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Figures and Tables AT

Figure 1 Body weight of ovariectomized female mice for detection of estrogenic
activity in oral uterotrophic bioassay of 1,1, 1-Tris(4-hydroxyphenyl)-
ethane (SR11137)

Figure 2 Body weight of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of 1,1, 1-Tris (4-
hydroxyphenyl) —ethane (SR11137)

Table 1  General appearance of ovariectomized female mice for detection of
estrogenic activity in oral uterotrophic bioassay of 1,1, 1-Tris (4-
hydroxyphenyl) —ethane (SR11137)

Table 2  General appearance of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of 1,1, 1-Tris (4-
hydroxyphenyl) —ethane (SR11137)

Table 3  Body weight of ovariectomized female mice for detection of estrogenic
activity in oral uterotrophic bioassay of 1,1, 1-Tris(4-hydroxyphenyl)-
ethane (SR11137)

Table 4 Body weight of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of 1,1, 1-Tris (4-
hydroxyphenyl) —ethane (SR11137)

Table 5 Autopsy findings of ovariectomized female mice for detection of
estrogenic activity in oral uterotrophic bioassay of 1,1, 1-Tris (4-
hydroxyphenyl) —ethane (SR11137)

Table 6  Autopsy findings of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of 1,1, 1-Tris (4-
hydroxyphenyl) —ethane (SR11137)



Table 7

Table 8

Table 9

SR11137

Absolute and relative organ weights of ovariectomized female mice for
detection of estrogenic activity in oral uterotrophic bioassay of 1,1, 1—
Tris (4-hydroxyphenyl) —ethane (SR11137)

Absolute and relative organ weights of ovariectomized female mice for
detection of anti—-estrogenic activity in oral uterotrophic bioassay of

1, 1, 1-Tris (4-hydroxyphenyl) —ethane (SR11137)

Histopathological findings of ovariectomized female mice for detection of
estrogenic activity in oral uterotrophic bioassay of 1,1, 1-Tris(4-
hydroxyphenyl)—ethane (SR11137)

Individual data N
Symbols and process for statistical analysis in INDIVIDUAL DATA
1-1-1~1-2-5 General appearance
2-1-1~2-2-5 Body weight
3-1-1~3-2-5 Autopsy findings

4-1-1~4-2-5 Absolute and relative organ weights

5-1~5-6

Appendices
1

2

Histopathological findings

WA
B E (20114209 H 21 H)

Certificate of analysis(10006486)

,ii,
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1,1, 1-Tris (4-hydroxyphenyl) —ethane @ 30, 100, 300 3 X " 1000 mg/kg % 1 BEIZ-D = 6 JT
OYREAEHMEYE~ D 21T 7 HREIKEROREG L, FEEEOZ(LNL X hur AAEHOA
WZOWTHH L2, X512, Ethynyl Estradiol ZUfH&FS5 L7-BOTEEEOEINS, fiT
2 b AEAOFRIZONTHIRF L. LA FORUE & 157,

L. —REETIER, =X bu AT L O 2 b a7 AR RO W I b iRk
WEG ORBIIRD bR o T,

2. KEHBTIZ, =X b F AFABRERER O X a7 AEABR RO WIS b bk
WHER G ORBITFRD bR o Tz,

3. HlTiX, = b S U AERIBERERS KO 2 b e 7 AR RO WIS b R E
BHOEBIBD N7,

4. WEEHETIE, =2 a7 UAERABRERED 300 mg/kg BED wet weight OMXIEEZFRE,
300 mg/kg LA LRI KO FRUEE T 7= ot b6 L OFER B &ICA B R & HEARD S i
Teo =75, iR b a7 ARSI TR E R G- O BT b ho Tz,

Flo, =R bu s U ARMBERET, 1000 mg/kg #EOFFIROMEX I L ORI EEOF E & E
MFRO BT,

5. A b U AEABHHEEIC DO TG L 72w BALRR AR Tl BEIC 100 mg/kg LA EORE,
TE AR LOEEEHIC 300 mg/kg LA EORET, EAEIGMERERIZER O H LD 21k & Rk
BT A Ma T R LB 2 BN DB (FEANROHEIE, PR LR S 2V TR B DB R,
JEE D REIEE b Fz D JRJRAE) 2358 8 BTz,

bz e, RRBRSAE T CIE. 1,1, 1-Tris (4-hydroxyphenyl) —ethane T A s 1 47
TERIZBGTE. PL=A b a 7F AEHIZRENE & i S v,
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1,1, 1-Tris (4-hydroxyphenyl) —ethane @ 30, 100, 300 33X F 1000 mg/kg % 1 BEIZDE 6 U
OIFFER M~ 212 7T FRKERAOES L, TEEEOLNLT A haF AERH O
WZOWTHH L2, X512, Ethynyl Estradiol ZUfH&FS5 L7-BOTEEEOEINS, fiT
Z ba AR OFEICHONT B LT,

B L OJ7 1k
1. #BmE
2R : 1, 1, 1-Tris (4-hydroxyphenyl) —ethane
I AR 4,4, -2 F YU NIRRT = =)L
4,4,47-(1, L, 1-=Z U FUAN) U RT = ) —)b
4,4 ,48° (=2 -1,1,1-FVAN) N T =) —)b
LL,I-hYRAU-E RFeFiTdz=)L)T X
CAS H = : 27955-94-8
BHATREHE S AbSRE 5 (4)-1668, ZfiiE ; T-(4)-826
Vo=V : CyoHg04 %
M
57 F B : 306.36 ?
W B M : S8l ; HE~IF & A L AROMB~HROE R, MR Y
fal ; 248°C Y
ARLE ; 5x10Pa/25°C Y
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Batch number
fli g

[ESEE SIS
(AT

SR11137

U2 ) — )/ KBRS ; 3. 88
A& ) — R B (Appendix 1)
Vet s AR ) — VIR, KICAE (25mg//L 20°C) Y

2 99.1% (GC, Appendix 1)

125 gX2 A (BEERER & JLH])
DR R TSR W TEIRE Y, R SUGEIF#E Sh T

l/\fcﬁl/\ l)o

DRI UCHREITICIRAE Ls V. kA7 & O RMERY

BHEEL TIRE LY,

| BRI PR AFE D InTEE

(FEREPH 2~10C, ZAND 2011 F 12 A7 HET
6.5~7.6°C. 2011 4E 12 H 8 HM L EHXRTHET)

C BHRODITHR D LW T T o 72, mU R E A EH L,

BN LAWK S ICEE L2, BURWRITTESCHE R 82 &
<Peo7-,

MRk B EEE 2R/ IS ; eye-rbt 90 mg MLD
A Lo T,
: BEERER OB 5 EER T, BEAIVL YT 57002, FEEBEEY

L LTHI LT,

: Ethynyl Estradiol (LLF. EE)
: 57-63-6

: 296. 40

: Cayman Chemical Company

s FnYeRisE T3k tt

: 0422603

1 99.5% (HPLC) (Appendix 2)
R

: BRI B R AT EE D R
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[SZHELPH-28~-24°C, 201149 H 29 H (Z N) G T
SN

(201248 H 17 H

D AARER A 7
DY oo BRI AH
: 109043

==t

: 201449 H

CHEBRME R L, ARG A Y 7T MICETEDREIC/LD X

IR F T2 13 S H 7,

: FHRER Y
V= RUTFEFEHL, v A7 (RETEES I OMR#EIRSAE

EaEA L,

D BEEAL T AT 00T, PEEBEFEM E LTI LT,

DS E AR L, Bk 2 ) — VIR . BARSER TS

FVTHEMZTARAT v I LTm, =& ) —)LOEIILFHUE
D 5%LINE LT,

C BB H £ TIC 1 EFRE L7,
DEDERE A SIS AN, ERRF LT
: kB R O PR E PR A

[FHI&IFE 21. 3~24.3°C, 20124E 1 A 31 H GRS R) b5
®THET]

2 2 A
V= RUTFEFEHAL, v A7, R#ETER L OMRGEIRSE 2

HH LT,

CBERLV T D T, FEEREEY L LTI L7,
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. RERTIE

(1) B R

i - R . <7 A, C57BL/6]JmsSlc

T AR : SPF

EREFEE C BAT AT L — A

WAEME=21 T  EMEEEELVT X EATFL,

R B e U A FEERBRETETHOY O TTW A EMETH Y, 7T
WCE S ZRBRIC B W THEH STV D 2 b 2o Rt %
BeE L7,

LB : DN ELAE M 72 T

B B H R0 : 6 s

52 NI fi el

FE A7 B 4 B G 48 : 15~20 ¢

= AN B :15.6~18.2 g

P 55 B 4 IR 0 s : 8 s

i D11 R

FREEVEL £ 6 T

(2) B F L OBk

W i1k D CIRIEBIZE A 1 B L RIS L, (KEZ2 2 AR JOBE (T HE
($e 5-BR&GRT H) IZHE LT,

TR Bk 7 HETo 6 HIH

BER L OBIMEIM 258 L CRF TR bR hro T,
(3) WA

FE 36 L OWIME I Iz F20iE U 72 — R BBBLE I LMK ERIE DR RSB I1T L
T, BWOMEHOESEZRE LT, Thbb, RT2Lek5s LT, iEls XOEHE
WM& T B OREICESE | BSBMART A B LEEA I HIEIC X 0 B0 AR
NP —I272 0 KO ITHED T ATV 66 IL &8k LT, 2D OEMORERFPHIL, 18.2
~20.4 g TH Y, FHHEE(19.22 g DFE20%UNTH D Z L 2R LT, BB
T B 6 VTITHE G- BRAA BICERBRA BRI L, EEMERE RIEECAE o TRHFIES

77
D) EME L OV — 2 Ok
ENL) BT RNIAEFEESR OBWER F &, BESTRITH - e E =

7 = b RS TREICEI Z AT, R 21T o 7,



SR11137

G r— CREITENE T N VICRBRE S B L OEME S AT L. &7 —
T OFTEICAER LT,
FEY T RIZ T ~VVICRRIERE 5. ARBREE S K OEWE 5 & BIE
L. &7 — Y ORIEICER LT,

(5) By 4t &

1) flHEREE

B =L : 301 B

T - T 0 224+3°C (FEHIFPE 20~23°C), 50£20% (FEHIFPE 45~53%)
b EID : 10~15 [a] /FEfH]

FE A R ] : NTFEPH 12 B#RE (8:00~20:00)

IEETEORES I ONBELZHEAEGL, BREXRDOLNLNWT L 2R LT,
2) fAH#M B L OB HIE
fr— OFESA : 77y MR ReHER - — 2 (260W X 380D X 180H, mm)
17—y b0 OEEEK
D BIE R X OBIME IR X 2 721X 5 U8, B AIE 3 ILE L

72

br— VA CREO TR 1 B LT,

Z MARHa i 2 [e]5EhE L7z,

e Al 25 A A RO RELS 1 RIEME L7,

H B K 2L & DKk &
DA 1 [EIFE R L7z,

ERN DR c1 A1 [EISER L7,

HNDO W BRI HEIEL LV T v R REER L | BRI AL TR
THHERMEEL 1A 1A% L7,

3) fikt

TS - 2R : [ERLEREL, CRF-1

7y hEE : 111011

RS DAY =X VR TSRS

(I DRES SRR A VT HBICER ST,

1BYE B L O A i
DRI E A M E TN B HTH B B D\ WITMAE DA
%, AL Y FOfEHC W TN Lz, 15RWE D5y
Hrid Eurofins Analytics (34535 : AR-11-JP-002889-
01) 23, TEM I A TGS 28 (O HrakBivii i 2« No.
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11603-148) W ENLTNAT T, T — Z Z G BHIE S 7 5
AT LT, OVTEE &FFREIEIHRREE (LE e VEFIERT
DIFEBAEFIRE I L7z, STORR, WIhoEHBICS
PR A 2 DL D bR o T,

4) #EbK

A : AL T AKIE K

fa K1k C BERAKEE 2V THBICERS® 7,

15 4 B A D R R RIETRNOH DG RMEOF A, 2012 4 1

5 BIC YRR E = ORE O R0 balB 2 5 L Tothr L
7o Sy TR B AR AR S OKE MR AR 5L © No. A234348) 28
1TV, HTHE B & PRI St (LA YR TSI O
WEREFINEEICHEIL L7z, T OfSE, WINOHEBIC LR
EZ A DEITRE D b o7,

(6) BBRME DG

1) EHREOBRE

Hh& 0 CePFREE) . 30, 100, 300 33 L TN 1000 mg/kg & L7z,

Besilss : 1, 1, 1-Tris (4-hydroxyphenyl) —ethane ¢ 40, 200 35 X T* 1000
mg/kg ZMEME~ T A2 T B IER ARG U7 TiakE GRBR
%7 @ SRILI37P) Tid, —feikig, K, FIOWTIZIHENT
b, BEREGHL OB ER G ORBITRD bknoTz,
ZOZENG, IIRKH~ U AR 2R A # G E IR KRR
DA ~aF AERBRIHEEE LCiE, ThiakB & FEEIC 1000
mg/kg e E L, LLFAAK 3 TR L7 300, 100 B8 LT
30 mg/kg & T EALHE A ERE, R &R L OMR A &R L
LCRRE L, SR O %% 0 B 53 5 FatE it FREES K OVEE
6.0 pg/kg ARG 2 BRI IREEZ N 2 7251 6 BE 2 3%
72
LA ba U ERBEEE LCiE, 1000, 300, 100 35 X
30 mg/kg OWEERYE (B D% 5) 12N A TEE 0.6 ug/kg (B2 F 4%
5) R G T 2 4 BEARE L. st B o #&5) i
A TCEE 0.6 pg/kg (B2 N 5-) % RIRFIZ #5595 fatef ReRE (EE
BE) 2N Z 725 5 BEA T 72,
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AR DO RERK
EE PR E

Beh B R b5 TR B (B )
BT (ug/kg)  (ug/mL) (mg/kg)  (mg/mL) i3
<A a7 AERBREED
P P S FE ! - - 0 0 6 (151~156)
B H Bt - - 30 6 6 (251~256)
FRARH SR - - 100 20 6 (351~356)
e R - - 300 60 6 (451~456)
= - - 1000 200 6 (551~556)
B Pt ot R 6.0 1.2 - - 6 (651~656)
Fr= A ba s UoERmHED
EE #f * 0.6 1.2 0 0 6 (161~166)
{ES A &:+EE B 0.6 1.2 30 6 6 (261~266)
HRAC A S HEE B 0.6 1.2 100 20 6 (361~366)
of v B +ER B 0.6 1.2 300 60 6 (461~466)
i B +EE REH 0.6 1.2 1000 200 6 (561~566)

1 XHRWE (AARERHA Y 7)) 2k 0#h Uiz,

*2 : FE 2R 5 L7,

*3 : XEWE (HARSER FAY 7)) 2 0 & 5%., EE 2R &5 L7,
*4 . R E R GIR AR O G5%, BE 2R TR 5 LT,

2) &5

O #HRWE S L O RmE
BH 51k LU G

EisSER P g

L BREE Y U TFBIONT 4 AR—F T DR TR
M ENICRRO& 5 L,
c1 B 1E, 7 BMEEGRE LT,

BehJ51E, BRI KO G-RIE 8k E H

#5152
BHR R

@ R HmE

[REEH A T4 ) 255 L L,
13 :12~15: 35
:5 mL/kg & L7z, EAEOEGREITRYS A OEREIZEL SN T
B L=,

5 T5iER L UG
T A b a7 AR R RE

CEBEE Y U TFBLIOT 4 AR—F T Y D E VTR
MICERNICRO®RE LT,

Pl A b 7R

s MRE (AARIRITA Y 7H) &2 WIS E 2 05 L
7RI, WEEREOME 0% ) —/LTH#EL, 7 1 A
R—=PFTNERBB IO~ 7 r o) VR AWTR MG L

7107
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7,
B 5. [m% c1 B 1[E, 7 BEEGRE L,
BehHiE, BRI L O 5 E5 0 5= E 3

[FRBRIETA RTA v ) BBEL Lz,

B 5 - 13 : 52~15 : 46
ER SRS T A Mu A UAERABREEEGRD) ;5 nl/kg & L7z,

PLT A b a AR (BCT) 5 0.6 ml/kg & L7z,
FEAR DR GIHEIT G A OEREICE S TR LT,
(MBg, WERLUHmAER
LIFDEBIZOWTERM Lz, &GIETERGRGAZRG 1 RS L TRRLL,
1) —fpeikie@ligR

Bl : A2

EIE 1 ENOEREG T HOBAOHKA T,

BRI i H ORGETCFRD . 5% (R OFF2H, 72720, FkH
TR 1 [E

BTk E & OEWDOAETE, SBL TTENFICOWTBIR LT,

2) REMHIE

B3k : 2

HE A CBH 1L ANGEE T HETOER ORI NCHIR A O
ATFPICHE LTz,

HIE J7 ik : B MLRFE (GX-2000, RSt =— - 7 K- FA) %M
WTHIEL, 0.1 g AL TRisk L7z,

3) Kk

Bl : A2

TR 7 44 D R 0D 23~25 R IT M L 7=,

A 51k AR EBIEZ L. = — T VBB T TS KD RS, &

B OB AR E PIREICBIER LT, FEICOW T ERBMK
BT CRYBIEERE Lz, FHI ZOME 10% Pk
F= U ARICEE - RAF LT,

4) FEERE

Bk : 2
fR A ] a3
WIE J7 : B EMRFE (ER-180A, ittt =— - 7 F - FA) %M

WTHEEREA 0.1 mg AL THIE LT,

— 11 —
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FTHERIIFENRKREEAZER (vet weight) I XU HEE
O—EAEYIPA L CHFENREZRWZERE (blotted weight)
DWTHIE L7,
LT, e, B, BIBFHERELNE L,

iEPOREER - Naw U TFTORN SR EEEEH L,

PR (107%) =~ TER IO 100

5) JBRAHA RO A

Bl A EHEEAEORKRE, =X ha S UAEAMBNEE T BRI
BB GICEE L EEENNEO b, =X by
AERBR O 2FNT OV T ENE L7z,
A b Z U ERBHEIC OV T, #BRE RS OR8N
RO LIRS T2 DIERE Lo 72,

TR 51k CNT T A BEY L, N RV v oY U AER
ZVERL L CHE LT,
FRE - MR CFERB IO

6. HEATFIN L

KER L OWEEROMBEIC OV TR JOUEHERAZ F M L, Bartlett ORE
EEATV, BRI Z M LTz, S0 8 (p>0. 05) D& 13— JulliE 55 805 i ik CREdT
L. RE45E (p=0. 05) D413 Kruskal -Wallis OREE THRET LT, — oEES B
HrofEd, AEENH LIS E (p=0.10) (X Dunnett ORRETEZ FH W TRt D 5
VWMTEE B & OB A 1T 572, Kruskal-Wallis {EOMTOFER, BEEDALNTHE (0
=0.10) % Steel DIREVE A F W EMEXTBFE & 5V ME EE BE & D ZIT o 72,

Rt BAE &> 2 VWM EE BE & D IEBHREICOWTIE, BEKEEZ 5% & Lz,

==
DA
1. —efknE
— IR BE D REAE A Table 1 3B L V2, INDIVIDUAL DATA 1-1-1~1-2-5 |Z7R"7,

(1) =R bul AR
WFNOEREGRTHRE TR Do T,

7127
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(2) =R b o r AR
WFNOHREGRTHRE TR DT,

2. K&

REOMAE% Figure 1 3 X2, Table 3 3L TV4, INDIVIDUAL DATA 2-1-1~2-2-5 [T/
B

(1) =& w5 AR

W OFRGHET S MR REE L ik L THEERZETRO bk h o7z,

(2) PR b R HEE

WIFROEGHE TS EE HE R L THBERZTRD bhaholz,

IR /L% Table 5 38 X T86, INDIVIDUAL DATA 3-1-1~3-2-5(Z/R7,
(1) =& kel AR R
WTNOREGHETHRFEFTRITERD bh o7,

(2) i A ko AR R

WTNOREGHETHREFTRITERD b7z,

1. BERR

==
e O L O E RO A Table 7 3 X TV8, INDIVIDUAL DATA 4-1-1~4-2-5 |2
R,

(1) =R vl AEAR R

30 BL V100 mg/kg BETIZ, FaMxfBEE S ol L THERZEITR O bignoiz,

300 mg/kg BETIE, = D wet weight 3L U blotted weight Dt EHE 72 & ONT
blotted weight DFEXI EHEICAH B2 @ENGRD b,

1000 mg/kg BETIE, TH D wet weight 3L W blotted weight 72 5 NZFIROHMERTF LY
X ERICAE RS, BT L O EREICA B R IKEIZRD S,

Bt FREE T, 75 D wet weight I3 XU blotted weight Difixids L UMM EEIZAE
7R B 7R D ONTRFIR O FE T & ds L OB IR oMk B & 1A BRI EFR O b7z,

(2) Fi=R b AERM R

30 mg/kg BECIE, BEBEE L L CTHH D wet weight 3L N blotted weight OFHNIH &
725N blotted weight Ok HEIZAE /e @ EATRD b7,

100 35 KL TN 1000 mg/kg FE CTIIMEIFRICAH B R AEITRD bR oTz,

300 mg/kg HETIEL, FPHROMXTEHEIZAH BRI 58D biviz,
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SR11137

5. S BLAAARSE RO B A
T A ka7 o AVER R RO T B AR O ET /L& Table 9, INDIVIDUAL DATA 5-1~5-6 [Z7°
K

Rk RS KUY 30 mg/kg BECIE. BFFTRITRO s o7z,

100 mg/kg #ETIE, MR B2 ORCIE (BREE 1 5]) 36 K OVFH BRIRAE (BREE 1 41) 72 B O

(PR B B RE 0D R 53 Wk (R L 2 f81)) 2338 6D B LTz,

300 mg/kg FETIX. FE A LR OIEK BRI 6 6] - 260 . 5= SHICRIR &
DRER BEEE 2 ) 36 K OBE AR (AL 2 f51) | IR LBz DR (P25 EE 4 41) . 41k (%
JE 161 3 KO ERIZE (PEEE 1 61) 72 QNS P AE BRI O KGR 536 (R 1 1), Ho ok
FE 5 f) iR Bz,

1000 mg/kg #TIE, FE= AR LR DR K (BREE 6 1) 36 L OV hadl (R EE 6 f3i) . i
LR ZERa b (BREE 1) . PNREO HEFIE (R E 6 1) 72 & QNS AR O IBR (B 4 1)) . 7B SH

BRGNS B B2 D IR (BEEE 6 151)) 36 L OME Ay R (IR 2 f31)) | IR LSRR LB DRI (35 6
Bil) 5 K OV HrBRIZE (REE 1 4, PR RE 3 431)) 732 & ONC FYRE 1 Bz M oD REI8 53 i (BR L 2
Bl PR 3 41 AR b,

Bo Mot BRBE C U, B AT IR B2 OB (R 1 1], R4 5 ) . Z2fadb (R 6
Bil) 3 L OZ R (R BE 6 ) . it BB D Z2 fadb (REE 5 f51)) . PR OO HETE (R EE 6 f3]) 72 & OF
(AR OMER (B 4 51, FS5EEE 2 ) . e SERITREIR B R DB R (FEEEE 6 1)) . JEE LTS
M5 1Rz o BRI (B L 6 1)) d6 K OV (b (R 6 ) 2358 & b7z,

=

ph

1,1, 1-Tris (4-hydroxyphenyl) —ethane @ 30, 100, 300 35 X T} 1000 mg/kg % 1 BEICO X 6
VCOPHBER M E~ 7 212 7T BHRIER D #EE L, FEEEOELNS =X b AEAO
HAIIZOWTHF L7z, & 512, Bthynyl Estradiol Z (&5 Lo+ E EEOL/L)
5, iR b AEHOFEIZOWTHBRE LT,

ZOfEFR. WRWER GO IR, KEB XOHRAT R TIE= 2 F a7 AEfR
BB L OWI= R b AEARBIEEEO VT IS bR E &G O EBITRD b ho Tz,

WEEETIE, =R ha b U ARRBRHEED 300 mg/kg FED -5 D wet weight 0D FHH &
ZBRE . 300 mg/kg LA EDOREIS L O M FEE T O 36 L OMX EEICH E R & iE,
ROBNTz, ZOBENOEERYEDOT A s a F AEHANRBINTZ/2d, =R hrby
TERM BRI DWW COR B PO A £ JE i L 7o/ . I TIE 100 mg/kg B L DFEC
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AFEE L OSEH T 300 mg/kg BL EOFEC, T E NGt REHIZFRD L2 21k & Rk
TR M URRER B 2 OB (FENEOGE, NI ER & 5 VIR B o
R, EOREEE B OIEESE) 235880 b v, ABRWE T A ~ v 7 AERIGE &Rk Lz,
—J7. im A b a S ERBERETIL 30 mg/kg BEIZ D AT HEHEOAZREMNARD 5
ni=n, HERFED R WELTHL 2L, /-, BED 0.6 ng/kg 2 7 HHE G Lz~ v A
DY FT —Z OFHANDHETH Y, MBHILREEELBEZOND ZEND, AEBRMEIZH
T A ha AR & LT,

iz, =2 s U AEMRHIBET, 1000 mg/kg BED B O3 L O EEOAE R
EATRD Hiv, RO FRHZFEM L2 FHRGORBR VBV THROLNTND Z
LD, WBRWERGIC X DEEELEE BN,

—7J7, 1000 mg/kg FEOENK TIE, Haklis LOMXIEEOAERIMENRD bz, ZOE
biZ, BIEOME EE DA BRIKESEBRYE 25 L TOZ2RWEHEREFC OO b T
WBHZ L, EFESORR Y CREESN UMK T ARG THH L, ZThHDI N
B2 B A & Hllr L7,

FEDELE LT, =X ha 7 AR RO G RIS L OHI— X b e 7 AR
FED 300 mg/kg #E CHIROMXI EEICHEERILMARD SN, 2 HIZONT HIHFER
72754 & I LTz,

e B

1,1, 1-Tris (4-hydroxyphenyl) —ethane ¢ 30, 100, 300 35 & T 1000 mg/kg % 1 Bz DX 6
VEDPNEA MM~ 7 22 7 ARIER ARG L, FEEEOR LN b X ha s AEHO
BEIZOWTHA L7z, & 512, Ethynyl Estradiol ZOFA#& L Lo EEEDOEL)
5, iR ha s AEHOFEIZOWTH R LT,

ZOFER, = A b S UEABEEEO FEEE T 300 mg/ke BL b, JREHAR TR A T
100 mg/kg L EDORET, = A b u F AR O BSOS AR H LT,

—J. LA e S AR RS IR E R 5 B L e EEOZ(KITRO b
T AEBRME OPIT 2 b u o ERITRRNE L R S T,

iz, =2 ba FAERBREEE T, 1000 mg/kg BEDITIRO MR L OHX EEDO A E R
ERFRD BT,
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Body weight (g)

25
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10

—@— Negative control (Olive oil)

— & —1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg
---&---1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg

i — O-- 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg
— O0— 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg
—2— Positive control (EE 6.0 pg/kg)

1 2 3 4 5 6 7
Administration period (day)
EE: Ethynyl Estradiol.

Figure 1
Body weight of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)

Autopsy day



Body weight (g)

25

20

15
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—&— EE (Olive oil + EE 0.6 pg/kg)

— & — 1,1 1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg + EE 0.6 pg/kg
---&---1,1 1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg + EE 0.6 png/kg
— O-- 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg + EE 0.6 ug/kg

—O0— 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg + EE 0.6 ng/kg

1 2 3 4 5 6 7 Autopsy day

Administration period (day)
EE: Ethynyl Estradiol.

Figure 2
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)



Table 1

General appearance of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane

(SR11137)
Group Findings Administration period (day)  Autopsy
1-7 day
Negative control (Olive oil) Number of animals examined 6 6
No abnormal findings 6 6
1,1,1-Tris(4-hydroxyphenyl)-ethane  Number of animals examined 6 6
30 mg/kg No abnormal findings 6 6
1,1,1-Tris(4-hydroxyphenyl)-ethane  Number of animals examined 6 6
100 mg/kg No abnormal findings 6 6
1,1,1-Tris(4-hydroxyphenyl)-ethane ~ Number of animals examined 6 6
300 mg/kg No abnormal findings 6 6
1,1,1-Tris(4-hydroxyphenyl)-ethane  Number of animals examined 6 6
1000 mg/kg No abnormal findings 6 6
Positive control (EE 6.0 ug/kg) Number of animals examined 6 6
No abnormal findings 6 6

Values are number of animals with findings.

EE: Ethynyl Estradiol.



Table 2
General appearance of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane
(SR11137)

Administration period (day)  Autopsy

Grou Findings
P g 17 day
EE (Olive oil + EE 0.6 ng/kg) Number of animals examined 6 6
No abnormal findings 6 6
1,1,1-Tris(4-hydroxyphenyl)-ethane  Number of animals examined 6 6
30 mg/kg + EE 0.6 png/kg No abnormal findings 6 6
1,1,1-Tris(4-hydroxyphenyl)-ethane  Number of animals examined 6 6
100 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6
1,1,1-Tris(4-hydroxyphenyl)-ethane ~ Number of animals examined 6 6
300 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6
1,1,1-Tris(4-hydroxyphenyl)-ethane  Number of animals examined 6 6
1000 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6

Values are number of animals with findings.
EE: Ethynyl Estradiol.



Table 3

Body weight of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)

Number
of Body weight (g) on administration period (day) Autopsy
Group animals 1 2 3 4 5 6 7 day
Negative control (Olive oil) 6 MEAN 19.10 19.40 19.58 19.68 19.57 19.65 19.50 19.37
S.D. 0.61 0.84 0.82 0.78 0.79 0.84 0.77 0.58
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.18 19.58 19.67 19.68 19.72 19.78 19.60 19.28
30 mg/kg S.D. 0.67 0.73 0.63 0.72 0.56 0.64 0.59 0.67
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.20 19.33 19.47 19.65 19.82 19.75 19.60 19.48
100 mg/kg S.D. 0.47 0.56 0.29 0.35 0.23 0.31 0.21 0.18
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.20 19.47 19.48 19.77 19.92 19.93 19.97 19.95
300 mg/kg S.D. 0.58 0.65 0.70 0.82 0.61 0.79 0.76 0.71
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.15 19.40 19.78 20.08 20.03 19.90 20.18 19.90
1000 mg/kg S.D. 0.47 0.28 0.27 0.31 0.88 0.54 0.29 0.33
Positive control (EE 6.0 pg/kg) 6 MEAN 19.25 19.57 19.50 19.48 19.47 19.30 18.98 18.90
S.D. 0.49 0.49 0.47 0.55 0.64 0.81 0.93 0.70

EE: Ethynyl Estradiol.



Table 4
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)

Number
of Body weight (g) on administration period (day) Autopsy
Group animals 1 2 3 4 5 6 7 day
EE (Olive oil + EE 0.6 pug/kg) 6 MEAN 19.28 19.48 19.37 19.50 19.78 19.47 19.17 19.25
S.D. 0.83 0.95 0.99 0.91 0.85 0.72 0.84 0.75
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.03 19.33 19.38 19.37 19.38 19.32 19.02 19.08
30 mg/kg + EE 0.6 ng/kg S.D. 0.50 0.67 0.80 0.83 0.75 0.65 0.61 0.64
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 18.80 19.20 19.12 19.07 19.22 18.97 18.88 19.13
100 mg/kg + EE 0.6 pg/kg S.D. 0.70 0.65 0.75 0.79 0.85 0.85 0.81 0.81
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.30 19.52 19.60 19.88 19.88 19.62 19.50 19.45
300 mg/kg + EE 0.6 pg/kg S.D. 0.40 0.53 0.79 0.73 0.72 0.90 0.99 0.65
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.23 19.47 19.58 19.80 19.75 19.40 19.37 19.45
1000 mg/kg + EE 0.6 pg/kg S.D. 0.65 0.76 0.92 0.91 1.61 1.20 1.01 0.85

EE: Ethynyl Estradiol.



Table 5
Autopsy findings of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)

Negative Positive
control 1,1,1-Tris(4-hydroxyphenyl)-ethane control
Group (Olive oil) 30 mg/kg 100 mg/kg 300 mgrkg 1000 mg/kg  (EE 6.0 pg/kg)
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 6 6 6

Values are number of animals with findings.
EE: Ethynyl Estradiol.



Table 6
Autopsy findings of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)

1,1,1-Tris(4-hydroxyphenyl)-ethane

EE (Olive oil 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Group + EE 0.6 pg/kg) + EE 0.6 ng/kg + EE 0.6 pg/kg + EE 0.6 pg/kg + EE 0.6 pg/kg
Number of animals examined 6 6 6 6 6
No abnormal findings 6 6 6 6 6

Values are number of animals with findings.
EE: Ethynyl Estradiol.



Table 7

Absolute and relative organ weights of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
Group animals g mg 107% mg 10°% g % mg 10°% mg 107%
Negative control (Olive oil) 6 MEAN 19.37 14.08 72.657 12.38 63.917 0.977 5.042 243.5 1256.982 8.17 42.185
S.D. 0.58 1.59 6.918 1.03 4428 0.058 0.207 13.5 50.491 1.30 6.748
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.28 13.95 72.400 12.10 62.758 0.947 4.908 2313 1200.463 7.98 41.370
30 mg/kg S.D. 0.67 0.86 4.952 1.11 5.515 0.044 0.126 9.0 53.764 1.14 5.508
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.48 14.43 74.117 12.65 64.943 1.003 5.148 237.8 1220.795 7.42 38.045
100 mg/kg S.D. 0.18 2.69 13.965 2.38 12.209 0.029 0.151 52 29.175 1.70 8.595
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.95 19.62 ** 98.358 17.50 **  87.727 ** 1.020 5.110 238.7 1196.667 8.37 42.023
300 mg/kg S.D. 0.71 3.04 14.720 2.75 13.185 0.060 0.149 9.5 36.610 1.61 8.441
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.90 2533 **  127.268 + 22.83 **  114.698 ** 1.070 * 5.377 * 226.8 *  1139.882 ** 8.13 40.878
1000 mg/kg S.D. 0.33 2.22 10.520 2.22 10.546 0.044 0.192 12.7 61.275 1.78 8.967
Positive control (EE 6.0 pg/kg) 6 MEAN 18.90 38.18 **  202.150 + 33.73 **  178.648 ** 0.895 4730 * 227.0 *  1201.693 8.82 46.897
S.D. 0.70 3.91 21.062 3.06 17.343 0.077 0.267 72 36.137 1.55 9.535

EE: Ethynyl Estradiol.

*: Significantly different from the negative control (Olive oil) group at p=0.05 (Dunnett's test).
*#*: Significantly different from the negative control (Olive oil) group at p=0.01 (Dunnett's test).
+: Significantly different from the negative control (Olive oil) group at p=0.05 (Steel's test).



Table 8

Absolute and relative organ weights of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
Group animals g mg 107% mg 10°% g % mg 10°% mg 107%
EE (Olive oil + EE 0.6 pg/kg) 6 MEAN 19.25 41.17 213.313 36.58 189.488 0.963 5.007 225.0 1170.205 7.75 40.295
S.D. 0.75 8.29 39.592 7.92 37.565 0.038 0.103 10.5 69.678 132 6.890
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.08 54.93 288.077 * 4923 * 258248 * 0.917 4.803 231.7 1214.335 8.80 46.020
30 mg/kg + EE 0.6 pg/kg S.D. 0.64 10.74 57.188 7.89 43.154 0.063 0.210 11.1 53.282 1.36 6.009
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.13 49.13 255.823 44.65 232.552 0.898 4.702 226.7 1185.052 8.13 42.558
100 mg/kg + EE 0.6 pg/kg S.D. 0.81 8.50 34.274 7.54 30.552 0.047 0.324 8.4 22.619 1.09 6.029
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.45 52.03 268.177 47.57 245217 0.895 4.597 + 2343 1207.065 7.87 40.482
300 mg/kg + EE 0.6 pg/kg S.D. 0.65 10.81 57.990 9.83 53.181 0.106 0.483 16.9 111.557 1.25 6.475
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.45 47.73 245.140 42.97 220.427 0.958 4.920 229.7 1181.992 8.57 44.152
1000 mg/kg + EE 0.6 pg/kg S.D. 0.85 5.00 18.812 5.03 17.487 0.078 0.199 6.7 42.731 1.81 9.701

EE: Ethynyl Estradiol.

*: Significantly different from the EE (Olive oil + EE 0.6 u g/kg) group at p=0.05 (Dunnett's test).
+: Significantly different from the EE (Olive oil + EE 0.6 ug/kg) group at p=0.05 (Steel's test).



Table 9  Histopathological findings of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11137)

Item Group Negative control 1,1,1-Tris(4-hydroxyphenyl)-ethane Positive control
(olive oil) 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg  (EE 6.0 pg/kg)
Number of animals examined 6 6 6 6 6 6
Organ: Findings Grade
Uterine horn: Hypertrophy, endometrial epithelium + 0 0 0 6 6 1
++ 0 0 0 0 0 5
Vacuolation, endometrial epithelium + 0 0 0 0 6 6
Mitosis, endometrial epithelium + 0 0 0 0 0 5
Vacuolation, glandular epithelium + 0 0 0 0 1 5
Proliferation, endometrium + 0 0 0 0 6 6
Hypertrophy, myometrium + 0 0 0 0 4 4
++ 0 0 0 0 0 2
Uterine cervix: Hypertrophy, mucosal epithelium + 0 0 0 2 6 0
++ 0 0 0 0 0 6
Mitosis, mucosal epithelium + 0 0 0 2 2 0
Vagina: Thickening, mucosal epithelium + 0 0 1 0 0 0
++ 0 0 0 4 6 0
4+ 0 0 0 0 0 6
Mucus secretion, columnar surface cell + 0 0 2 1 2 0
++ 0 0 0 5 3 0
Keratinization, mucosal epithelium + 0 0 0 1 0 0
++ 0 0 0 0 0 6
Cellular infiltration, neutrophil, mucosal epithelium + 0 0 1 0 1 0
++ 0 0 0 1 3 0

Values are number of animals with findings.
Grade; +: slight change, ++: moderate change, +++: severe change.
EE: Ethynyl Estradiol



Symbols and process for statistical analysis in INDIVIDUAL DATA

M/C: Values for Bartlett's test for homogeneity of variance,

p=0.05 ------------ > Kruskal-Wallis test

t : Significant difference, p=0.10
*: Significant difference, p=0.05

** . Significant difference, p=0.01

Dunnett’s t : Values for Dunnett's test
Steel’s t : Values for Steel’s test

*: Significant difference, p=0.05

** . Significant difference, p=0.01



INDIVIDUAL DATA 1-1-1

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Animal Administration period (day) Autopsy
No. 1-7 day
151 N N
152 N N
153 N N
154 N N
155 N N
156 N N

N: No abnormal findings.



INDIVIDUAL DATA 1-1-2

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg

Animal Administration period (day) Autopsy
No. 1-7 day
251 N N
252 N N
253 N N
254 N N
255 N N
256 N N

N: No abnormal findings.



INDIVIDUAL DATA 1-1-3

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg

Animal Administration period (day) Autopsy
No. 1-7 day
351 N N
352 N N
353 N N
354 N N
355 N N
356 N N

N: No abnormal findings.



INDIVIDUAL DATA 1-1-4

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg

Animal Administration period (day) Autopsy
No. 1-7 day
451 N N
452 N N
453 N N
454 N N
455 N N
456 N N

N: No abnormal findings.



INDIVIDUAL DATA 1-1-5

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg

Animal Administration period (day) Autopsy
No. 1-7 day
551 N N
552 N N
553 N N
554 N N
555 N N
556 N N

N: No abnormal findings.



INDIVIDUAL DATA 1-1-6

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Positive control (EE 6.0 pg/kg)

Animal Administration period (day) Autopsy
No. 1-7 day
651 N N
652 N N
653 N N
654 N N
655 N N
656 N N

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-1

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 pg/kg)

Animal Administration period (day) Autopsy
No. 1-7 day
161 N N
162 N N
163 N N
164 N N
165 N N
166 N N

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-2

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg + EE 0.6 ng/kg

Animal Administration period (day) Autopsy
No. 1-7 day
261 N N
262 N N
263 N N
264 N N
265 N N
266 N N

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-3

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg + EE 0.6 ng/kg

Animal Administration period (day) Autopsy
No. 1-7 day
361 N N
362 N N
363 N N
364 N N
365 N N
366 N N

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-4

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg + EE 0.6 ng/kg

Animal Administration period (day) Autopsy
No. 1-7 day
461 N N
462 N N
463 N N
464 N N
465 N N
466 N N

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-5

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg + EE 0.6 pg/kg

Animal Administration period (day) Autopsy
No. 1-7 day
561 N N
562 N N
563 N N
564 N N
565 N N
566 N N

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 2-1-1

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSIc
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
151 18.4 18.4 18.7 18.9 18.8 18.9 18.8 18.9
152 18.5 19.0 19.0 19.2 19.1 19.0 19.1 19.1
153 18.8 18.7 19.0 19.1 19.0 19.0 18.9 18.9
154 19.4 19.6 19.7 19.7 19.4 19.8 19.3 19.1
155 19.8 20.5 20.7 20.9 20.5 20.2 20.2 20.0
156 19.7 20.2 20.4 20.3 20.6 21.0 20.7 20.2

N 6 6 6 6 6 6 6 6

MEAN 19.10 19.40 19.58 19.68 19.57 19.65 19.50 19.37
S.D. 0.61 0.84 0.82 0.78 0.79 0.84 0.77 0.58
S.E. 0.25 0.34 0.34 0.32 0.32 0.34 0.32 0.24
M/C 1.0560 5.4594 8.6881 6.8441 7.2380 5.0006 12.2006 * 9.6250

F 0.0507 0.1560 0.2871 0.6122 0.6415 0.6835 2.9431 *
H 9.2052



INDIVIDUAL DATA 2-1-2

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSIc
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
251 18.5 19.3 19.3 19.4 19.4 19.9 19.7 19.2
252 19.2 19.2 19.4 19.1 19.3 19.3 19.0 18.7
253 19.0 19.1 19.2 19.3 19.4 19.7 19.4 19.1
254 18.7 19.2 19.5 19.5 19.7 19.4 19.5 19.1
255 19.3 19.7 19.7 19.7 19.7 19.4 19.3 19.0
256 20.4 21.0 20.9 21.1 20.8 21.0 20.7 20.6

N 6 6 6 6 6 6 6 6

MEAN 19.18 19.58 19.67 19.68 19.72 19.78 19.60 19.28
S.D. 0.67 0.73 0.63 0.72 0.56 0.64 0.59 0.67
S.E. 0.27 0.30 0.26 0.29 0.23 0.26 0.24 0.27

Dunnett's t 0.2551



INDIVIDUAL DATA 2-1-3

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSIc
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
351 18.6 18.7 19.1 19.0 19.4 19.3 19.4 19.2
352 19.0 18.8 19.3 19.7 19.8 19.8 19.6 19.6
353 18.8 19.2 19.4 19.6 20.1 20.2 19.8 19.6
354 19.4 19.7 19.7 20.0 19.9 19.5 19.7 19.3
355 19.6 20.2 19.9 19.9 19.9 19.9 19.8 19.6
356 19.8 19.4 19.4 19.7 19.8 19.8 19.3 19.6

N 6 6 6 6 6 6 6 6

MEAN 19.20 19.33 19.47 19.65 19.82 19.75 19.60 19.48
S.D. 0.47 0.56 0.29 0.35 0.23 0.31 0.21 0.18
S.E. 0.19 0.23 0.12 0.14 0.09 0.13 0.09 0.07

Dunnett's t 0.3571



INDIVIDUAL DATA 2-1-4

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSIc
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
451 18.2 18.4 18.4 18.3 18.8 18.5 18.7 18.6
452 19.0 19.1 18.9 19.3 19.7 19.7 19.5 19.9
453 19.2 19.7 19.9 20.2 20.0 20.2 20.1 19.9
454 19.3 19.4 19.6 20.1 20.5 20.1 20.8 20.4
455 19.6 20.1 19.8 20.3 20.2 20.3 20.2 20.4
456 19.9 20.1 20.3 20.4 20.3 20.8 20.5 20.5

N 6 6 6 6 6 6 6 6

MEAN 19.20 19.47 19.48 19.77 19.92 19.93 19.97 19.95
S.D. 0.58 0.65 0.70 0.82 0.61 0.79 0.76 0.71
S.E. 0.24 0.27 0.29 0.33 0.25 0.32 0.31 0.29

Dunnett's t 1.7856



INDIVIDUAL DATA 2-1-5

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSIc
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
551 18.7 19.1 19.7 19.7 20.2 19.8 20.0 19.7
552 18.9 19.2 19.4 20.1 18.3 18.9 19.8 19.4
553 18.6 19.3 19.7 19.9 20.1 20.1 20.0 19.9
554 19.6 19.8 20.1 20.4 20.5 20.4 20.5 20.3
555 19.5 19.3 19.7 19.9 20.3 19.9 20.3 19.9
556 19.6 19.7 20.1 20.5 20.8 20.3 20.5 20.2

N 6 6 6 6 6 6 6 6

MEAN 19.15 19.40 19.78 20.08 20.03 19.90 20.18 19.90
S.D. 0.47 0.28 0.27 0.31 0.88 0.54 0.29 0.33
S.E. 0.19 0.12 0.11 0.13 0.36 0.22 0.12 0.13

Dunnett's t 1.6326



INDIVIDUAL DATA 2-1-6

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSIc
GROUP : Group for detection of estrogenic activity ; Positive control (EE 6.0 ng/kg)

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
651 18.5 18.7 18.9 18.7 18.7 18.4 18.2 18.5
652 19.3 19.8 20.1 20.2 20.2 20.2 20.1 19.7
653 19.4 19.6 19.2 19.2 18.9 18.6 18.0 18.2
654 19.0 19.5 19.3 19.3 19.2 18.9 18.5 18.2
655 20.0 20.2 20.0 20.0 20.2 20.3 20.1 19.7
656 19.3 19.6 19.5 19.5 19.6 19.4 19.0 19.1

N 6 6 6 6 6 6 6 6

MEAN 19.25 19.57 19.50 19.48 19.47 19.30 18.98 18.90
S.D. 0.49 0.49 0.47 0.55 0.64 0.81 0.93 0.70
S.E. 0.20 0.20 0.19 0.22 0.26 0.33 0.38 0.29

Dunnett's t 1.4285

EE: Ethynyl Estradiol.



INDIVIDUAL DATA

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Body weight ANIMAL : Mouse, C57BL/6JJmsSlc

2-2-1

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 pg/kg)

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
161 18.0 18.1 18.2 18.3 18.6 18.7 18.1 18.4
162 19.0 19.8 19.5 19.8 20.4 19.7 19.4 19.4
163 19.2 18.7 18.2 18.6 19.0 18.7 18.3 18.5
164 19.1 19.4 19.5 19.4 19.6 19.2 19.1 19.0
165 20.1 20.4 20.3 20.4 20.6 20.4 20.2 20.1
166 20.3 20.5 20.5 20.5 20.5 20.1 19.9 20.1

N 6 6 6 6 6 6 6 6

MEAN 19.28 19.48 19.37 19.50 19.78 19.47 19.17 19.25
S.D. 0.83 0.95 0.99 0.91 0.85 0.72 0.84 0.75
S.E. 0.34 0.39 0.40 0.37 0.35 0.29 0.34 0.31
M/C 2.8706 1.7217 0.5340 0.3331 4.8090 2.1566 1.3864 0.6429

F 0.6723 0.1978 0.3175 0.9427 0.4851 0.4490 0.5072 0.3200

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-2

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Body weight ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg + EE 0.6 ng/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
261 18.6 18.8 18.9 18.9 18.9 18.9 18.8 18.9
262 18.6 19.1 19.4 19.5 19.4 19.5 19.2 19.4
263 18.9 19.4 19.5 19.3 19.1 19.5 19.2 19.1
264 18.8 18.5 18.3 18.3 18.7 18.5 18.2 18.2
265 19.5 20.0 19.5 19.4 19.4 19.1 18.7 18.8
266 19.8 20.2 20.7 20.8 20.8 20.4 20.0 20.1

N 6 6 6 6 6 6 6 6

MEAN 19.03 19.33 19.38 19.37 19.38 19.32 19.02 19.08
S.D. 0.50 0.67 0.80 0.83 0.75 0.65 0.61 0.64
S.E. 0.20 0.27 0.32 0.34 0.30 0.27 0.25 0.26

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-3

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Body weight ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg + EE 0.6 pg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
361 17.7 18.2 18.0 17.9 18.2 18.5 18.2 18.7
362 18.5 18.9 18.8 18.9 18.9 18.9 18.9 19.2
363 19.2 19.8 19.9 19.8 20.4 19.9 19.8 20.0
364 18.7 19.3 19.1 18.9 19.0 18.4 18.5 18.3
365 18.9 19.0 18.9 18.8 18.7 18.0 18.0 18.4
366 19.8 20.0 20.0 20.1 20.1 20.1 19.9 20.2

N 6 6 6 6 6 6 6 6

MEAN 18.80 19.20 19.12 19.07 19.22 18.97 18.88 19.13
S.D. 0.70 0.65 0.75 0.79 0.85 0.85 0.81 0.81
S.E. 0.29 0.27 0.30 0.32 0.35 0.35 0.33 0.33

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-4

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Body weight ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg + EE 0.6 pg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
461 18.6 18.6 18.4 18.7 18.7 18.0 17.8 18.3
462 19.2 19.3 19.6 19.9 19.6 19.3 19.2 19.4
463 19.8 20.1 20.5 20.8 20.8 20.4 20.2 20.2
464 19.5 19.7 20.3 20.4 20.4 20.4 20.4 19.8
465 19.3 19.5 19.0 19.5 19.8 19.6 19.2 19.3
466 19.4 19.9 19.8 20.0 20.0 20.0 20.2 19.7

N 6 6 6 6 6 6 6 6

MEAN 19.30 19.52 19.60 19.88 19.88 19.62 19.50 19.45
S.D. 0.40 0.53 0.79 0.73 0.72 0.90 0.99 0.65
S.E. 0.16 0.22 0.32 0.30 0.29 0.37 0.40 0.26

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-5

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Body weight ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg + EE 0.6 pg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
561 18.5 18.3 18.2 18.4 16.7 17.3 17.8 18.3
562 19.3 20.0 19.7 19.8 20.3 19.4 19.4 19.3
563 18.8 19.2 19.2 19.5 19.8 19.4 19.1 19.2
564 18.8 19.0 19.3 19.6 19.8 19.4 19.2 19.1
565 19.9 20.1 20.9 21.1 214 21.0 20.9 20.8
566 20.1 20.2 20.2 20.4 20.5 19.9 19.8 20.0

N 6 6 6 6 6 6 6 6

MEAN 19.23 19.47 19.58 19.80 19.75 19.40 19.37 19.45
S.D. 0.65 0.76 0.92 0.91 1.61 1.20 1.01 0.85
S.E. 0.27 0.31 0.38 0.37 0.66 0.49 0.41 0.35

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-1-1

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Animal

No. Findings

151 No abnormal findings
152 No abnormal findings
153 No abnormal findings
154 No abnormal findings
155 No abnormal findings

156 No abnormal findings




INDIVIDUAL DATA 3-1-2

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg

Animal

No. Findings

251 No abnormal findings
252 No abnormal findings
253 No abnormal findings
254 No abnormal findings
255 No abnormal findings

256 No abnormal findings




INDIVIDUAL DATA 3-1-3

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg

Animal

No. Findings

351 No abnormal findings
352 No abnormal findings
353 No abnormal findings
354 No abnormal findings
355 No abnormal findings

356 No abnormal findings




INDIVIDUAL DATA 3-1-4

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg

Animal

No. Findings

451 No abnormal findings
452 No abnormal findings
453 No abnormal findings
454 No abnormal findings
455 No abnormal findings

456 No abnormal findings




INDIVIDUAL DATA 3-1-5

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg

Animal

No. Findings

551 No abnormal findings
552 No abnormal findings
553 No abnormal findings
554 No abnormal findings
555 No abnormal findings

556 No abnormal findings




INDIVIDUAL DATA 3-1-6

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Positive control (EE 6.0 pg/kg)

Animal

No. Findings

651 No abnormal findings
652 No abnormal findings
653 No abnormal findings
654 No abnormal findings
655 No abnormal findings
656 No abnormal findings

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-1

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 pg/kg)

Animal

No. Findings

161 No abnormal findings
162 No abnormal findings
163 No abnormal findings
164 No abnormal findings
165 No abnormal findings
166 No abnormal findings

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-2

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg + EE 0.6 ng/kg

Animal

No. Findings

261 No abnormal findings
262 No abnormal findings
263 No abnormal findings
264 No abnormal findings
265 No abnormal findings
266 No abnormal findings

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-3

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg + EE 0.6 ng/kg

Animal

No. Findings

361 No abnormal findings
362 No abnormal findings
363 No abnormal findings
364 No abnormal findings
365 No abnormal findings
366 No abnormal findings

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-4

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg + EE 0.6 ng/kg

Animal

No. Findings

461 No abnormal findings
462 No abnormal findings
463 No abnormal findings
464 No abnormal findings
465 No abnormal findings
466 No abnormal findings

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-5

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg + EE 0.6 pg/kg

Animal

No. Findings

561 No abnormal findings
562 No abnormal findings
563 No abnormal findings
564 No abnormal findings
565 No abnormal findings
566 No abnormal findings

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-1-1

STUDY NO. SR11137
Absolute and relative organ weights

GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
151 18.9 13.8 73.02 12.3 65.08 0.95 5.03 219 1158.73 6.5 34.39
152 19.1 14.0 73.30 11.7 61.26 0.98 5.13 247 1293.19 9.8 51.31
153 18.9 12.6 66.67 11.6 61.38 0.93 492 239 1264.55 7.7 40.74
154 19.1 14.0 73.30 12.7 66.49 0.95 4.97 247 1293.19 9.0 47.12
155 20.0 13.0 65.00 11.7 58.50 0.96 4.30 251 1255.00 7.0 35.00
156 20.2 17.1 84.65 14.3 70.79 1.09 5.40 258 1277.23 9.0 44.55
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.37 14.08 72.657 12.38 63.917 0.977 5.042 2435 1256.982 8.17 42.185
S.D. 0.58 1.59 6.918 1.03 4.428 0.058 0.207 13.5 50.491 1.30 6.748
S.E. 0.24 0.65 2.824 0.42 1.808 0.024 0.085 5.5 20.613 0.53 2.755
M/C 9.6250 10.3055 11.1388 * 8.1524 10.5387 4.6767 3.5517 5.2453 3.6015 1.2470 1.7882
F 2.9431 * 82.1845 ** 87.9478 ** 94.8988 ** 7.5075 ** 8.2369 ** 2.8342 * 4.1200 ** 0.5418 0.7570
H 28.1147 **



INDIVIDUAL DATA 4-1-2
STUDY NO. SR11137
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg

SEX : Ovariectomized female

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
251 19.2 14.8 77.08 12.8 66.67 0.91 4.74 221 1151.04 6.5 33.85
252 18.7 14.4 77.01 12.2 65.24 0.94 5.03 227 1213.90 7.6 40.64
253 19.1 12.3 64.40 9.9 51.83 0.95 4.97 236 1235.60 8.7 45.55
254 19.1 13.9 72.77 12.5 65.45 0.91 4.76 223 1167.54 9.2 48.17
255 19.0 14.1 74.21 12.3 64.74 0.94 4.95 244 1284.21 6.9 36.32
256 20.6 14.2 68.93 12.9 62.62 1.03 5.00 237 1150.49 9.0 43.69
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.28 13.95 72.400 12.10 62.758 0.947 4.908 231.3 1200.463 7.98 41.370
S.D. 0.67 0.86 4.952 1.11 5.515 0.044 0.126 9.0 53.764 1.14 5.508
S.E. 0.27 0.35 2.022 0.45 2.252 0.018 0.051 3.7 21.949 0.47 2.249
Dunnett's t 0.2551 0.0894 0.2201 0.1754 0.9575 1.2287 2.1173 2.1285
Steel's t 0.1604



INDIVIDUAL DATA 4-1-3
STUDY NO. SR11137
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg

SEX : Ovariectomized female

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
351 19.2 15.2 79.17 12.8 66.67 1.03 5.36 238 1239.58 6.2 32.29
352 19.6 17.0 86.73 15.1 77.04 1.00 5.10 236 1204.08 6.6 33.67
353 19.6 9.3 47.45 8.1 41.33 1.01 5.15 231 1178.57 9.9 50.51
354 19.3 15.7 81.35 13.2 68.39 0.95 4.92 238 1233.16 7.3 37.82
355 19.6 14.0 71.43 13.0 66.33 1.00 5.10 237 1209.18 5.5 28.06
356 19.6 154 78.57 13.7 69.90 1.03 5.26 247 1260.20 9.0 45.92
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.48 14.43 74.117 12.65 64.943 1.003 5.148 237.8 1220.795 7.42 38.045
S.D. 0.18 2.69 13.965 2.38 12.209 0.029 0.151 52 29.175 1.70 8.595
S.E. 0.07 1.10 5.701 0.97 4.984 0.012 0.062 2.1 11.910 0.70 3.509
Dunnett's t 0.3571 0.2348 0.2071 0.1555 0.8511 0.9830 0.9861 1.3628
Steel's t 0.8020



INDIVIDUAL DATA 4-1-4
STUDY NO. SR11137
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
451 18.6 18.2 97.85 15.7 84.41 0.91 4.89 230 1236.56 9.5 51.08
452 19.9 20.4 102.51 18.8 94.47 1.03 5.18 229 1150.75 7.2 36.18
453 19.9 19.5 97.99 17.8 89.45 1.01 5.08 237 1190.95 6.8 34.17
454 20.4 22.2 108.82 20.1 98.53 1.09 5.34 242 1186.27 11.0 53.92
455 20.4 229 112.25 19.7 96.57 1.03 5.05 239 1171.57 8.3 40.69
456 20.5 14.5 70.73 12.9 62.93 1.05 5.12 255 1243.90 7.4 36.10
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.95 19.62 98.358 17.50 87.727 1.020 5.110 238.7 1196.667 8.37 42.023
S.D. 0.71 3.04 14.720 2.75 13.185 0.060 0.149 9.5 36.610 1.61 8.441
S.E. 0.29 1.24 6.009 1.12 5.383 0.025 0.061 3.9 14.946 0.66 3.446
Dunnett's t 1.7856 3.7118 ** 3.9744 ** 3.6056 ** 1.3831 0.6297 0.8411 2.2714
Steel's t 2.2457



INDIVIDUAL DATA 4-1-5
STUDY NO. SR11137
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg

SEX : Ovariectomized female

Body

Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
551 19.7 23.8 120.81 22.3 113.20 1.03 5.23 213 1081.22 5.7 28.93
552 19.4 23.2 119.59 20.1 103.61 1.06 5.46 220 1134.02 8.4 43.30
553 19.9 29.4 147.74 26.8 134.67 1.11 5.58 249 1251.26 11.1 55.78
554 20.3 26.1 128.57 23.4 115.27 1.09 5.37 221 1088.67 8.0 39.41
555 19.9 24.8 124.62 22.0 110.55 1.01 5.08 225 1130.65 8.4 4221
556 20.2 24.7 122.28 22.4 110.89 1.12 5.54 233 1153.47 7.2 35.64
N 6 6 6 6 6 6 6 6 6 6 6

MEAN 19.90 25.33 127.268 22.83 114.698 1.070 5.377 226.8 1139.882 8.13 40.878
S.D. 0.33 2.22 10.520 2.22 10.546 0.044 0.192 12.7 61.275 1.78 8.967
S.E. 0.13 0.91 4.295 0.91 4.305 0.018 0.078 52 25.015 0.72 3.661

Dunnett's t 1.6326 7.5466 ** 8.1170 ** 7.6900 ** 2.9789 * 3.0871 * 2.9004 * 4.4099 **
Steel's t 2.8874 *



INDIVIDUAL DATA 4-1-6
STUDY NO. SR11137
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Positive control (EE 6.0 pg/kg)

SEX : Ovariectomized female

Body

Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
651 18.5 35.2 190.27 30.7 165.95 0.84 4.54 217 1172.97 8.5 45.95
652 19.7 36.0 182.74 32.7 165.99 0.96 4.87 237 1203.05 6.4 32.49
653 18.2 333 182.97 30.5 167.58 0.82 4.51 222 1219.78 10.9 59.89
654 18.2 42.1 231.32 37.5 206.04 0.82 4.51 227 1247.25 9.4 51.65
655 19.7 39.7 201.52 33.8 171.57 0.94 4.77 226 1147.21 8.0 40.61
656 19.1 42.8 224.08 37.2 194.76 0.99 5.18 233 1219.90 9.7 50.79
N 6 6 6 6 6 6 6 6 6 6 6

MEAN 18.90 38.18 202.150 33.73 178.648 0.895 4.730 227.0 1201.693 8.82 46.897
S.D. 0.70 391 21.062 3.06 17.343 0.077 0.267 7.2 36.137 1.55 9.535
S.E. 0.29 1.60 8.598 1.25 7.080 0.031 0.109 3.0 14.753 0.63 3.893

Dunnett's t 1.4285 16.1665 ** 16.5836 ** 17.3740 ** 2.6065 2.8721 * 2.8714 * 2.0821
Steel's t 2.8874 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-1

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 pg/kg)

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107°% g % mg 107°% mg 107%
161 18.4 34.5 187.50 314 170.65 0.92 5.00 214 1163.04 6.2 33.70
162 19.4 37.0 190.72 30.0 154.64 0.96 4.95 237 1221.65 9.7 50.00
163 18.5 31.0 167.57 27.4 148.11 0.95 5.14 237 1281.08 8.2 44.32
164 19.0 52.7 277.37 46.1 242.63 0.94 4.95 215 1131.58 8.0 42.11
165 20.1 46.4 230.85 43.5 216.42 0.98 4.88 228 1134.33 8.1 40.30
166 20.1 454 225.87 41.1 204.48 1.03 5.12 219 1089.55 6.3 31.34
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.25 41.17 213.313 36.58 189.488 0.963 5.007 225.0 1170.205 7.75 40.295
S.D. 0.75 8.29 39.592 7.92 37.565 0.038 0.103 10.5 69.678 1.32 6.890
S.E. 0.31 3.38 16.163 3.23 15.336 0.016 0.042 4.3 28.446 0.54 2.813
M/C 0.6429 2.9998 6.2920 1.9498 5.4074 5.8929 10.9600 * 4.5094 11.2894 * 1.3651 1.6564
F 0.3200 2.0227 2.3892 + 2.3798 + 2.8255 * 1.2738 0.6630 0.6322 0.6990
H 9.1855 + 2.3140

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-2

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg + EE 0.6 pg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107°% g % mg 107°% mg 107%
261 18.9 47.7 252.38 432 228.57 0.88 4.66 232 1227.51 9.1 48.15
262 19.4 70.3 362.37 56.6 291.75 0.94 4.85 221 1139.18 9.5 48.97
263 19.1 44.5 232.98 41.9 219.37 0.98 5.13 248 1298.43 6.9 36.13
264 18.2 64.7 355.49 59.2 325.27 0.82 4.51 218 1197.80 7.8 42.86
265 18.8 459 244.15 41.8 222.34 0.90 4.79 232 1234.04 8.7 46.28
266 20.1 56.5 281.09 52.7 262.19 0.98 4.88 239 1189.05 10.8 53.73
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.08 54.93 288.077 49.23 258.248 0.917 4.803 231.7 1214.335 8.80 46.020
S.D. 0.64 10.74 57.188 7.89 43.154 0.063 0.210 11.1 53.282 1.36 6.009
S.E. 0.26 4.38 23.347 3.22 17.618 0.026 0.086 4.6 21.752 0.55 2.453
Dunnett's t 2.9356 * 2.8107 * 3.1082 *
Steel's t 2.0086

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-3
STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg + EE 0.6 ng/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107°% g % mg 107°% mg 107%
361 18.7 45.0 240.64 41.2 220.32 0.91 4.87 222 1187.17 6.4 34.22
362 19.2 44.5 231.77 39.2 204.17 0.82 4.27 232 1208.33 7.2 37.50
363 20.0 54.4 272.00 49.6 248.00 0.89 4.45 231 1155.00 8.7 43.50
364 18.3 46.1 251.91 42.4 231.69 0.95 5.19 222 1213.11 9.3 50.82
365 18.4 40.9 222.28 37.9 205.98 0.88 4.78 215 1168.48 8.6 46.74
366 20.2 63.9 316.34 57.6 285.15 0.94 4.65 238 1178.22 8.6 42.57
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.13 49.13 255.823 44.65 232.552 0.898 4.702 226.7 1185.052 8.13 42.558
S.D. 0.81 8.50 34.274 7.54 30.552 0.047 0.324 8.4 22.619 1.09 6.029
S.E. 0.33 3.47 13.992 3.08 12.473 0.019 0.132 34 9.234 0.45 2.461
Dunnett's t 1.6691 1.7923 1.9466
Steel's t 1.9249

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-4

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg + EE 0.6 ng/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107°% g % mg 107°% mg 107%
461 18.3 55.9 305.46 52.4 286.34 0.85 4.64 238 1300.55 6.8 37.16
462 19.4 57.0 293.81 52.3 269.59 0.92 4.74 241 1242.27 8.7 44.85
463 20.2 59.6 295.05 54.8 271.29 0.98 4.85 224 1108.91 6.2 30.69
464 19.8 33.2 167.68 31.0 156.57 0.95 4.80 216 1090.91 8.8 44.44
465 19.3 61.3 317.62 54.9 284.46 0.70 3.63 263 1362.69 93 48.19
466 19.7 452 229.44 40.0 203.05 0.97 4.92 224 1137.06 7.4 37.56
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.45 52.03 268.177 47.57 245217 0.895 4.597 2343 1207.065 7.87 40.482
S.D. 0.65 10.81 57.990 9.83 53.181 0.106 0.483 16.9 111.557 1.25 6.475
S.E. 0.26 441 23.674 4.01 21.711 0.043 0.197 6.9 45.543 0.51 2.643
Dunnett's t 2.1542 2.4404 2.5191
Steel's t 2.7270 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-5

STUDY NO. SR11137  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg + EE 0.6 pg/kg

Absolute and relative organ weights

SEX : Ovariectomized female

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 107% mg 107°% g % mg 107°% mg 107%
561 18.3 44.0 240.44 36.6 200.00 0.88 4.81 219 1196.72 8.0 43.72
562 19.3 49.6 256.99 45.1 233.68 0.96 4.97 229 1186.53 7.9 40.93
563 19.2 48.5 252.60 423 220.31 0.93 4.84 231 1203.13 11.8 61.46
564 19.1 43.2 226.18 40.2 210.47 0.89 4.66 231 1209.42 7.1 37.17
565 20.8 56.5 271.63 51.5 247.60 1.09 5.24 228 1096.15 7.1 34.13
566 20.0 44.6 223.00 42.1 210.50 1.00 5.00 240 1200.00 9.5 47.50
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.45 47.73 245.140 42.97 220.427 0.958 4.920 229.7 1181.992 8.57 44.152
S.D. 0.85 5.00 18.812 5.03 17.487 0.078 0.199 6.7 42.731 1.81 9.701
S.E. 0.35 2.04 7.680 2.06 7.139 0.032 0.081 2.8 17.445 0.74 3.960
Dunnett's t 1.2497 1.4183 1.3985
Steel's t 0.8838

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-1

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of estrogenic activity; Negative control (Olive oil)

Animal No. 151 152 153 154 155 156

Organ: Findings

Right uterine horn: Hypertrophy, endometrial epithelium - - - - - -
Vacuolation, endometrial epithelium - - - - - -

Mitosis, endometrial epithelium - - - - - -

Vacuolation, glandular epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Left uterine horn: Hypertrophy, endometrial epithelium - - - - - -
Vacuolation, endometrial epithelium - - - - - -

Mitosis, endometrial epithelium - - - - - -

Vacuolation, glandular epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Uterine cervix: Hypertrophy, mucosal epithelium - - - - - -
Mitosis, mucosal epithelium - - - - - -

Vagina: Thickening, mucosal epithelium - - - - - -
Mucus secretion, columnar surface cell - - - - - -
Keratinization, mucosal epithelium - - - - - -

Cellular infiltration, neutrophil, mucosal epithelium - - - - - -

-> Normal.



INDIVIDUAL DATA 5-2

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of estrogenic activity; 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg

Animal No. 251 252 253 254 255 256

Organ: Findings

Right uterine horn: Hypertrophy, endometrial epithelium - - - - - -
Vacuolation, endometrial epithelium - - - - - -

Mitosis, endometrial epithelium - - - - - -

Vacuolation, glandular epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Left uterine horn: Hypertrophy, endometrial epithelium - - - - - -
Vacuolation, endometrial epithelium - - - - - -

Mitosis, endometrial epithelium - - - - - -

Vacuolation, glandular epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Uterine cervix: Hypertrophy, mucosal epithelium - - - - - -
Mitosis, mucosal epithelium - - - - - -

Vagina: Thickening, mucosal epithelium - - - - - -
Mucus secretion, columnar surface cell - - - - - -
Keratinization, mucosal epithelium - - - - - -

Cellular infiltration, neutrophil, mucosal epithelium - - - - - -

-> Normal.



INDIVIDUAL DATA 5-3

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of estrogenic activity; 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg

Animal No. 351 352 353 354 355 356

Organ: Findings

Right uterine horn: Hypertrophy, endometrial epithelium - - - - - -
Vacuolation, endometrial epithelium - - - - - -

Mitosis, endometrial epithelium - - - - - -

Vacuolation, glandular epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Left uterine horn: Hypertrophy, endometrial epithelium - - - - - -
Vacuolation, endometrial epithelium - - - - - -

Mitosis, endometrial epithelium - - - - - -

Vacuolation, glandular epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Uterine cervix: Hypertrophy, mucosal epithelium - - - - - -
Mitosis, mucosal epithelium - - - - - -

Vagina: Thickening, mucosal epithelium - - - - - +
Mucus secretion, columnar surface cell - - + + - -
Keratinization, mucosal epithelium - - - - - -

Cellular infiltration, neutrophil, mucosal epithelium - - - - - +

-: Normal, +: slight change.



INDIVIDUAL DATA 5-4

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of estrogenic activity; 1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg

Animal No. 451 452 453 454 455 456

Organ: Findings

Right uterine horn: Hypertrophy, endometrial epithelium + + + + + +

Vacuolation, endometrial epithelium - - - - - -

Mitosis, endometrial epithelium - - - - - -

Vacuolation, glandular epithelium - - - - - R

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Left uterine horn: Hypertrophy, endometrial epithelium + + + + + +

Vacuolation, endometrial epithelium - - - - - -

Mitosis, endometrial epithelium - - - - - -

Vacuolation, glandular epithelium - - - - - R

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -
Uterine cervix: Hypertrophy, mucosal epithelium - - - -
Mitosis, mucosal epithelium - - - -

Vagina: Thickening, mucosal epithelium - - ++ ++ ++ ++
Mucus secretion, columnar surface cell ++ ++ ++ + ++ ++
Keratinization, mucosal epithelium - - - + - -
Cellular infiltration, neutrophil, mucosal epithelium - - - - - ++

- Normal, +: slight change, ++: moderate change.



INDIVIDUAL DATA 5-5

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of estrogenic activity; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg

Animal No. 551 552 553 554 555 556

Organ: Findings

Right uterine horn: Hypertrophy, endometrial epithelium
Vacuolation, endometrial epithelium
Mitosis, endometrial epithelium - - - - - -
Vacuolation, glandular epithelium - - + - - -
Proliferation, endometrium
Hypertrophy, myometrium
Left uterine horn: Hypertrophy, endometrial epithelium
Vacuolation, endometrial epithelium
Mitosis, endometrial epithelium - - - - - -
Vacuolation, glandular epithelium - - + - - -
Proliferation, endometrium
Hypertrophy, myometrium
Uterine cervix: Hypertrophy, mucosal epithelium
Mitosis, mucosal epithelium
Vagina: Thickening, mucosal epithelium ++ ++ ++ ++ ++ ++
Mucus secretion, columnar surface cell ++ - ++ ++ + +
Keratinization, mucosal epithelium - - - - - -
Cellular infiltration, neutrophil, mucosal epithelium ++ - - ++ + ++

- Normal, +: slight change, ++: moderate change.



INDIVIDUAL DATA 5-6

STUDY NO. SR11137 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (p.o.)
Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP: Group for detection of estrogenic activity; Positive control (EE 6.0 pg/kg)

Animal No. 651 652 653 654 655 656
Organ: Findings
Right uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium + + + + +
Mitosis, endometrial epithelium - + + - -
Vacuolation, glandular epithelium - + + + +
Proliferation, endometrium + + + + + +
Hypertrophy, myometrium + ++ + ++ + +
Left uterine horn: Hypertrophy, endometrial epithelium + ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium + + + + +
Mitosis, endometrial epithelium + + + -
Vacuolation, glandular epithelium - + - - + +
Proliferation, endometrium + + + + +
Hypertrophy, myometrium ++ + ++ + +
Uterine cervix: Hypertrophy, mucosal epithelium ++ ++ ++ ++ ++ ++
Mitosis, mucosal epithelium - - - - - -
Vagina: Thickening, mucosal epithelium +++ +++ +++ +++ +++ +++
Mucus secretion, columnar surface cell - - - - - R
Keratinization, mucosal epithelium ++ ++ ++ ++ ++ ++

Cellular infiltration, neutrophil, mucosal epithelium

- Normal, +: slight change, ++: moderate change, +++: severe change.

EE: Ethynyl Estradiol.
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Appendix 2

Certificate of analysis

@ooz/002

Cayman

Ethynyl Estradiol
19-norpregna-1,3,5(10)-trien-20-yne-3, 17.alpha.-diol

Item number... Molecular Formula; C20H2402

Formmula Weight: 286,40

Batch number CAS Number .........} 1 57636 Expiry date ,......: 8/17/2012
Purity Specificatior>96%
Tests Specifications Results

HWPLC Column .. i C18, 5p18)(50mm

Maxs Bource Type.....: ESI Expected
M-He 2954

MeRing Point 185. 192°C

ne Mob, Phase.......: Hoxane:Ellyl Acelate:Acellc Acid (70:30:1)

Stationary Phase: Silica Gel
Visualized With ... Sulfuric Acid

uv AKX pvsenmmemanes 281 NM

Retention Time Actual.: 6.50 min
PUTRY worescmmrnssnnnsd : 99.5 %
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