 5 ] § § B 5 5 b -5 ] § ]
TBPA Mean 219. 8 (. 862 261. b4 0. 416 3. 162 43.70
40 S.D 15.4 0. 861 27,58 0. 015 0. 071 5. 17
B 5 § 5 5 5 5
TBPA Mean 236. 2 0. 804 222. 85 0. 386 3,086 42,34
200 S.D. 16. 4 0. 058 24. 50 0. 025 0. 131 4. 94
i § 5 9 ' 5 - 5 5
TBPA Mean 228.8  265.4  0.826 0.704 270,12 17422  0.386  0.370 .07 2.798 98,54 38,30 41.62
1000 S.D. 17.6 25,8  0.044  0.063 5975 43.28 0.017 0016 0.172  0.204 438 4 06 409
i 5 5 ] 5 8 § b 5 . 5 § 5 5 5
Significantly different frem control < %, PO, 05; %+, <O 0L
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Trenty-eight-day Repeat Dose Oral Toxicily Tesi of Propameic acid, 3, 3'-thiobis— in Rats

Study Ne. BO20084

Table 12 Necropsy Findings ~ Summary Scheduled Sacrifice (Feek 5)
Sex _ Male Female
Test Sebsisnce TH2A TBPA TBRA TBPA TBPA TBPA 1824 TBFA
Drgan Dese (mefke) 0 40 200 1000 ] 4) 200 1000
Findings Number of Animals . 5 5 5 5 5 § § 5
Number of Animals Bxamined : & &y <& & 16, & & <&
Spleen
Deformation ¢ 0 0 0 1 ¢ 4 0
Liver
¥hite paich ¢ 0 I 0 ] 0 0 0
Kidney
Cyst 0 1 0 0 0 ] 0 0
Boue {rib) .
Fracture 9 0 1 0 0 9 ] 0
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Twenly-gight-day Repeat Dose Oral Toxiciiy Test of Propansic scid, 3, 3 ~thiobis- in Rats

Study No. BO20084

Table 13 Necropsy Findings ~ Summary Scheduled Sacrifice (Week 7)
Sex . : Male Femiie
Tesi Subsiance : TBPA TBPA TBPA TBPA
(Organ Mose (me/kg) : { 1000 0 1000
Findings Number of Animals : 9 5 5 5
Number of Animals Examined : = <5 &y LGRS &>
Spleen
Delormation 1 0 0 [
Enlargement, lymph follicle 1 0 il 0
Lung
Brown patch { i} l 0
Liver .
Abrorwal lobation 0 1 0 ]
Ye}ldw palch i 1 ] 0
Bone (femur)
Fraciure 0 1 0 0
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. Tweniy-eighi-day Repeal Dose Oral Toxicity Test of Propemcic acid, 3, 3'-ihiobis~ in Rals ‘ - Study No. 3020084
Table 14 Histclogical Findings - Summary Scheduled Sacrifice (Heek 5)

Sex S Male Female

Test Sabsiance : T8PA TBPA TBPA TBPA TBPA TBPA TBPA TBPA

Organ Dose {mg/kp : 0 40 200 1000 0 40 © 200 1000

Findings Number of Animals : § 5 5 § 5 § 5 §
Heart (@) < ()] (% <& <0 < <

Myocardial degeneration/fidrosis, [ecal 1 0 0 0 i

A 9 0 0 9

3 0 0 0 0

Mandibular lyaph node <R (<O <0 <5 <R <0 n <5
Mesenteric lymph node : {5 < Ky (W 5 w <0 B
Thymus {5 4 g (5 <5 <0 <0 <5
Spleen {5 < <0 {® {5 R {0 <
Bone marrow {[emur) _ (e L <o {5 LB g <® {5
Trachea ( Y (W ) ) (B <o <B )
Lung ’ . ) <w {5 ®» {0 <® .y

Accumulaiion, foam cell 1 1 0 0 : 9

2 0 0 0 ]

3 0 0 0 0

Hemorrhage, focal 1 0 1 0 i

2 0 0 0 0

3 0 0 0 0

Osseous mefaplasia 1 1 0 1 0

A 0 0 0

3 0 0 0 ¢

Stomach ‘ (® ) B (B (B < B < <8
Increase in globute lewkocyte, glandular stomach 1 0 0 0 543 0 0 0 E¥%

2 0 0 0 0 0 0 0 0

3 0 6 0 0 0 0 ] 0

Inflammaiory cell infiliration, foresiomach, focal 1 0 0 0 0 0 0 0 1

2 0 [ 0 0 0 0 {4 0

3 il 0 ¢ 0 i 0 i} 0

&, Number of animals examined
1, Slight; 2, Moderate; 3, Severe
Significantly differeny [rom coniral 1% PO 05; 4, PCO.01L .



Tweniy-eight-day Repeal Dose fral Toxieity Test of Propancic acid, 3, 8'-ihiobis~ in Rais . Study No. B0O20084
Table 14 Histelogical Findings - Summary Scheduled Sacrifice (Week 5)

Sex : Male Fenale

Test Substance : TBPA TBPA . TBPA TRPA TBRA TBRA TBPA TBPA
Organ i Dose (mg/ks) : 0 40 200 1000 0 40 200 1008

Findings Number of Animals : 5 5 § 5 5 $ 5 §
Stomach <5 (w {5 (D (B B {5 (5
[nflammatory ceil infiliration eosinophil, glenduiar stomech 1 0 0 ¢ 2 0 0 0 %

? 0 0 0 0 0 0 0 0

3 0 0 0 0 0 ] 0 ¢

Duodenum .y <» <0 {5 {® g0 {0 <
Jejunun 5 @) < | <Cw i) <o {5
Ileum B <0 ) < ) <0 < <
Cecunt W {0 < () < <® <O .y
Colon { <H ()7 ) : {(» {® (® <
Rectum (o <0 <0 (% (W W < <5
Liver : {® < W (W () <0 < B

Faity chauge, hepalocyle, periportal 1 i} 0 0 0 1

2 0 0 0 0 0

3 0 0 0 0 0

Fibrosis, focal i 0 1 0 0 0

2 9 i} 0 0 9

3 0 0 0 0 i}

Inflammatory cell infiltration, local 1 1 i 2 1 9

2 0 0 0 0 0

3 0 0 ] 0 i

Micrograuufoma 1 2 I 3 4 2

2 0 0 0 0 0

3 0 0 0 0 {

Xecrosis, focal - | 1 0 b 0 0

2 0 0 0 0 0

3 0 0 0 0 0

<>, Number of animals examined
1, Slight; 2, Mederate; 3, Severe
Significantly different from control © % DC0. 05; #% PC0. 0L
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Tweniy-eighi-day Repeai Dose Oral Toxicity Test of Propanoic acid, 3, 3'-thiohis- in Rats Sindy No. BO200%4
Table 14 Histologiczl Findings - Summary Scheduled Sacrifice (Yeek )

Sex : Male : Female
Test Substance : TBPA TBPA TBPA T8R4 TBPA Thra TBPA TBPA
Organ Dose {mg/ke) : 0 40 200 1800 0 4 200 1000
Findings Number of Animals : 5 . b § § 5 5 5 5
Kidney B (@ ) M <5 < LW B
Basophilic {ubule, proximal - 4 0 4 1 4
2 0 0 0 i i
3 0 0 0 ] 0
Cyst 1 0 1 0 ] 1
2 0 0 0 9 {
3 8 9 0 0 0
Hyalize droplei, iubular epithelium proximal 1 2 0 4 i 0
. _ 1 ¢ 0 0 0 0
3 0 0 0 0 0
inflammatory cell infiltralion, lymphocyle, I 1 1 1 0 g
inferstitism focal i 2 0 0 0 0 0
3 0 0 g 0 0
Mineralization, medulla 1 1 0 0 i 1
. 2 0 0 0 0 9
3 0 0 0 0 0
Urinary biadder ) < ) 1)) {w ) <0 B
Inflammatery cell infiliration, lymphocyte, focal ] 1 1 0 b
2 9 & { i}
3 0 0 0 0
Testis {® ) {0 {5
Bpididymis B <® < {5
Infiemmatory ceil infiltration, lymphocyte [ocal 1 2 3
2 0 0
0 0
Prostale _ (W <® <o (8
Inflammatery cell infiltration, Ivmphocyte, [ocal i 0 1
2 0 0
3 0 0
<, Nomber of animals examined
1, Stight; 2, ¥oderale; 3. Severe
Significanily different from conirol %, P40, 05; %%, P<0. 01,
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Tweniy-eighi-day Repeal Dose Oral Toxicity Test of Propanoic acid, 3, 8 ~ihiobis- in Rals Study No. B020084
Table 14 Histological Findings - Summary Scheduled Sacrifice (Week §)

Sex : Male Female

Test Substange . . TBPA TBPA TBPA TBPA TBPA TBPA TBPA TBPA

QOrgan Dose (mg/ke) : ] 40 200 1000 [ 40 200 1060
Findings Number of Animals : ] 5 § § 5 5 5 5
Ovary {8 < g {5
Mineralizaiion, {focal 1 2 )
B} H ] ]

3 ] 0

Uterus 5 < <0 {5
Vagina ‘ (B <0 ) (5
Pituitary - (o < ) AR {(® g <o <5
Cysi-like lesion, anlerior lobe 1 0 0 1 0
2 i} ¢ 0 ]

3 0 ¢ 0 0

Cystic dilatation, Ratbke's pouch { 0 0 1 ]

2 i} 0 0 9

3 0 0 0 1]

Inflammatory cell 'infinratlon, lymphocyte, focal i ¢ 0 1 0
2 1] 0 0 0

3 g 0 0 i

Thyroid (H <O <O KB <5 < o ¢85
Beiopic thymic iissue 1 1 1 0 ]

: 20 0 0 )

3 0 0 0 g

Ul{imobranchial remaani 1 § 3 1 1
2 0 0 0 g

30 0 0 0

Parathyroid <5 <O <o ) ) <R (O )
Adrenal . {0 <H (» B < < )
Brain < 5 <0 <O ) <5 {0 B {5
Spinal cord (& < <o <5 {6 <o <o <5

O . Number of animals examined
1, Slight; 2, Moderate; 3, Severs . )
Signtficantly differeni [rom control v #, B0, 05; 83, PO 01
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Tweniy-cight-gay Repeat Dose Oral Toxicily Test of Propameic acid, 3, 3'-ibiobis~ in Rais ) Study No. B020084
Table 14 Histologice! Findings - Summary - Scheduled Sacrifice (Week 6)

Sex R Male Female
Test Substance : TBPA TBrA - TBFA TBPA - TBPA TBPA TBPA TBPA
Organ ) Dose (ug/kg) : 0 40 200 160D 0 40 200 1600
Findings Number ol Amiwals . 5 5 § ] B 5 5 §
Sciatic nerve {» 14 <0 % [ < {0 (5
Bone (rib) <® <o <D <O <0 <o <0 g
Fracture 1 {
2 0
3 0
Eyehal | <5 ) <O <5 B B o <8
Dysplasia, retina 1 i 1 0 3
2 ¢ 0 i} 0
3 ¢ 0 0 )}
Harderian gland . B <oy <0 5 (B <o <0 (B
Inflammatory cetl infiltralion, lysphocyte, focal 1 1 1 0 {
2 ] 0 0 0
3 1] 0 0 0

&, Number of animals examined
1, Slight; 2, Moderate; 3. Severe
Signilicantly different from control 1 % PO 05; #% P<0. 01
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Twenty-eighi-day Repeat Dose Oral Toxieity Tesi ol Propamoic scid, 3, 3'-thichis- im Rats

Study No. BG20084

Table 15 Bistological Findings - Summary . Scheduled Sacrifice (Week T
' Sex Male Female
, Test Subsiance TBPA TBRA TBPA TBPA
Organ Dose (ug/ke) 0 1000 0 1000
Findings Namber of Animals 5 5 5 5
Spleen ' <D < < <0
Hyperplasia, lymph follicle 1 1
2 0
3 0
Long {1 < <0y <®
Hemorrhage, focal 1 1
2 0
3 ]
Stomach 5 (@) B W
Liver ) B o W
Fibrosis, focal 1 I
1A 0
3 0
Microgranuloms 1 1
2 0
3 0
Mineralization 1 1
2 1]
3 0
Bone (femur) <0 (» ) {»
Fracture 1 1
2 9
3 0

&, Number of animals examimed
1, Slight; 2, Moderate; 3, Severe
Significantly differen! from conirol

: %, <0, 05; ¥#, 240. 0L
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