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Figures and Tables AT

Figure 1

Figure 2

Table 1

Table 2

Table 3

Table 4

Table 5

Table 6

Body weight of ovariectomized female mice for detection of estrogenic
activity in subcutaneous uterotrophic bioassay of 1,1, 1-Tris (4-
hydroxyphenyl) —ethane (SR11138)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of 1,1, 1-
Tris (4-hydroxyphenyl)—ethane (SR11138)

General appearance of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of 1,1, 1-
Tris (4-hydroxyphenyl)—ethane (SR11138)

General appearance of ovariectomized female mice for detection of anti-—

estrogenic activity in subcutaneous uterotrophic bioassay of 1,1, 1-
Tris (4-hydroxyphenyl)—ethane (SR11138)

Body weight of ovariectomized female mice for detection of estrogenic
activity in subcutaneous uterotrophic bioassay of 1,1, 1-Tris (4-
hydroxyphenyl) —ethane (SR11138)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of 1,1, 1-
Tris (4-hydroxyphenyl)—ethane (SR11138)

Autopsy findings of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of 1,1, 1-
Tris (4-hydroxyphenyl)—ethane (SR11138)

Autopsy findings of ovariectomized female mice for detection of anti-
estrogenic activity in subcutaneous uterotrophic bioassay of 1,1, 1-
Tris (4-hydroxyphenyl)—ethane (SR11138)
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Table 7 Absolute and relative organ weights of ovariectomized female mice for
detection of estrogenic activity in subcutaneous uterotrophic bioassay of
1, 1, 1-Tris (4-hydroxyphenyl) —ethane (SR11138)

Table 8 Absolute and relative organ weights of ovariectomized female mice for
detection of anti—-estrogenic activity in subcutaneous uterotrophic
bioassay of 1,1, 1-Tris (4-hydroxyphenyl)—-ethane (SR11138)

Table 9 Histopathological findings ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of 1,1, 1—

Tris (4-hydroxyphenyl) —ethane (SR11138)

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 Histopathological findings

Appendices AT
1 ARBR A E (2011 42 09 A 21 A)
2 Certificate of analysis(10006486)

,ii,
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U

1, 1, 1-Tris (4-hydroxyphenyl) —ethane ® 30, 100, 300 3 X " 1000 mg/kg % 1 BEIZ-D = 6 JT
OYREAEHMEYE~ D 21T 7 HRIKER TG L, FEEEOZ(LNb X hur AAEHO A
WZOWTHH L2, X512, Ethynyl Estradiol ZUfH&E S5 L7-BOTEEEOEINS, fiT
2 b AEAOFRIZONTHIRF L. LA FORUE A 157,

L —feRETIX, =R b VU EARHEES K OPI= 2 b a7 UAEHBRHBEO W0 b 95k
WE G OB bR o T,

2. EHRL TIE, =R b F U ERABRHEER L O X b e 7 UAERABREEEO WIS b R
WE G DRBITRD HRnoT,

3. HIRTCIE, =R e UERBREEES L OB X b S o ERREEE L H12 300 mg/kg DLk
DORETHHEE O, 1000 mg/kg #f CHUBOIER D Hiv7,
fliiz, 1000 mg/kg BECTHGINLTH 2 MEE DR FICHBMWE OKE L Z 2 b Al
RIDSFRD BTz,

4. WMEEETIH, =X e U ERBRERED 300 LT 1000 mg/ke BED -5 Offix i L O
SPEEIC, Ptk R & FERICHE B EN RO b,

—F. Pl A ba S AERBRERE CIIA RO FEEEIC BE #f L i L TRERETRD b
ol

o, =X bu U AEREEED 100 mg/kg L EOFEIZATHE. 300 mg/kg LA E DRI B,
P 2 b u Z AR EEED 1000 mg/kg BEIZATIE D, £ Z N EEINNRD bk,

5. T A b AEHBRHEAC OV T N L 72w B PR A CTlE. 100 mg/kg LA EOFEIZ
FEAE, FHBIOELE ICHBMETRIECRO b2 b E Rk X Fa 7 RRIEM &
ZEx OB (TENBEOHEE, NI LS DV TR B OB, ORI ER oI

F) DR LT,

Utz e, RRBRSAE T CIE. 1,1, 1-Tris (4-hydroxyphenyl) —ethane T A 1 47
YERIZGME. Pt R a7 AERIXENE & w7,
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1,1, 1-Tris (4-hydroxyphenyl) —ethane @ 30, 100, 300 33X F 1000 mg/kg % 1 BEIZDE 6 U
OIS~ O 22 7 HRIKER THRESG L, FEEEOENO A e AEHOA E
WZOWTHH L2, X512, Ethynyl Estradiol ZUfH&ES5 L7-BOTEEEOEINS, HiT
Z ba AR OFEICHONT BRI 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

SR11138

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 TIRE Y, R SUGEIFE Sh T

l/\fcﬁl/\ l)o

R UCAREITICIRAE Ls V. B kA7 & O RMERY

BHEEL TIRE LY,

| BRI B PRAFE D InTE

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

s BHRODITHR D LW FT T T o 72, mU R R R A S L,

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

MRSk B EmEE 2R/ IS ; eye-rbt 90 mg MLD
A Lo T,
: BEERER OB HEER T, BEAIL YT 5 7-012, 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 DI R
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[SEHELPH-28~-24°C, 2011 49 H 29 H (Z N) BT
SN

(201248 H 17 H

D AARER A 7
DY oo BRI AH
: 109043

==t

: 201449 H

CHEBRME R 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 BEEAV T AT 00T, PEEBEFEM E LTI L T,

DS E AR L, kT 2 ) — VIR RR . 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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. R E

(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,

B Wige R B ey ZAFEERRETEF AL TWAEIRETHY . T
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 :15.0~17.7 g

P 55 B 4 IR 0 s : 8 s

i D11 R

FREEVEL £ 6 T

(2) B F L OBk

W i1k D ORIEBIZE A 1 B L RIS L, (KEE2 2 AR L O (T E
($e 5-BR&GRT H) IZHE LT,

TR Bk 9 HE T 8 HIH

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

FE 36 L OWIME I Iz F20iE U 72 — R BBBLE I LMK ERIE DR RSB I1T L
T, BWOEHOESZRE LT, Thbb, RT2Lek5s LT, il O8Ik
WM T B OREICHES | RS BRAET A IR LEE A HEIC X 0 SRR RE
ISP —\272 0 X O ITHED T ATV 66 IL 2@k L7, 2D OEMORERIIL, 17.4
~20.5 g TH Y, FHEE(19.39 g DE20%LUNTH D Z L 2R LT, BB
B 6 VCIIHE 5B A BB DRI L, EEREFIREIC > TR ST

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

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

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 6
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 PMTIE B ARBEAE RS OKE MR AR Fe3 - No. A234348) 3
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 AN T B RIRE R TG L7 Tiaki GRB
%5 SR11138P) Tik, —fIRAET 200 35 L TN 1000 mg/kg BfECTH#
HHEALIZFEARDFE O v, HIFTIE 200 36 LT 1000 mg/kg
THEGERNL O L E D AEIE 72 5 ONZ R T OB AR EEE & 2\ M
AR N Bz, £72. 1000 mg/kg FE TR O JE K 2358
HOENTZ, TDOTENG, IIEFH~ T AR DK T EREGT
HIEKRBEDO T2 b 7 AFABHEE S LTiE, PR & W
BRIZE &% 1000 mg/kg & L, LATFAEKY 3 TERL 72 300,
100 3 LTV 30 mg/kg 2 EniE &R, FIERAERFRL LU
R EREE UCRIE L. xHRE OB % B T #5792 kbt i
FEBS L OVEE 0.2 peg/kg 2 B2 FG-3 2 Bt IEE 2 I 2 7271 6
BEAR T T2,
A b AERBEEEE LTk, ERC & [RERIZ 1000,
300, 100 FB & T30 mg/kg DHBRME (B FHe5) (IZINA T EE
0.6 pg/kg (B2 F#H) ZRFRFIZE G5 4 BEAREL. xHEY
B (B F#%5) ITMATEE 0.6 pg/kg (F2 T4 % RS-
T 5 ettt FREE (BE B 2N 751 5 BEA 3T 7,
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AR DO RERK
EE PR E

Beh B R Beh B 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)
Hh o R E - - 300 60 6 (451~456)
= - - 1000 200 6 (551~556)
B Pt ot R 0.2 0.4 - - 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)
7 JH & +EE e 0.6 1.2 1000 200 6 (561~566)

1 XHEYE (AASER AV 7)) 2 TG L,

*2 . FE 2 TG L7,

*3 . XEWE (HARSER A Y 7) 2 % T 5%, EE Z#R T 5 L7,
*4 R E R 5 A TR G% . BE 2R TR 5 LT,

2) &b

O BB S L O RYE

B 07158 X O 58
CHEERE O E 10% T4 ) — )L CilH#ER, T 4 AR—Y7
NEREBLOT 4 AR—FT L) o DA THEBIZET
BeH LT,

BG4 c1 B 1R, 7 ARG L,

Be i J7ik, B ARk Fs L UM -1k oD 38 E FE H
FRBRIENA RTA ) 2B L L,

B 5 - 13 :13~15: 28
bR E 5 mL/kg & L77, BEDBEGHEEIIRE B OEEICHESNT
BHH LT,

@ Leigkt IR
P 571 L O 5
TR ks R
L EHEREOME 10% =4 ) —VTHEER, T 4 AR—%7
NEREB L O~ 702 ) o OEHWTR TS LTz,
P A a7 R R HEE
; XFREE (B ARIER[ITA D 7)) & 2 WITHBRE & e T 5 L
7R, WEEREOME 10% =% ) —/LTH#EL, T4 A
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R—=FTNVERMHEBIOR~A 78 o UEHNTETIREL
7

B SR I c1H LA 7 HEERR S LTz,

Be b5k, $HRREK I KO SR 03 E P
[REBEHTA FTA ] 255 L L,

e 5-IRg | ©13 : 44~15 : 52
SRS 0.5 mL/kg & L7-, BAEOEGHEEIIRYE A OEEICE SN
THEH LT,

(MBg, WERLUHmAER
LIFDEBIZOWTERM Lz, &GIETERGRGAZRG 1 RS L TRRLL,
1) —fpeikie@ligR

Bl : A2

EIE 1 ENOEREG T HOBAOHKA T,

BEEE i H ORGETCFRD . 5% (R OFF2H, 72720, FkH
VEAERTHIZ 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 R MLRFE (GX-2000, RSt =— - 7 K- FA) %M
WTHIEL, 0.1 g AL TRisk L7z,

3) Kk

Bl : A2

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

A7k AR EBIEZ L. = — T VBB T TS KD RS, &

B OIE AR 2 WIRAICBIZR Lz, FEICOWTILFKREER
ETFCTRYENZBRE L, FEBIOMEL 10% FH:iEE
A<V AARIZEE - RAF LT,

4) AEEERE

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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FEEEIIFENRE S AT EE (vet weight) 38 L NFEHEED
— A L E NI E RV 2B & (blotted weight) (Z-DW»
THIE LT,
bR T, . B, BIEEEZNE L,

FH >+ B D L H U TOXOHEMEREFE 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 LOSWEEREOMEIC OV TR JOUEHER AL 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
BrofEd, AEENHZ LIS (p=0.10) (X Dunnett ORRETEZ FH W TRt D 5
VMTEE B & OB A 1T 572, Kruskal-Wallis {EOSTORER, BEEDALNTHE (0
=0.10) % Steel DIREVE A F W EMEXTBFE & 5V ME EE BE & D Z1T 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 OV2, INDIVIDUAL DATA 1-1-1~1-2-5 |Z7R"7,

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

7127
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(2) =R b o r AR
I/\—jxj/b@&ﬁ‘ﬁ?%)ﬁl% Dlh&)gﬂzﬁﬁ)/)ﬁ_o

2. K&

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

(1) =R bl AEHR TR

WO B GHET b R IREE L Lk L CHEZRZITRD b o T,

(2) PR b R HEE

WO GEETH EE BEL I L CTHERZITRO bhvkd o7z,

IR /L% Table 5 38 X T86, INDIVIDUAL DATA 3-1-1~3-2-5(Z/R7,
(1) =R ~heZ7 AERHE
FePEser FREE, 30 8L TN 100 mg/kg FETIE., BEFTRITRO 5oz,

300 mg/kg BETIZ. BB THEEHNL T 5 EBEE D e BT,
1000 mg/kg #ETIE, &I THMIROME K72 b NS HHEE IZIE S L OB T O B AR R
Db,

PP IR TId, REPTRITEED bhved o7z,

(2) Pt=R bl o ERR R

EE BECiX, BEFTRLIIRD o7,

30 B LT 100 mg/kg HETIZ, BFEFTRITRD b igioTz,

300 mg/kg BETIX., A TE G Th DG DOIEE RO il

1000 mg/kg #ETIE, 2B THARO IR H NI L EIZIEE R L OR T O [ FE
O HT,

4. dwHEE

PEE Ot X ORI E B O Mg A Table 7 33K TV8, INDIVIDUAL DATA 4-1-1~4-2-5 |Z
G

(1) =R vl AEAR R

30 mg/kg FETIE, REMGRRRE L L L THERZITRO bvehrol,

100 mg/kg FETIL, FFIROAHXIE EIZHEFHFHOIC A A @GR O HivTz,

300 mg/kg FETIL, B D wet weight 35X W blotted weight OHExtds L OFHxIE &L S
NS & OV oo A of B Bl MEFHFRIIC A B mEs 580 Tz,
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SR11138

1000 mg/kg BETIE, FH D wet weight B L W blotted weight 72 & N FEI S L OV gD
faxt 3 & OH* B BICHFHEICH B2 EARO b,

BEVERTIRREEClE, T2 wet weight B X W blotted weight Offaxlds XL OFEIxIEEZ H
(Z B O AH 6 B B IS B 2R S E 2RO b vz,
(2) Pr=A kel o ERRB R

30, 100 B3 L300 mg/kg BETIX, EE BE& LR L CHERZITRO b o T,

1000 mg/kg #ECTlE, g OMERT I L OFER HE EISHGHFRINCH ERESHEIE O b v,

5. JR AR RO A
TR kv AR HHEE ORI PT i% Table 9, INDIVIDUAL DATA 5-1~5-6 [Z/R
B

PatEsc L dS KOV 30 mg/kg BETIR, BEFTRITFED bl oTz,

100 mg/kg #ETIER, FEAEBICPE LR ORI (B 3 41) 36 L ORE4y 24 (8% 1 451) |
B SR B R O RE IS (R 1) . FERLTORGNR bR oD BT (R 4 51) 36 KOV {b (R 1
Bil) 72 & ONT A b BGHIE O R 53 W (BEEE 5 f51)) 2338 6D B LTz,

300 mg/kg BETIX, FEMAMICIE LR OIRK BREE 5 6], 45EE 16, R ERE 1
Bil) I L OO HEGH (B 3 ) . - B SEHEBITRGIEE L B2 DB (A 6 ]« M) . I
R Lz DRJR (FPAEEE 2 1), EEE 4 61) . Ak GBREE 2 1, AR 2 1)) 8 K OV P kIR
(BREE 141, ThAEBE 1 ) 7 & ONC FIAE L B oD KGR 3 W (RGBS 3 {3l PP B 2 431)) 2358
b7z,

1000 mg/kg #TlE, = AU LR OREK (BREE 6 1) . IO HE5E (R EE 3 f5) 72 &

(AR OREK (BB 1) 7 SR E R OB BREE 1, AR 4 B, FEE 1
Bil) . HERICHERE Bz OB (FPAEEE 4 B, B 2 61) . Mk (EREE 2 5], A LD B IO
AP ERIRAE (HP R 4 B1)) 732 & ONC P RE b B2 IRE oD KGR 536 (WP BE 2 1)) 338D B LTz,

Bo et BRRE C U, T A NI B OB (BREE 4 1], Th45FE 2 ) 35 K O% oy 24 (%
FE 3 B) . PR A (BEEE 6 1)) 72 & QNS AR DB K (BEEE 3 1)) | -5 SHER IS REREE L SZ o>
AR (RS 4 1), FPAERE 2 f5) . FERITORENE bR OIEIE (25 RS 4 1), EE 2 1)) . fAdb (B 1
Bil, SRR 1) 36 K OUFHERIRAE (BREE 1 61 7 & QNS A B EGHIIE O R5HR 73 W (R 5 6
Bi) 3T BTz,



SR11138

5

pih

1,1, 1-Tris (4-hydroxyphenyl) —ethane ¢ 30, 100, 300 35 & T* 1000 mg/kg % 1 FEIZOX 6
VEDINELR HMEE~ 7 212 7 BEIKER F#5- L, FEEEOE NS haF UAEHO
BHIZOWTHA Lz, & 52, Bthynyl Estradiol Z (A& G Lo+ EEEOE/LH
5, Flm X ha S AR OFEIZ OV T B R L7,

ZORER, WHRMER G SHEO—IRES LORE I, =2 ha 7 UAEARHES IO
Lo A b a S UAEA O WIS b BRI E K 5 OB bR o Tz,

FIRRCIE, =& e SRS KO R b e 7 A ER R L H12 300 mg/kg LA
FORETHEEEEDOIE, 1000 mg/kg #E THIEDOIEKR IS L OB T O A AEKIGEE O Bz,
PRI DIE R DN TIE, ZOFBEFIC OV TIZA S TRV, WBRIEH 51 X 55
RELEZONT-, o, WEHEEOREIZOWTIE, YA E S Tchdr . K
PR ARAREME DS HE STV D V2 e h . BRI O W BRI A SR 51
REAELE Lcbo LRI, —FH, B TFOBRGERIZ OV T, R EN SRR T
EREL TN Z Enh, BEILIZERE LD E& 2 b,

WEEE T, =R oS U EHBHEED 300 38 KT 1000 mg/kg #EDOFE OHExR L O
FRXFE R, BitEx L & FRRICH B2 REARO Hiv, RERHE O A har AERAR
R STz,

COEANBIE, AEBRYWBEOT A Fa AP RBR SN DT, =X b g AR
HHEIZ DWW TR B PR A 2 S50 L 72 /5 5. 100 mg/kg LA LOREIZ, FE M, Sk
FOE L BITHMEXREICRO O NS E FAER= A ha S U RHMEH EZ 2 65 &1k
(FENBEOHEAL, NIE LR 2 VIR LR O R, FEORIE 1 f2 D JRRE) 2338 B,
YR E T A b w5 ARG &l LT,

—F. Pl A ba S AE AR CIEAREOF B H I BE #E L i L CREZREITR
<. AEBWEIZHiT A b a7 U ERIE S &l L7z,

iz, =& b7 AERBMEET, HFBERIL 100 3 L0300 mg/kg FE CHIXIE &, 1000
mg/kg FETHferdo K OMAXI B &, £/, BIEEEIL 300 mg/kg BF CHAXIEE, 1000 mg/kg T
ftds L OMHXT B EICH B2 EEARD bivle, R, Hlom X b a7 AEABR LA T
1000 mg/kg #f CHTIEE & O FHICAH BEREMEDAFRO bvic, b DTS 2 X i
DEBEIIMNIT A BEAF AR R 2 S, SR ER G X5 BEE bt B2 b,
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A

1,1, 1-Tris (4-hydroxyphenyl) —ethane ¢ 30, 100, 300 35 & T* 1000 mg/kg % 1 FEIZOX 6
VEDINELR HMEE~ 7 212 7 BEIKER F#5- L, FEEEOE NS haF UAEHO
BEZOWTHA L7-, &5, Ethynyl Estradiol ZffH#5- LB+ EEDOZE L)
5. Pl A b AEHOFEICOWT LR LT,

ZORR, =AM S U ERAREBEO T EEE T 300 mg/ke LA L, B AOMA T
100 mg/kg LA EDOFET, =R bu UAERAOBYERIE TR b,

—F. Plm A S a S U AERR IR IR B R G B L e TR R EOZ(KITRD b
T AREBRHE OB R b a AR RN LR S,

iz, =& bu 7 AEHBHEED 100 mg/kg LA EDREICATHR, 300 mg/kg LA EDHEIZH
i, Hi=A bu 7 oAERRBHE#ED 1000 mg/kg HEICHTIRD ., ThENEEIINABD S,
PBRIE I 512 K D a b Lol L7,

W

D I % T v b
2) HAEEEWeb : JST OFRALEWEEE DB [ A AL EREE ] MR —E A,

FRBRAAE DS TN B 2 KT LTz & b 2 BREEEE R
BB OF VI B 2 K LT L b D BREERIT 2o T,

LR DIRAT
TREOEE 2B T 10 1], BBt {bEW LSRR BRHMRGFEICRA T 5,
FDHDRIFIZOWTUIRBR LGS & ORI XLV IRET 5,

1o PUBRE

2. AT —HZToMmoieE
3. IRHEHREE

40 BEAR 1) FEESRE - Mk

2) HBEARCNT 7 ¢ MR K OHIEEA)
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Body weight (g)

25

20 &
h_ ——
15 -
10 -
—— Negative control (Olive oil)
— B - 1,1,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg
---A--- 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg
S — O—-1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg
—0O—1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg
—2— Positive control (EE 0.2 pg/kg)
0 | | | | | |
1 2 3 4 5 6 7 Autopsy day

Administration period (day)
EE: Ethynyl Estradiol.

Figure 1
Body weight of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)



Body weight (g)

25

15

10

—@— EE (Olive oil + EE 0.6 pg/kg)

— B - 11,1-Tris(4-hydroxyphenyl)-ethane 30 mg/kg + EE 0.6 pg/kg
---A--- 1,1,1-Tris(4-hydroxyphenyl)-ethane 100 mg/kg + EE 0.6 pg/kg
— O—-1,1,1-Tris(4-hydroxyphenyl)-ethane 300 mg/kg + EE 0.6 pg/kg

—0O—1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 mg/kg + EE 0.6 pg/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 subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)



Table 1

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

ethane (SR11138)

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 0.2 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 subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-
ethane (SR11138)

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 subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)

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 19.77 20.05 20.57 20.97 21.27 21.28 21.52 21.87
S.D. 0.96 0.80 0.84 1.09 0.92 0.56 1.01 0.91
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.38 19.85 20.30 20.57 21.03 20.95 21.48 21.32
30 mg/kg S.D. 0.42 0.89 0.66 0.45 0.78 0.67 0.83 0.73
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.85 19.87 20.67 21.02 21.28 21.48 21.82 22.15
100 mg/kg S.D. 0.48 0.58 0.48 0.63 0.77 0.73 0.74 0.98
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.73 20.37 20.85 21.23 21.40 21.47 21.62 21.75
300 mg/kg S.D. 0.41 0.59 0.21 0.76 0.76 0.86 0.75 0.71
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.28 20.03 20.73 20.68 20.93 21.17 21.65 21.50
1000 mg/kg S.D. 1.19 1.16 1.24 1.28 1.34 1.43 1.54 1.45
Positive control (EE 0.2 pg/kg) 6 MEAN 19.65 19.70 20.55 20.55 20.77 20.78 20.67 20.93
S.D. 0.75 0.84 0.79 1.19 1.17 1.38 1.57 151

EE: Ethynyl Estradiol.



Table 4
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)

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 pg/kg) 6 MEAN 19.82 19.75 20.32 20.35 20.43 20.73 20.80 20.88
S.D. 0.51 0.83 0.84 1.02 0.91 0.89 0.86 1.08
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.78 20.10 20.63 21.23 21.35 21.17 21.27 21.37
30 mg/kg + EE 0.6 ng/kg S.D. 0.55 0.72 0.75 0.79 0.84 0.79 1.09 0.83
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.60 19.97 20.65 20.93 21.08 21.12 21.08 21.33
100 mg/kg + EE 0.6 png/kg S.D. 0.89 0.70 0.73 0.75 0.53 0.89 0.87 0.94
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.40 20.17 20.57 20.55 20.62 20.73 20.95 20.85
300 mg/kg + EE 0.6 pg/kg S.D. 0.57 0.89 1.03 1.09 1.23 0.99 1.16 1.26
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 19.45 20.15 20.97 21.08 21.15 21.32 21.47 21.48
1000 mg/kg + EE 0.6 ug/kg S.D. 0.34 0.82 0.61 0.56 0.47 0.53 0.61 0.64

EE: Ethynyl Estradiol.



Table 5
Autopsy findings of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)

Negative Positive
control 1,1,1-Tris(4-hydroxyphenyl)-ethane control
Group (Olive oil) 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg  (EE 0.2 pg/kg)
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 0 0 6
Organ : Findings
Spleen : Swelling 0 0 0 0 6 0
Skin of dorsal region : Thickening 0 0 0 6 6 0
White granule, subcutis 0

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 subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)

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

EE (Olive ail 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Group + EE 0.6 pg/kg) + EE 0.6 pg/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 0 0
Organ : Findings

Spleen : Swelling 0 0 0 0 6

Skin of dorsal region : Thickening 0 0 0 6 6
White granule, subcutis 0

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 subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)

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 21.87 14.50 66.403 12.83 58.707 1.027 4.692 234.0 1068.333 6.63 30.362
S.D. 0.91 237 11.122 1.70 7.574 0.073 0211 21.8 60.106 0.85 3.932
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 21.32 13.82 64.917 12.47 58.593 1.042 4.885 2313 1085.517 6.90 32.348
30 mg/kg S.D. 0.73 1.87 9.411 1.68 8.630 0.069 0.269 6.2 16.088 0.59 2.207
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 22.15 15.35 69.088 13.63 61.362 1.137 5.130 ** 2443 1103.098 6.02 27.215
100 mg/kg S.D. 0.98 1.99 6.424 1.89 6.385 0.072 0.200 13.9 41.853 0.95 4.454
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 21.75 2423 + 111.662 + 2232+ 102815 + 1.145 5.267 ** 256.5 1179.047 ** 6.87 31.618
300 mg/kg S.D. 0.71 5.45 26.195 5.15 24.620 0.044 0.085 12.1 29.498 1.59 7.398
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 21.50 21.72 + 101.253 + 20.02 +  93.125 + 1.172 * 5.440 ** 259.2 1205.932 ** 6.62 30.845
1000 mg/kg S.D. 1.45 5.83 26.981 6.01 27.165 0.120 0.245 16.3 22.875 1.01 4.843
Positive control (EE 0.2 pg/kg) 6 MEAN 20.93 28.65 + 137.723 + 2633 +  126.625 + 0.990 4.728 241.7 1154.913 ** 6.63 31.747
S.D. 1.51 6.40 34.330 6.24 33.437 0.091 0.228 18.8 46.418 0.83 3.929

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 subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)

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 20.88 76.45 363.930 69.33 329.988 0.967 4.628 240.0 1149.295 7.22 34.500
S.D. 1.08 23.15 100.195 20.37 87.672 0.119 0.501 15.8 45.870 121 5.013
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 21.37 66.83 311.987 61.50 287.075 1.023 4.790 2325 1087.037 7.60 35.662
30 mg/kg + EE 0.6 pg/kg S.D. 0.83 23.18 107.788 19.92 92.066 0.046 0.126 20.9 69.944 1.35 6.684
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 2133 59.33 277.632 54.38 254.528 1.005 4.710 233.8 1094.635 6.78 31.783
100 mg/kg + EE 0.6 pg/kg S.D. 0.94 14.00 62.101 12.59 56.059 0.071 0.222 22.8 70.482 0.73 3.123
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 20.85 53.55 257.727 47.38 228.365 1.040 4.988 251.0 1206.093 7.82 37.668
300 mg/kg + EE 0.6 pg/kg S.D. 1.26 11.44 58.380 9.46 51.037 0.091 0.303 17.5 93.532 1.70 8.851
1,1,1-Tris(4-hydroxyphenyl)-ethane 6 MEAN 21.48 78.33 364.685 71.20 331.732 1.133 ** 5275 + 255.7 1190.462 6.25 29.075
1000 mg/kg + EE 0.6 pg/kg S.D. 0.64 15.27 70.721 11.82 56.874 0.058 0.180 12.7 57.670 1.13 5.086

EE: Ethynyl Estradiol.

*#: Significantly different from the EE (Olive oil + EE 0.6  g/kg) group at p=0.01 (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 ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of 1,1,1-Tris(4-hydroxyphenyl)-ethane (SR11138)

Item Group Negative control 1,1,1-Tris(4-hydroxyphenyl)-ethene Positive control

(olive oil) 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg  (EE 0.2 pg/kg)
Number of animals examined 6 6 6 6 6 6

Organ: Findings Grade

Uterine horn: Hypertrophy, endometrial epithelium + 0 0 3 5 6 4
++ 0 0 0 1 0 2
Mitosis, endometrial epithelium + 0 0 1 1 0 3
Proliferation, endometrium + 0 0 0 3 3 6
Hypertrophy, myometrium + 0 0 0 0 1 3
Uterine cervix: Hypertrophy, mucosal epithelium + 0 0 1 0 1 4
++ 0 0 0 6 4 2
4+ 0 0 0 0 1 0
Vagina: Thickening, mucosal epithelium + 0 0 4 0 0 0
++ 0 0 0 2 4 4
-+ 0 0 0 4 2 2
Mucus secretion, columnar surface cell + 0 0 5 3 0 0
++ 0 0 0 2 2 6
Keratinization, mucosal epithelium + 0 0 1 2 2 1
++ 0 0 0 2 1 1
Cellular infiltration, neutrophil, mucosal epithelium + 0 0 0 1 0 1
++ 0 0 0 1 4 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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Positive control (EE 0.2 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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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. SR11138
ANIMAL : Mouse, C57BL/6JJmsSIc
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Body weight

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
151 18.5 19.0 19.3 19.3 19.8 20.5 19.9 20.5
152 19.1 19.5 19.9 20.2 20.6 20.9 20.8 21.1
153 19.2 19.6 20.4 20.8 21.5 21.7 22.0 22.2
154 20.3 20.4 21.3 21.6 214 21.0 21.5 21.9
155 20.8 20.9 21.2 223 22.2 21.9 22.6 22.9
156 20.7 20.9 21.3 21.6 22.1 21.7 22.3 22.6

N 6 6 6 6 6 6 6 6

MEAN 19.77 20.05 20.57 20.97 21.27 21.28 21.52 21.87
S.D. 0.96 0.80 0.84 1.09 0.92 0.56 1.01 0.91
S.E. 0.39 0.33 0.34 0.45 0.38 0.23 0.41 0.37
M/C 9.2158 3.2365 12.6563 6.5968 2.8384 7.0974 5.6568 4.9925

F 0.5320 0.4604 0.5115 0.3642 0.4749 0.7712 0.9239

2.2208



INDIVIDUAL DATA 2-1-2

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
Body weight 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 Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
251 18.9 18.8 20.0 20.3 20.4 20.6 20.6 20.6
252 19.2 20.0 20.1 20.7 20.9 20.9 21.5 21.1
253 19.1 18.9 19.8 20.2 20.4 20.4 21.2 20.9
254 19.9 20.2 20.3 20.8 21.2 21.1 21.6 21.3
255 19.3 20.0 20.0 20.1 20.8 20.5 21.0 21.3
256 19.9 21.2 21.6 21.3 22.5 22.2 23.0 22.7

N 6 6 6 6 6 6 6 6

MEAN 19.38 19.85 20.30 20.57 21.03 20.95 21.48 21.32

S.D. 0.42 0.89 0.66 0.45 0.78 0.67 0.83 0.73

S.E. 0.17 0.36 0.27 0.19 0.32 0.27 0.34 0.30



INDIVIDUAL DATA 2-1-3

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
Body weight 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 Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
351 19.3 18.9 19.8 20.0 20.0 20.5 20.6 20.4
352 19.4 20.0 20.5 21.1 214 21.8 22.1 22.6
353 20.5 19.5 21.1 214 21.5 22.0 223 22.8
354 19.6 20.1 20.8 21.2 22.1 21.9 22.3 22.5
355 20.1 20.2 21.1 21.8 21.9 22.1 22.4 23.0
356 20.2 20.5 20.7 20.6 20.8 20.6 21.2 21.6

N 6 6 6 6 6 6 6 6

MEAN 19.85 19.87 20.67 21.02 21.28 21.48 21.82 22.15

S.D. 0.48 0.58 0.48 0.63 0.77 0.73 0.74 0.98

S.E. 0.20 0.23 0.20 0.26 0.32 0.30 0.30 0.40



INDIVIDUAL DATA 2-1-4

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
Body weight 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 Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
451 19.4 19.7 20.7 20.4 20.8 21.1 21.3 21.2
452 19.5 20.5 21.0 22.1 21.7 22.0 22.1 22.2
453 19.5 20.1 20.5 21.1 21.3 21.3 21.3 21.6
454 19.9 20.7 20.9 21.8 21.9 22.2 22.3 22.2
455 19.6 19.9 21.0 20.3 20.3 20.0 20.4 20.7
456 20.5 21.3 21.0 21.7 22.4 22.2 22.3 22.6

N 6 6 6 6 6 6 6 6

MEAN 19.73 20.37 20.85 21.23 21.40 21.47 21.62 21.75

S.D. 0.41 0.59 0.21 0.76 0.76 0.86 0.75 0.71

S.E. 0.17 0.24 0.08 0.31 0.31 0.35 0.31 0.29



INDIVIDUAL DATA 2-1-5

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
Body weight 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 Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
551 17.4 18.1 18.6 18.7 18.7 18.7 18.9 18.9
552 19.7 20.6 21.1 21.5 21.9 22.2 23.0 23.0
553 19.8 20.3 21.2 21.2 21.8 21.6 22.1 223
554 19.3 19.8 20.2 19.7 20.0 20.8 21.0 20.9
555 18.6 19.8 21.0 20.8 21.1 20.9 21.9 21.7
556 20.9 21.6 223 22.2 22.1 22.8 23.0 22.2

N 6 6 6 6 6 6 6 6

MEAN 19.28 20.03 20.73 20.68 20.93 21.17 21.65 21.50

S.D. 1.19 1.16 1.24 1.28 1.34 1.43 1.54 1.45

S.E. 0.49 0.47 0.51 0.52 0.55 0.58 0.63 0.59



INDIVIDUAL DATA 2-1-6

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
Body weight ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Positive control (EE 0.2 ng/kg)

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
651 18.8 18.4 19.5 19.1 19.3 19.0 18.7 18.8
652 18.9 19.3 20.1 20.1 20.6 20.5 20.3 21.1
653 19.3 19.3 20.0 19.4 19.6 19.6 19.2 19.6
654 20.2 20.4 21.0 21.1 21.0 20.9 21.0 21.1
655 20.1 20.3 21.4 21.9 22.1 223 22.4 22.2
656 20.6 20.5 21.3 21.7 22.0 224 224 22.8

N 6 6 6 6 6 6 6 6

MEAN 19.65 19.70 20.55 20.55 20.77 20.78 20.67 20.93
S.D. 0.75 0.84 0.79 1.19 1.17 1.38 1.57 1.51
S.E. 0.31 0.34 0.32 0.49 0.48 0.57 0.64 0.62

EE: Ethynyl Estradiol.



INDIVIDUAL DATA
STUDY NO. SR11138

Body weight ANIMAL : Mouse, C57BL/6JJmsSlc

2-2-1

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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 19.1 18.2 18.7 18.6 18.7 19.1 19.2 18.8
162 20.0 19.9 20.6 20.4 20.8 21.0 21.1 214
163 19.6 19.8 20.5 20.8 20.6 21.0 20.9 21.5
164 20.0 19.8 20.4 20.1 20.4 20.7 20.8 21.0
165 19.6 20.1 20.5 20.5 20.7 20.8 21.0 20.8
166 20.6 20.7 21.2 21.7 214 21.8 21.8 21.8

N 6 6 6 6 6 6 6 6

MEAN 19.82 19.75 20.32 20.35 20.43 20.73 20.80 20.88
S.D. 0.51 0.83 0.84 1.02 0.91 0.89 0.86 1.08
S.E. 0.21 0.34 0.34 0.42 0.37 0.36 0.35 0.44
M/C 4.4245 0.3789 1.4270 24113 5.5309 1.8040 2.1521 2.3201

F 0.5945 0.2860 0.5003 1.0965 1.2523 0.6128 0.4687 0.5499

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-2

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 pg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
261 19.3 19.4 20.0 20.3 20.3 20.2 19.6 20.0
262 19.1 19.1 19.7 20.3 20.6 20.2 20.3 20.8
263 19.7 20.0 20.4 21.2 21.4 21.5 21.6 22.0
264 19.8 20.6 21.2 21.8 22.4 21.8 22.1 21.9
265 20.5 20.8 21.7 22.2 22.2 22.0 22.4 22.1
266 20.3 20.7 20.8 21.6 21.2 21.3 21.6 214

N 6 6 6 6 6 6 6 6

MEAN 19.78 20.10 20.63 21.23 21.35 21.17 21.27 21.37
S.D. 0.55 0.72 0.75 0.79 0.84 0.79 1.09 0.83
S.E. 0.22 0.29 0.31 0.32 0.34 0.32 0.44 0.34

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-3

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 18.4 19.1 19.9 20.5 20.5 20.1 20.1 20.3
362 19.1 19.7 20.2 20.3 20.9 20.6 20.5 20.8
363 20.7 20.8 21.5 21.5 21.7 22.1 21.7 22.1
364 19.0 19.3 19.9 20.1 20.5 20.3 20.3 20.4
365 20.1 20.4 21.2 22.0 21.6 22.0 22.0 22.4
366 20.3 20.5 21.2 21.2 21.3 21.6 21.9 22.0

N 6 6 6 6 6 6 6 6

MEAN 19.60 19.97 20.65 20.93 21.08 21.12 21.08 21.33
S.D. 0.89 0.70 0.73 0.75 0.53 0.89 0.87 0.94
S.E. 0.37 0.28 0.30 0.31 0.22 0.36 0.36 0.38

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-4

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 18.5 19.6 20.1 19.9 20.1 20.1 20.4 20.2
462 19.1 19.1 19.2 19.1 18.9 19.4 19.4 19.3
463 19.2 19.6 19.7 19.8 19.7 20.2 20.1 19.8
464 19.7 20.3 21.3 21.2 21.3 21.1 21.6 214
465 19.9 21.3 21.6 21.5 21.9 21.9 22.4 22.4
466 20.0 21.1 21.5 21.8 21.8 21.7 21.8 22.0

N 6 6 6 6 6 6 6 6

MEAN 19.40 20.17 20.57 20.55 20.62 20.73 20.95 20.85
S.D. 0.57 0.89 1.03 1.09 1.23 0.99 1.16 1.26
S.E. 0.23 0.36 0.42 0.45 0.50 0.40 0.47 0.51

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-5

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 18.9 19.3 20.2 20.4 20.6 20.8 20.8 21.1
562 19.2 19.0 20.5 20.6 20.7 20.9 20.7 20.5
563 19.5 20.8 21.7 21.9 21.8 22.2 22.1 22.4
564 19.8 20.7 21.4 21.2 21.0 21.1 22.0 21.6
565 19.7 20.9 214 21.5 21.5 21.7 21.8 21.8
566 19.6 20.2 20.6 20.9 21.3 21.2 214 21.5

N 6 6 6 6 6 6 6 6

MEAN 19.45 20.15 20.97 21.08 21.15 21.32 21.47 21.48
S.D. 0.34 0.82 0.61 0.56 0.47 0.53 0.61 0.64
S.E. 0.14 0.33 0.25 0.23 0.19 0.22 0.25 0.26

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-1-1

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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

Amzal Organ : Findings
451 Skin of dorsal region : Thickening
452 Skin of dorsal region : Thickening
453 Skin of dorsal region : Thickening
454 Skin of dorsal region : Thickening
455 Skin of dorsal region : Thickening

456 Skin of dorsal region : Thickening




INDIVIDUAL DATA 3-1-5

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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 e
No. Organ: Findings
551 Spleen : Swelling

Skin of dorsal region : Thickening
White granule, subcutis
552 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis
553 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis
554 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis
555 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis
556 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis




INDIVIDUAL DATA 3-1-6

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Positive control (EE 0.2 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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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

Amzal Organ : Findings
461 Skin of dorsal region : Thickening
462 Skin of dorsal region : Thickening
463 Skin of dorsal region : Thickening
464 Skin of dorsal region : Thickening
465 Skin of dorsal region : Thickening
466 Skin of dorsal region : Thickening

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-5

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 e
No. Organ: Findings
561 Spleen : Swelling

Skin of dorsal region : Thickening
White granule, subcutis
562 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis
563 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis
564 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis
565 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis
566 Spleen : Swelling
Skin of dorsal region : Thickening
White granule, subcutis

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-1-1
STUDY NO. SR11138
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 (s.c.)

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 20.5 13.2 64.39 11.2 54.63 0.92 4.49 202 985.37 5.8 28.29
152 21.1 16.2 76.78 14.1 66.82 1.00 4.74 212 1004.74 7.6 36.02
153 222 10.6 47.75 104 46.85 1.12 5.05 244 1099.10 6.3 28.38
154 21.9 17.2 78.54 14.3 65.30 0.98 4.47 242 1105.02 6.3 28.77
155 229 15.5 67.69 14.3 62.45 1.07 4.67 247 1078.60 6.0 26.20
156 22.6 14.3 63.27 12.7 56.19 1.07 4.73 257 1137.17 7.8 34.51
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.87 14.50 66.403 12.83 58.707 1.027 4.692 234.0 1068.333 6.63 30.362
S.D. 0.91 2.37 11.122 1.70 7.574 0.073 0.211 21.8 60.106 0.85 3.932
S.E. 0.37 0.97 4.540 0.70 3.092 0.030 0.086 8.9 24.538 0.35 1.605
M/C 4.9925 13.3449 * 17.4290 ** 16.7134 ** 20.4605 ** 4.8516 5.4479 7.0197 9.6106 5.1263 6.6036
F 0.9239 5.0407 ** 12.0586 ** 3.1908 * 11.9722 ** 0.5829 09114
H 27.8126 ** 27.3393 ** 28.0912 ** 27.6336 **



INDIVIDUAL DATA 4-1-2
STUDY NO. SR11138
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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) Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
251 20.6 12.5 60.68 11.8 57.28 1.03 5.00 223 1082.52 6.4 31.07
252 21.1 13.5 63.98 12.1 57.35 0.95 4.50 229 1085.31 73 34.60
253 20.9 16.6 79.43 15.4 73.68 1.06 5.07 227 1086.12 6.4 30.62
254 21.3 11.7 54.93 10.5 49.30 1.10 5.16 234 1098.59 6.3 29.58
255 21.3 15.5 72.77 13.2 61.97 0.98 4.60 235 1103.29 7.4 34.74
256 22.7 13.1 57.71 11.8 51.98 1.13 4.98 240 1057.27 7.6 33.48
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.32 13.82 64.917 12.47 58.593 1.042 4.885 231.3 1085.517 6.90 32.348
S.D. 0.73 1.87 9411 1.68 8.630 0.069 0.269 6.2 16.088 0.59 2.207
S.E. 0.30 0.76 3.842 0.68 3.523 0.028 0.110 2.5 6.568 0.24 0.901
Dunnett's t 0.3177 1.5621 0.2952 0.7613
Steel's t 0.7218 0.4804 0.3214 0.1601



INDIVIDUAL DATA 4-1-3
STUDY NO. SR11138
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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) Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
351 20.4 12.0 58.82 10.6 51.96 1.03 5.05 217 1063.73 5.5 26.96
352 22.6 16.2 71.68 14.1 62.39 1.13 5.00 247 1092.92 5.4 23.89
353 22.8 16.2 71.05 134 58.77 1.25 5.48 251 1100.88 7.1 31.14
354 22.5 17.3 76.89 15.5 68.89 1.17 5.20 254 1128.89 6.0 26.67
355 23.0 16.5 71.74 15.6 67.83 1.13 491 244 1060.87 4.9 21.30
356 21.6 13.9 64.35 12.6 58.33 1.11 5.14 253 1171.30 7.2 33.33
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 22.15 15.35 69.088 13.63 61.362 1.137 5.130 2443 1103.098 6.02 27.215
S.D. 0.98 1.99 6.424 1.89 6.385 0.072 0.200 139 41.853 0.95 4.454
S.E. 0.40 0.81 2.623 0.77 2.607 0.030 0.081 5.7 17.086 0.39 1.818
Dunnett's t 2.3301 3.5417 ** 1.1440 1.5402
Steel's t 0.8063 0.3203 0.5624 0.6405



INDIVIDUAL DATA 4-1-4

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights 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 21.2 28.4 133.96 25.6 120.75 1.13 5.33 258 1216.98 5.6 26.42
452 22.2 19.5 87.84 17.6 79.28 1.16 5.23 265 1193.69 9.0 40.54
453 21.6 33.1 153.24 31.0 143.52 1.12 5.19 248 1148.15 8.5 39.35
454 22.2 23.6 106.31 21.9 98.65 1.15 5.18 258 1162.16 54 24.32
455 20.7 19.9 96.14 18.3 88.41 1.09 5.27 238 1149.76 7.1 34.30
456 22.6 20.9 92.48 19.5 86.28 1.22 5.40 272 1203.54 5.6 24.78
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.75 24.23 111.662 22.32 102.815 1.145 5.267 256.5 1179.047 6.87 31.618
S.D. 0.71 545 26.195 5.15 24.620 0.044 0.085 12.1 29.498 1.59 7.398
S.E. 0.29 2.23 10.694 2.10 10.051 0.018 0.035 4.9 12.043 0.65 3.020

Dunnett's t 2.5066 4.6460 ** 2.4911 4.9048 **

Steel's t 2.8823 * 2.8823 * 2.8874 * 2.8823 *



INDIVIDUAL DATA 4-1-5

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; 1,1,1-Tris(4-hydroxyphenyl)-ethane 1000 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%
551 18.9 18.7 98.94 15.8 83.60 0.98 5.19 229 1211.64 6.8 35.98
552 23.0 20.1 87.39 19.2 83.48 1.29 5.61 271 1178.26 6.6 28.70
553 22.3 17.2 77.13 15.9 71.30 1.24 5.56 275 1233.18 7.9 35.43
554 20.9 21.1 100.96 19.1 91.39 1.12 5.36 257 1229.67 4.8 22.97
555 21.7 333 153.46 31.9 147.00 1.12 5.16 260 1198.16 7.0 32.26
556 22.2 19.9 89.64 18.2 81.98 1.28 5.77 263 1184.68 6.6 29.73
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.50 21.72 101.253 20.02 93.125 1.172 5.442 259.2 1205.932 6.62 30.845
S.D. 1.45 5.83 26.981 6.01 27.165 0.120 0.245 16.3 22.875 1.01 4.843
S.E. 0.59 2.38 11.015 245 11.090 0.049 0.100 6.6 9.339 0.41 1.977
Dunnett's t 3.0714 * 6.0600 ** 2.7863 * 6.0959 **

Steel's t 2.8072 * 2.7222 * 2.8874 * 2.8823 *



INDIVIDUAL DATA 4-1-6
STUDY NO. SR11138
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Positive control (EE 0.2 png/kg)

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°%
651 18.8 229 121.81 20.8 110.64 0.90 4.79 218 1159.57 5.4 28.72
652 21.1 24.4 115.64 22.1 104.74 1.08 5.12 235 1113.74 7.4 35.07
653 19.6 37.8 192.86 35.6 181.63 0.87 4.44 239 1219.39 6.8 34.69
654 21.1 354 167.77 32.5 154.03 0.97 4.60 230 1090.05 7.6 36.02
655 222 23.8 107.21 21.7 97.75 1.04 4.68 261 1175.68 6.0 27.03
656 22.8 27.6 121.05 253 110.96 1.08 4.74 267 1171.05 6.6 28.95
N 6 6 6 6 6 6 6 6 6 6 6

MEAN 20.93 28.65 137.723 26.33 126.625 0.990 4.728 241.7 1154913 6.63 31.747
S.D. 1.51 6.40 34.330 6.24 33.437 0.091 0.228 18.8 46.418 0.83 3.929
S.E. 0.62 2.61 14.015 2.55 13.651 0.037 0.093 7.7 18.950 0.34 1.604

Dunnett's t 0.7767 0.2963 0.8488 3.8357 **
Steel's t 2.8823 * 2.8823 * 2.8874 * 2.8823 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-1
STUDY NO. SR11138
Absolute and relative organ weights

TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 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 10°%
161 18.8 50.6 269.15 453 240.96 0.85 4.52 221 1175.53 6.5 34.57
162 214 90.0 420.56 81.5 380.84 0.99 4.63 239 1116.82 8.7 40.65
163 21.5 116.0 539.53 103.6 481.86 0.80 3.72 249 1158.14 7.8 36.28
164 21.0 68.4 325.71 61.7 293.81 1.08 5.14 229 1090.48 5.7 27.14
165 20.8 69.5 334.13 64.0 307.69 0.99 4.76 236 1134.62 6.3 30.29
166 21.8 64.2 294.50 59.9 274.77 1.09 5.00 266 1220.18 8.3 38.07
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.88 76.45 363.930 69.33 329.988 0.967 4.628 240.0 1149.295 7.22 34.500
S.D. 1.08 23.15 100.195 20.37 87.672 0.119 0.501 15.8 45.870 1.21 5.013
S.E. 0.44 9.45 40.904 8.32 35.792 0.048 0.204 6.5 18.726 0.50 2.046
M/C 2.3201 3.5613 2.9102 4.1188 2.8843 4.9392 10.2309 ** 1.8826 2.5275 3.1241 5.1203
F 0.5499 2.1005 2.111 2.5174 1 2.4874 1 3.5075 * 1.9069 3.6544 * 1.4933 1.8485
H 13.1679 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-2

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 20.0 34.5 172.50 332 166.00 0.97 4.85 205 1025.00 8.3 41.50
262 20.8 95.7 460.10 84.9 408.17 0.99 4.76 220 1057.69 7.5 36.06
263 22.0 60.4 274.55 57.1 259.55 1.01 4.59 228 1036.36 53 24.09
264 21.9 92.2 421.00 84.3 384.93 1.08 4.93 232 1059.36 9.4 42.92
265 22.1 57.9 261.99 532 240.72 1.08 4.89 266 1203.62 7.8 35.29
266 21.4 60.3 281.78 56.3 263.08 1.01 4.72 244 1140.19 7.3 34.11
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.37 66.83 311.987 61.50 287.075 1.023 4.790 232.5 1087.037 7.60 35.662
S.D. 0.83 23.18 107.788 19.92 92.066 0.046 0.126 20.9 69.944 1.35 6.684
S.E. 0.34 9.46 44.004 8.13 37.586 0.019 0.051 8.5 28.555 0.55 2.729
Dunnett's t 0.8759 1.0481 1.2098 1.5552
Steel's t 0.4010

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-3

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 20.3 44.6 219.70 42.7 210.34 1.01 4.98 224 1103.45 5.5 27.09
362 20.8 47.0 225.96 41.5 199.52 0.92 4.42 217 1043.27 6.4 30.77
363 22.1 50.1 226.70 46.3 209.50 1.03 4.66 250 1131.22 7.1 32.13
364 20.4 69.3 339.71 63.7 312.25 0.93 4.56 212 1039.22 7.5 36.76
365 22.4 66.2 295.54 60.3 269.20 1.11 4.96 272 1214.29 7.3 32.59
366 22.0 78.8 358.18 71.8 326.36 1.03 4.68 228 1036.36 6.9 31.36
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.33 59.33 277.632 54.38 254.528 1.005 4.710 233.8 1094.635 6.78 31.783
S.D. 0.94 14.00 62.101 12.59 56.059 0.071 0.222 22.8 70.482 0.73 3.123
S.E. 0.38 5.72 25.353 5.14 22.886 0.029 0.090 9.3 28.774 0.30 1.275
Dunnett's t 1.6717 1.8431 0.8184 1.3654
Steel's t 0.1601

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-4

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 20.2 35.1 173.76 32.8 162.38 0.96 4.75 222 1099.01 6.3 31.19
462 19.3 54.6 282.90 50.1 259.59 0.91 4.72 241 1248.70 9.2 47.67
463 19.8 64.1 323.74 60.2 304.04 1.09 5.51 270 1363.64 8.9 44.95
464 21.4 65.4 305.61 455 212.62 1.05 491 259 1210.28 5.1 23.83
465 22.4 46.1 205.80 42.4 189.29 1.16 5.18 264 1178.57 8.9 39.73
466 22.0 56.0 254.55 533 242.27 1.07 4.86 250 1136.36 8.5 38.64
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.85 53.55 257.727 47.38 228.365 1.040 4.988 251.0 1206.093 7.82 37.668
S.D. 1.26 11.44 58.380 9.46 51.037 0.091 0.303 17.5 93.532 1.70 8.851
S.E. 0.51 4.67 23.834 3.86 20.836 0.037 0.124 7.2 38.184 0.69 3.613
Dunnett's t 2.4545 2.4821 1.5656 1.4188
Steel's t 1.2810

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-5

STUDY NO. SR11138  TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)

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 1000 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%
561 21.1 60.5 286.73 58.3 276.30 1.05 4.98 237 1123.22 5.2 24.64
562 20.5 89.0 434.15 83.7 408.29 1.08 5.27 253 1234.15 6.4 31.22
563 22.4 93.0 415.18 81.4 363.39 1.17 5.22 253 1129.46 6.9 30.80
564 21.6 93.7 433.80 80.1 370.83 1.17 5.42 254 1175.93 7.8 36.11
565 21.8 63.6 291.74 58.9 270.18 1.20 5.50 276 1266.06 6.5 29.82
566 21.5 70.2 326.51 64.8 301.40 1.13 5.26 261 1213.95 4.7 21.86
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.48 78.33 364.685 71.20 331.732 1.133 5.275 255.7 1190.462 6.25 29.075
S.D. 0.64 15.27 70.721 11.82 56.874 0.058 0.180 12.7 57.670 1.13 5.086
S.E. 0.26 6.24 28.872 4.82 23.219 0.024 0.073 52 23.544 0.46 2.076
Dunnett's t 0.2087 0.0426 3.5582 ** 1.0284
Steel's t 2.5621 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-1

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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 - - - - - -
Mitosis, endometrial epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

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

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Uterine cervix: Hypertrophy, mucosal epithelium - - - - - -
Vagina: Thickening, mucosal epithelium - - - - - R
Mucus secretion, columnar surface cell - - - - - -
Keratinization, mucosal epithelium - - - - - R
Cellular infiltration, neutrophil, mucosal epithelium - - - - - -

-> Normal.



INDIVIDUAL DATA 5-2

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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 - - - - - -
Mitosis, endometrial epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

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

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Uterine cervix: Hypertrophy, mucosal epithelium - - - - - -
Vagina: Thickening, mucosal epithelium - - - - - R
Mucus secretion, columnar surface cell - - - - - -
Keratinization, mucosal epithelium - - - - - R
Cellular infiltration, neutrophil, mucosal epithelium - - - - - -

-> Normal.



INDIVIDUAL DATA 5-3

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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 + - + + - -
Mitosis, endometrial epithelium - - - + - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

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

Mitosis, endometrial epithelium - - - - - -

Proliferation, endometrium - - - - - -

Hypertrophy, myometrium - - - - - -

Uterine cervix: Hypertrophy, mucosal epithelium - - -
Vagina: Thickening, mucosal epithelium -
Mucus secretion, columnar surface cell +

Keratinization, mucosal epithelium - - -

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

-2 Normal, +: slight change.



INDIVIDUAL DATA 5-4

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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 + + ++ + +
Mitosis, endometrial epithelium - - - - -
Proliferation, endometrium - - + - +
Hypertrophy, myometrium - - - - - -
Left uterine horn: Hypertrophy, endometrial epithelium + + ++ + + +
Mitosis, endometrial epithelium - - - - - -
Proliferation, endometrium - - + - + +
Hypertrophy, myometrium - - - - - -
Uterine cervix: Hypertrophy, mucosal epithelium ++ ++ ++ ++ ++ ++
Vagina: Thickening, mucosal epithelium +++ ++ +++ ++ +++ +++
Mucus secretion, columnar surface cell + + ++ ++ -
Keratinization, mucosal epithelium + ++ - - ++
Cellular infiltration, neutrophil, mucosal epithelium - ++ + - - -

-2 Normal, +: slight change, ++: moderate change, +++: severe change.



INDIVIDUAL DATA 5-5

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
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 + + + + + +
Mitosis, endometrial epithelium - - - - - -
Proliferation, endometrium - + - - + +
Hypertrophy, myometrium - - - - -
Left uterine horn: Hypertrophy, endometrial epithelium + + + + + +
Mitosis, endometrial epithelium - - - - - -
Proliferation, endometrium - + - - +
Hypertrophy, myometrium - - - - -
Uterine cervix: Hypertrophy, mucosal epithelium + ++ ++ ++ +++ ++
Vagina: Thickening, mucosal epithelium ++ ++ ++ +++ +++ ++
Mucus secretion, columnar surface cell ++ - ++ - - -
Keratinization, mucosal epithelium - - - + ++ +
Cellular infiltration, neutrophil, mucosal epithelium ++ ++ ++ - - ++

-2 Normal, +: slight change, ++: moderate change, +++: severe change.



INDIVIDUAL DATA 5-6

STUDY NO. SR11138 TITLE : 1,1,1-Tris(4-hydroxyphenyl)-ethane Uterotrophic bioassay (s.c.)
Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP: Group for detection of estrogenic activity ; Positive control (EE 0.2 pg/kg)

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

-2 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

tem 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 %

Actual
2955

Cayman Chemical Gompany 1180 E. Elsworth Roud  Ann Arbor, M US 48108
Phone: (800) 3649697 (734) 9713335 Fax: (734) 8713840 Webslta: www.cay com
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