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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 Triphenylsilanol
(SR11134)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of
Triphenylsilanol (SR11134)

General appearance of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of
Triphenylsilanol (SR11134)

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

estrogenic activity in subcutaneous uterotrophic bioassay of
Triphenylsilanol (SR11134)

Body weight of ovariectomized female mice for detection of estrogenic
activity in subcutaneous uterotrophic bioassay of Triphenylsilanol
(SR11134)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of
Triphenylsilanol (SR11134)

Autopsy findings of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of
Triphenylsilanol (SR11134)

Autopsy findings of ovariectomized female mice for detection of anti-
estrogenic activity in subcutaneous uterotrophic bioassay of
Triphenylsilanol (SR11134)
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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
Triphenylsilanol (SR11134)

Table 8 Absolute and relative organ weights of ovariectomized female mice for
detection of anti—-estrogenic activity in subcutaneous uterotrophic
bioassay of Triphenylsilanol (SR11134)

Table 9 Histopathological findings of ovariectomized female mice for detection of
anti—estrogenic activity in subcutaneous uterotrophic bioassay of
Triphenylsilanol (SR11134)

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

5-1~5-5 Histopathological findings
Appendices A
1 ARBR A E (2011 42 09 A 21 A)
2 Wi E (2012 4F 03 A 14 H)
3 Certificate of analysis(10006486)
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=R

Triphenylsilanol @ 30, 100, 300 3 & TX 1000 mg/kg & 1 FECOE 6 VLD YFESE HMEM:~ &
A 7T BEIREE TH#E L, FEREEOEILS =R bua X U EHOAEIC OV THRF LT,
& 5|2, Ethynyl Estradiol ZFHEG LIZBOFEEBEOEMAND, PioA buZ AfEHOA
BEIZOWTHEE L. UTF O %572,

L —feRETIX, =R b XU EARHEES K OPI= 2 b a7 UAERBRHBEO W b 35k
WE G OB bR T,

2. REHBTIL, =X b UAERARHBEER L OB 2 e 7 UAERAR A O 1000 mg/kg #f
TG 6 HHWT 7 HURBRICAH B RIRMEDFED bz,

3. HWRTIX, = A bua M AEHBREBEES L OB 2 e U ERBRHEED 1000 mg/kg BETHF
TR AR K F5 I OVINERE & D BIRAL 72 & QN AR D ZERE TR DTz,

BEHETE, =2 bl AR OHBRME R GAHO T2 EE ISR ER G 0%

BIIRD LN hoTe, —F, i X b AEABEEETIE, 30 mg/kg UL O T E

HORAE H D WVITREFE AR BT,
s, =2 b FAERRHEED 1000 mg/keg Hf THFIRO#EX I L O B & IS & & i,
Il Dffset B A B RARME, Hlm X b e S AR IERED 300 mg/kg FECHFlB o FH T E &
ICHEZ2EE, 1000 mg/kg #f CHFIR DM Fs J OMHREE &, B s> kA B 7S B e @i s
D b,

5. P A b u U AEARHEHC OV T EE L2 REREE SRR Tk, BE BHCRO b TV S
TA RS URRIER LB Z LN D S B, FEAHONE LEOZE R X O E o
K. FESEBORE LEZOERICENENFIETD & 5037 L — FIE T2 30 mg/kg BA LD
FECTROONT, £, FEAONEE LEZ O HOBIERED I L O 5 SHE ORI 15
OIF P ERIZE OV A 100 mg/kg LA EORETEE® HAL, 1000 mg/kg FETIXFEHAHONI k-
Bz D AT BRI F J OB SR O IEE B2 o A BB 233 BTz,

B~
2

ﬁm

PlEDz Lt ARERSAE T Tk, Triphenylsilanol = ka X U AERIZEME, Hi= X
ka7 AERITEGM & fidm Sz,
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Triphenylsilanol @ 30, 100, 300 35 X ® 1000 mg/kg Z# 1 BEIC-DX 6 PLoOYNELEE HMEM:~ ™7
27T BRI ER THRE L, +EEEOZLb A ha X AEHOFEIZ OWTRET LT,

X 5|2, Ethynyl Estradiol ZfHZEE LI-BoOFEEHEOELNS, JimX ha X AEHAOH

BEIZOWTHIE LT,

1. #ERYE
EN
Gl
CAS &%

B AR S

BT

1 2C

4TI

WE bR P

B L OJ7 1k
: Triphenylsilanol

B = N w =S NN A el L AV

: 791-31-1

AbFRIE ; (3)-2638

: Cyall,0S1

Si=—Q0OH
:276.40 Y
: L B, FEER~ER. AR~IZEA Y AR, ER
b\l)
[EL = - 154. 4°C (Appendix 1)

BREPE ;7T B UACEE, KICRE

:99.9% (GC. Appendix 1)

,4,
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VAN
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CAS & &
5rf
BUEES

W 7e 2+
Batch number
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TRAFSRAF
TRAFS T

e

it FH A PR
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126 gX2 A (BEERAER & HLH))
DR R FICRWTIRE Y, RIS 2 & FFH Ligd o7z

72, FEEE TRICHMEO I 21TV, MEOK TR 2N &
% iEER L7~ (Appendix 2),

D RERE R LU CAREITICRE Lz Vo RIGPET R T FIE L TR

T2 Lo TNl V) ARBRTIFFE L Rh o7,
RERT TV, Bl & ORMMERME N SBEL TRE L

- 1)

— o

PR E R E O mIEE

(FEMHPH 2~10°C, ZANDH 2011 412 A THET
6.7~7.5C., 20114 12 H 8 ANHEEKRTHET)

DB PRER A L, WVAATEY | IR, BER K OIS

it 22k 51z Lz,

CAVEEME BRI ~ 7 & LD50: 180 mg/kg V.

FERHRH D, s IR Y,

Lo T,
: BAERER OB G HEAEK TR, BERI T 572012, PEEBETEY

& LTI LT,

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

: 296. 40

: Cayman Chemical Company

s RIS T3t

: 0422603

: 99.5% (HPLC) (Appendix 3)
HRIERIA

L BRIV E RAFE O I R

[FEMFEPH —28~-24°C, 201149 H 29 H (Z AN) o &G T
H % <]

1201248 H 17 A
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3. XfEE

4B : AR A 7
REFEE DY o BB
7y R : 109043

PRAFESRAt: ;=R

it FH A R D 2014 4E 9 H

4. PeHIROFHE

(1) BB E

AT 1% CBRE AR L. BARER G AU 7T MICETEDREIC A D K
IR E T2 13 S B 7,

A LA o R

L o R DTV =V RUFEFEHAL, v A7 RE TR X OMREIRSE S
ZEM LT,

BABGIRONE R T A0, EEEREFEM L L TR LT,

(2) bt F'E

AT ik LRl IR A REFE L. 99. 5% =& J — VIZIAfER . BARSR)E
AV TMEMZCART v F L, =4 ) —LOEITERI
BEO5%UNE LT,

AR B E ETIC L EFRR L7,

¥ 5.3 DARAESAE DR EREICAN., REHRFELE,
P 56 DRI - BRBR I R D PR L AR A R
[FII&IFH 21. 5~24.2°C. 2011 4E 12 A 13 H GARLA) 765

“THET]

BHROEHAMIR 28

R EovER V= R_RUFEBRAL, v A7, RETFRB X OREIRES
ERLZ,

PR G DO ALE D BEABLGY T D To 0N, BEREBEIEM & LTI LT,

5. akBR 1L
(1) B R
- SR : <7 A, C57BL/6]JmsSlc
A Wt i) : SPF
A PEFES : ARz 2R L — A&t
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WMAEME=2V T EWEEEERLV T2 EAF LI,

By R B vy AFBEERBRE TEE AL W IEETHY . T
W23 SNTZRBRICB W THER SN TWD Z b 2O R A
BE LT,

FEIEENMEL : DN BLA i 72 T

B SR HH IR 30 i . 6

52 N IR fi L 7

HH f AR (A B RL : 15~20 ¢

SN RN :15.0~18.2 g

P - BR A IRE 3 i : 8 I n

FE D11 B

F RV EL ;6 L

(2) % B L OEIE

e 751k D MORREBIZR A 1 B 1 RIBIEE L, REE & 5 ARER X OBEY (T RF
(B 5-BRbaRITH) ZHIE LTz,

A Bk 7 HETo 6 HIH

M L OWIEEIEhIc, BEIEEEO ohieholz,
(3) BET

WPz Fs J OB I 520 L 7z — iR BB 3 LR ERERAIE O R 2 5B I12 LT,

OB AOEEZRE Lz, T7hbb, & 12 LEx5Is, Bkl L OBIMEIRE T
H OREREIZESN T, &5-B 607 B I B EEIE AR A X BREO PR E R —
2722 KO ICBET T 24TV, RIS 92 66 ILa 3k L7z, Zh b o@hoREH
PHIZ, 17.5~20.1 ¢ TH VY, FHAE(18.66 g) DE20%LUNTH D Z & 2R LT,
B DA TN 6 DLIIHE 5P BICERER D DRI L, BEERIETIEE > TR
WIS H T,

(4) @I L O — 2 DRk
EBiEY) DHPET b B R TREICEI AT AR 21T o 7o,
filEr— D RE T RN T VISR SR L U0EE SR L. &0 —

T ORIHICHER LT,
FEY TR T ~VVICRIRE 5. B S K OEWE 5 & BIE
L. &7 — Y ORIEICER LT,
(5) B &
1) fHRE

il B =& 1301 5=
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TR - Y : 2243 (FEHIEEF 20~23°C), 50+E20% (FERNEIFE 47~56%)
/I : 10~15 [A] /e
FE B R R o NIHEBT 12 BER (8:00~20:00)

YT EORELS I ONBEZHFAEHEL, RENPRBDLNRN L 2HR LT,
2) fAHw I L OB HIE
Ir— Y ORI : 77y MR R HER - — 2 (260W X 380D X 180H, mm)
1 r—Y b0 ONEEEK
D BIE R X OBIMEIIRI I 2 720X 5 U8, B RIE 3 ThE L

72

I — VR C BEAY BRI 1 RIEME L7,

Z M AZHA D 2[R FEHE LTz,

i B 2R A4 D BESY TR 1 (Bl L7,

H B KL E DKk =
I 1A FEE L7,

EAN DTG c 1A 1 [ESEk LT,

ENOIHE P R EER LU 3 R RMHER | B AL TR AT
THHERMEEL 1A 1 [AERE L,

3) flkt

TS - 2R : [ERLEREE, CRF-1

7y hES : 111011

UGS DAY A OVERRE TR A

KB T SRR A VT HBICER ST,

IGYE B L OAE YR

D ARBRICER AL RFTRNO S HIERME H 5 VITMAEY OF
A A LZr Y FOFEHZ DWW T Lz, 5%WE D5
Brid Eurofins Analytics #E (0T #E= « AR-11-JP-002889-
01) A3, AR AL EDRI S 3 (T ak B &

11603-148) WENENAT T2, T — & ZfBHLEEE 5
ATF Lz, SHTEE &AM EE (LR SVERrFERT
DIFEBRAEFIRE I L7z, SFORR. WIhoEAICH
TR A2 DT D bR o T,

4) FOBHK
K : FLWE 7K IE K
(ERIRES : HEG A E 2 D CH BB S 7z,
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1G9 E A D BRI R RIETRNOH DR ME OA A | 2011 4
10 H 3 BB XN 201248 1 A 5 AIZ 3480 = ORBLE O e R s
MOFEHE BRI L TN L, 0TI B AT RS OKE
FRATHE R ZE - No. A233146 35 L UY A234348) 23T\, /#rHEH &
FFAMEIIRA S (LG R RV TERT O EEERREFIEE (2
LT, HTORER, WTILOEBIC bR A 2 5 IR

LR T,
(6) BERME D5
1) BHEOKRE
P 5B 0 CRFEREE) . 30, 100, 300 33 LT 1000 mg/kg & L7z,
A E B : Triphenylsilanol @ 40, 200 33 X T 1000 mg/kg Z Mt~ 7 A

(27 AFAE R TG L7z Ttk GRERZE 5 : SR11134P) T
IX. 1000 mg/kg HEDFIRRET L CHIRIC BRI E 4 5- 12 K 2 FME
2k (PR 72 & N/ NEREE O IR L) 2358 DAL= 23, o
JERITEREZEAETHI OFBUIE L BOETIE R0 2T,
200 mg/kg LLF ORI IIHERWE G DO BITFED B 7Rin-
7o THHOZ e, JRESH~ Y 2B T 5 TR EF=
JERFBRDO = A b 7 AR L LT, mHEZ 1000
mg/kg & L, LLFAK 3 Thr L7z 300, 100 35 L 830 mg/kg
FENTNHEAER, PR SRS LOMRHEREE L TRE
L. XHHRWE DB % BT #4532 faths iR LOEE 0.2
ne/kg & J N H-9 DIGMERIREE AN A 7251 6 BE&2 Rk T 72, Bt
T A ~a S AERRBHEEE LTid, RRD & RIERIC 1000, 300,
100 36 K TY 30 mg/kg DHLERM'E (B T#5) 1M A TEE 0.6
ne/kg (B2 F#E) Z[FRFICH G+ 2 4 BEARE L. xHHMWE

(2 TH#45) 2 & TEE 0.6 pg/kg (B2 F#5) & RIRFIZ & 55
2 Bt B (BE B) 2N 2 7231 b BEA R (T 72,

AEREEORERK
EE BRI E

B & IR BB IR B (@)
PBR A (ug/kg) (ug/mL) (mg/kg)  (mg/mL) I
<A hu b7 AERBREED
(=3P ichisan - - 0 0 6 (151~156)
fEH Bt - - 30 6 6 (251~256)
HRARH SR - - 100 20 6 (351~356)
Hh o R E - - 300 60 6 (451~456)
i R - - 1000 200 6 (551~556)
B et B 0.2 0.4 - - 6 (651~656)
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LA b a AR BRHED

EE Bf * 0.6 1.2 0 0 6 (161~166)
& +EE BE 0.6 1.2 30 6 6 (261~266)
FRAE A B +EE R 0.6 1.2 100 20 6 (361~366)
rp v B +ER REH 0.6 1.2 300 60 6 (461~466)
15 & +EE #E 0.6 1. 1000 200 6 (561~566)

*1 W E (ARG A Y 7)) 2 B2 TR 5 L,

*2  EE 2 PG LTz,

*3 : REWE (AARIER AV 7)) 2% TG, BE 2 TG Lz,
*4 . YRR B Gk T eG4, BE R TR LTz,

2) &5

O #HRYE S L O Rm'E

B 5515 L O RBK
HEEHEOME 10% % /) —/VTH#EER, 74 AR —F7
NERSHBLIOT 4 AR—F T ALY D% AW TERIZE T
BeH LT,

e 5114 c1H 1R, 7 ARG L,

Beh vk, FEHRE R X O G5k 0% E HE
[REEH A T4 ] 255 L Lz,

B 5 ©13:03~15: 12
R :5 ml/kg & L7z, BEEROE G EITRS B OEREIZIESNT
B L,

@ s MmE
B 55 iER LU GR %
TR b u g AR R
D R P O A 0% X /) — )V THER, 74 AR—%7
NEREB IO~ 7o ) o UEHWTR TG Lz,
L= R b u s R R
; XHRE (AR G AV 7 M) &2 W ITHERME A K T#RE L
7RI, WEHEREOMAE 10% =% 7 —/LTCiH#EL, 71 A
A= T NERHB IO~ 7 ) P HWTE TS L
77
£t EEATIE c1 H 1R, 7 HEERRS L,
Beh vk, GRS X O G150 % E HE
RBETA KT 255 L LT,

B 554 - 13 : 50~15 : 59
B RE 0.5 mL/kg & L7, BEKOE LK EITHRG A OKEIZHESH

7107
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THEM L,
(DL, WER L OHREEHR
DLFOHEBICOWTHEM Lz, &5 B8 bGHGH 25 10 LTRR L,
1) —fxiRRESILE

Bil% : A

HTH] B 1ANSCEE T EORAOHKRA £ T,

BRSE R O GATCFRD . &E% L) oFt 2, 2iE L. HiA
AR 1A,

B Ml 2 OB DAEIE, AL, TTEVFEICOWTEBIZE LT,

2) IRTEMNIE

Bl : 2

HIE A 51 HBHEE T HETOEHOERGHIZ L IZHIR A O
ATFRICHIE LT,

HIE T : AR ILRFE (GX-2000, RSt =— - 7 K- FA) &M
WTHIEL, 0.1 g HAL TRk LT,

3) Hkg

Bl el

T A R s kAR G D 23~25 BRI IC G L7,

e 51k RSN R ABIEE L. T VRREE N CRULIC KD RIS, 42

B OE -k ZNIRMICBIE LT, TV CILEKRAR
BT ORI ZRE LT, TERB I OEL 10% M E
A<V RICEE  ARTFELT.

4) FEEEE

1l 2l
Hr : kR
7 571 TR IR (BR-180A, BRRAH: —— - 72 F - 74) %

WTHEERL 0.1 mg EBALTHIE L1,
S EEETIFENEE G AT EE (et weight) B I ONFEEED
—EBAGIB L CHFEWNIKRZBRW=EE (blotted weight) IZ-DW

THIE LT,
AR EE O LTRSS EEESR T L,
wrm (1050 oo B (mg)
fHxrEE (107°%) AR EE (o) X 100
5) JRERARAR AR
%% CRREEENEORE., il X b X U AEABRHREO - EEE

— 11 —
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(2. 30 mg/kg LA EORETIRMEMAA 2378 B4, 30 mg/kg FED
wet weight O#fixtds K OYHKRIE R, 1000 mg/kg HED wet
weight O B EIZHFH PRI A BEENRD Lz, #i
T A ha U AERBHERC W TR THE L7,

ke XTI 4 EAMBEYI L, N R v oAU R AR
ERLLCHIRR LT,
INE - MR CFERB IO
. EEHER

REB LOWEEEOMEIC OV TEEERS L OMRHER AL F i L, Bartlett ORE
BTV, B Z T LTz, 08 (p>0. 05) D& 13— Jold & 57 o ik TREMT
L. RE558 (p=0. 05) DA 1T Kruskal -Wallis ORERE TIRNT L7z, — TR E DB
BrofbR, BEENHLITZE (p=0.10) 1% Dunnett ORREVEE FIVW TREMEXT R & 5
WX EE #E & Ol & 1T o 72, Kruskal-Wallis IEOfENT OSSR, AEAENALNIZHA
=0.10) 1% Steel DIRETEE F W EEMERTBE S 5V ME EE BE L DI Z1T - 72,

F2 ek BRI &> 2 WM BE B & D ILERREIZ DWW T, AEAKEEL 5% & LTz,

1. —RRE

— AR AE D RkAE 2 Table 1 38X Y2, INDIVIDUAL DATA 1-1-1~1-2-5 2R,
(1) =R bl AFRAR TR

WFNOREGHETHRFITRD bR o7,
(2) P A bR

WTNOREGHTHREITBO bNRd o7z,

2. IKH

REOMAE% Figure 1 3 L2, Table 3 3L T4, INDIVIDUAL DATA 2-1-1~2-2-5 [Z/R
B
(1) =R bl AERAR TR

30, 100 3 KT 300 mg/kg HE7e & QNG FRAE Tld, BRMExh R & el L CTHEZR 21
RO BRI T,

1000 mg/kg BETIX, &5 7 A ¥ O B ICHEHERICA BREMARRD b,

7127
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(2) Prm A bu X AEHAR R
30, 100 3 XUV 300 mg/kg BETIX, EERE L LG L CHEREITRO bR o T2,
1000 mg/kg #ETIL, 5 6, 7 HI X OB B IZHEFHFIICAHERIEENRO bivl,

HIR

HFIMFT LA Table 53 K16, INDIVIDUAL DATA 3-1-1~3-2-5 (27”7,
(1) =& ;o AR R

Bath e BREZ 5 NS 30, 100 38 K TR0 300 mg/keg BETIE, BHEFTRITRD ST,
1000 mg/kg #ETIX, FFIROIERD 2 )72 & ONT/NEREE O BIR(L2S b I CRO bz, &
7o, MIRBROFERMEA 2 B, B 5L T do 2 15 HB B R 2 1 A IERIAY 6 6] (R 4]) TR b
77

Bo et BRI Cid, SHEPTRITEE D b ieinoiz,
(2) Pr=A ~a b o ERRBRHEE

EE #£72 5N 30, 100 38 LTV 300 mg/kg BETIE, BEFTLIZRD SN2l

1000 mg/kg BETIE, FFIRDOAEKR DS 4 172 5 ONT/NEREE OB L 6 Bl TR bz, %
7o, MIRROZEMEDS 2 B, B GHNL T o D 50 B & o A RIS 6 f TR b7,

4. WWEHE

SRE OMexts X ORI E &% Table 7 38X 0U88, INDIVIDUAL DATA 4-1-1~4-2-5Z/R7,
(1) =R bw b AR

30, 100 38 X TN 300 mg/kg HETIE, FRMEXHARE & L L THEZRZEITRRD b ieinolz,

1000 mg/kg HETIX. IFIEOHMxtFs L ORI ERICH B2 S E, &IF O B ICF B R K
RO b,

Bt BBRETlX., 5D wet weight B3 X M blotted weight D#faktd L OMARIEEICAHE
IR BTz,

(2) Fi=R b AEAM R

30 mg/kg BETIX, H D wet weight Offixfds L OMHXIE &I BE B & bl L THE K
fE. blotted weight (ZARMEMHAIAFE D HALT=,

100 3 L300 mg/kg BETIT. 7= D wet weight 3BEL W blotted weight D EEIZHEF
W72 B 7 2 PED IR WMEMEE A 2338 B A7z, T, 300 mg/kg FEDAFIROM X EEIZHE
7R E R BT,

1000 mg/kg BETIL, 75 D wet weight OHExtHEEICHE/2KfE, blotted weight (ZKAH
1A, AFlEOHE 3 K O B &, BIRO M ERICAH B @ ERR O bivl,
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5. S BLAAARSE RO B A

e 2 kv 7 AR RE O R B RUFT . % Table 9, INDIVIDUAL DATA 5-1~5-5(C
Y

BE BE T, TEAFICAN LR OB (R 6 # : 2F0) . 22hafb (B 4 1) 3 L O
ZLOEE 4 B)) . PNBEOD IR (P45 6 f5]) 5 &L OV ERIRE (BREE 5 61, FhA5EE 1 491) 72 & ONC
f e DRAER (BEEE 3 1), A 5ESE 3 f5) . - SHER RGN LR DR (A5 2 51, B 4 f3)) |
A (R 2 B, A5 2 f5) d6 K OV BRI (B FE 1 1)) . I TRKIEE b fz D IR (B 6 f51))
B L OAAE (FEE 6 61) iR Sz,

30 mg/kg BETIL, T EHAMICHNEE EEZOIEK (P 6 51) . 22hafk BRE 1 6)) B L OBy
ZLOREE 5 B) . IR HFE (R AR EE 6 f5]) d6 L OV Hh ERIRAE (BREE 6 1)) 72 & QNS i 8 D IE K
(BRJE 5 ], RS 1), e SR B R O RER (R4 3 5, FERE 3 ) . b (WRE 3
Bi) 3 K OV P BRI (IR EE 1 ) . LRI B R D BEJE (FRFE 6 f3]) 35 & OV {b (B 6 f31)) 203
O BT,

100 mg/kg BETIEL, T EAMICHNIE LR OIEK (R4 6 F1) . Z2hafk (R 1 61) 3 L O%%
Gy (BRI 2 B1)) . PR OO EAE (F 5 6 f51]) 3 L OV HRERIRE (B8 5 51, a5 1 ) 7e H O
(AR E OAER (B 5 ), HAEEE 161 5 SRR KGR LBz D K (W5 EE 4 1), EHEE 2 f51)
B RO (BREE 2 5], ThAEBE 1 ) . RE TR LR DRI (BEEE 6 f51)) . fA{b (EEEE 6 f3l) d6 &
O ERIZ T (R EE 1 41) 2338 Bz,

300 mg/kg BETIX, TEAFICANE LR OIEK (PR 6 #)  Z2fafk B 2 F) B L O
GyELREE 1 B) . PO IEAE (AR 6 {51]) 36 L OMFH ERIRAE (BRJE 6 1)) 72 & DNl 8 O AR K
(WRJE 5 ], 5 1 F)), 1B SR B OB (R4 5 F, B 1 6) 3 LU0k
(BEFE 3 31) , FERIZHREIEE bRz oo IR (EEEE 6 f31)) 35 L OV (L 6 1)) 25388 B 7=,

1000 mg/kg BETIX, T EAFICAE L OEK (P 6 #1) . Z2fafb (B 1 ) 3 L O
Gy (EREE 1 B) . NI OOEFE (25 FE 6 ) J6 K OV HRERIRAE (IR BE 4 f51) 722 © DN 8 D IE R
(BEEE 5 1, AR 161, F R SHEMICREEE BRZ DB R (FPAEEE 6 1)) d L Ok (R EE 1 f31) |
R LRI F B o IS (R 6 1) 33 L OVA b (B 6 1)) 358D B LTz,

#

plth

Triphenylsilanol @ 30, 100, 300 3 & TX 1000 mg/kg % 1 FEZ-D & 6 PEoD IR HIMEME ~
TAZT ARER TR L, FEEEOENOT X a7 AFHOFEIZ OV TRE L
72o & HIZ, Ethynyl Estradiol Z0fH&G Lo FEEEOLE(LND, oA ha sy
TER DA IEIZHSOWT bE LT,
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ZORER, WBRWER GO —BREIZIX= X e S U ERAREB L OBI= A b s
ERRHBE O WU BRI E R 5 DR BITRE O b iRino Tz,

KETE, =X b P UAERABRHES L0 2 s a7 AEARBEEE O 1000 mg/kg #ET
56 HDHWIE T BLRICHBEZRRMENGRD Hiv, FIR R Tid= X b e 7 AR RS
L= A b e AR O WIS ST O IE RS K OVNERE O R, KR o%
i 72 B N B BABAL T &b 2 1558 B2 J (Aol IR ZR D BTz,

REDOEAEZ: & CITAFIR O I K3 L OVINEREE OBRL. IROZEREIZ >V TiE, =& B
n 7 ERBERERS KO R b e S AR O W 1000 mg/kg BETAH B iU,
BRERGDORBLEEZ DI,

FIRRFT HLC 2 B AV T2 30 B CABRLIZ DUV T, BRI B DN B G-I R L7 b o L %2
I, BEFHRERIIRNEBZ O,

HEEETIE, =X br S U EHBREEE OB ER 58O FHHEEICHRWER GO
EENIR L AEBRE IR b a S UERIT e LR LT,

—Ji. BERREC I TR EEOAERGMEARO b, ZOE(KIT EE 2ih Lz L
& D=2 b AR OBIEROS &Il LT,

prm 2 e S AERHEETIE, 30 mg/kg PALORE T H EEDIKESH L VIR A
RO BTz, ZOEN D ARERWE DT A bu AR RSN ), ilm A fr
T AR RIS DWW TR B PO R A & S L 7RSSR, BE BRICRO b TV H T X b
FURMER LB 20N DEID S B, TEAMONE LR OZRbE KOFEOER, 75
SR DKM bR DB R E B 8 D5 T 7 L — RIKT2Y 30 mg/kg UL EORETH
o, £, FEAMONE LR O HOFIED 3 KO- SRR ORI 2 o 4fh
ERIZE DI KDY 100 mg/kg LA EDOFETEE® H AL, 1000 mg/kg #f Tl A ONEE LR i
FEKIZE I X O E SE ORI RO AIZHIEGRD RO bivTe, Ziub O ki, #ER
WEIZE D2 bu S U RRIEH O EZRET 560D EEZ bk,

iz, =X bu 7 AEMBEEED 1000 mg/keg B THFIRO M 36 & O B &ICAH H e &

i, B O HEICABERIKE, fte=R b o7 AERRHEED 300 mg/ke #F THH O X
HEICAEREME, 1000 mg/kg FETHFIROM G 36 X OFEXTEE, BIROMX EEICAE R
RO bz, Zh b DB BT, B EKRGICEE L TR L-H#EEbEEL bR
76
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g =2A
T

Triphenylsilanol @ 30, 100, 300 35X T} 1000 mg/kg % 1 BEIC-D & 6 DL YPELEE HMENE~
TAIL T AEKER TG L, FEEROZENDTA Fa A OAEIZ OV TR L
72 S 512, Ethynyl Estradiol Z{OFH&EG L0 FEEEOE/LNDL, PLo A fu v
TEROAIEIZHSOWT bE LT,

ZOfRER, = A Ma S AR CIE T ERERICERWER G ORI REHRY
oA ba AT LB Lz, —F, Pl R b e S U ERBHEETIE. 30 mg/kg
U EOBETTEEBOKMESD 5 WIXKEME M 23580 b, WEMKEENRE = A ke s v
FRIE L Z 2 o252 (FE Ao RO ZE b KO EOIEKR e b NN E &
DG E, FESE ORI ER O IBR IS K ORI 1Bz Ol R ERRE) (IS B E08D d H ik 7
L— FE T E2I3HEDBR O biv, AERYE O A b o 7 AEIEME & e S vz,

iz, =2 ba M UAERABREREERB X OB A o ZF U AERABRHERED 1000 mg/kg B TR Y- 6
HHWT T HURBICREOR ERERE, RO K F & OVINERE OB 722 & N D
FERRD LIV, = A ha b U AERABRHEEED 1000 mg/kg #E THFIROMaxE K OFHREEIC
AEEME, BB O EEICHERINME, i X ha M AEHBEEED 300 mg/kg #ETHF
g DAEE E &I B2, 1000 mg/kg BECHFIROME S d6 L OFHX B &, Bl MHX E &2
AEREENRD 5Tz, Znb OB T, W ER G B L TR L omEE e
b,

D N T UK B LU R AT — 2 — k
2) RALEE Web : JST OATHALAMEE DB [ A AN MEEEE] BB —1 2,
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RBREBOEEEICRELRI L L BEDh 2REER
HROEORGERETHIFERA AOTE L, FEENLERBL QO iad o, HBY
HIRBIZ LV OMT 2FREEH D LD 00, HBRHEOHENTT LTV, HEDE
THRNWI L 2R L. TOHKE. HRYHIHMEDETIZ/R<, RBEROMGEREICE
BiIlehrol- LHMW LT,
Hizid, RBRAEEOEEEICERLRIILE BN IREER IR 2T,

BRI OBRE
THEOBHZRBIETH 10 £/, B LAYRLMHEN BEHEERICRET S,
FOHRDRFCOVWTHRBREEE L OBBILLVRET S,
O RRNHEFBLURBRIHEELESE
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A 1) BEERE - Mk
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Body weight (g)
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—— Negative control (Olive oil)

— B - Triphenylsilanol 30 mg/kg
---A--- Triphenylsilanol 100 mg/kg

i — O— Triphenylsilanol 300 mg/kg

— O— Triphenylsilanol 1000 mg/kg
—2— Positive control (EE 0.2 pg/kg)

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 Triphenylsilanol (SR11134)

*: Significantly different from the negative control (Olive oil) group at p=0.05 (Dunnett's test).
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— O— - Triphenylsilanol 300 mg/kg + EE 0.6 ng/kg
— O— Triphenylsilanol 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 subcutaneous uterotrophic bioassay of Triphenylsilanol (SR11134)

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



Table 1

General appearance of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Triphenylsilanol (SR11134)

Group Findings Administration period (day)  Autopsy
1-7 day
Negative control (Olive oil) Number of animals examined 6 6
No abnormal findings 6 6
Triphenylsilanol 30 mg/kg Number of animals examined 6 6
No abnormal findings 6 6
Triphenylsilanol 100 mg/kg Number of animals examined 6 6
No abnormal findings 6 6
Triphenylsilanol 300 mg/kg Number of animals examined 6 6
No abnormal findings 6 6
Triphenylsilanol 1000 mg/kg Number of animals examined 6 6
No abnormal findings 6 6
Positive control (EE 0.2 pg/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 Triphenylsilanol (SR11134)

Administration period (day)  Autopsy

G Findi
roup indings ) day

EE (Olive oil + EE 0.6 ng/kg) Number of animals examined 6 6
No abnormal findings 6 6

Triphenylsilanol 30 mg/kg + EE 0.6 pg/kg Number of animals examined 6 6
No abnormal findings 6 6

Triphenylsilanol 100 mg/kg + EE 0.6 pg/kg Number of animals examined 6 6
No abnormal findings 6 6

Triphenylsilanol 300 mg/kg + EE 0.6 pg/kg Number of animals examined 6 6
No abnormal findings 6 6

Triphenylsilanol 1000 mg/kg + EE 0.6 pg/kg Number of animals examined 6 6
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 Triphenylsilanol (SR11134)

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 18.58 19.07 19.38 19.70 19.85 19.88 20.48 20.25
S.D. 0.94 0.96 0.99 0.84 0.85 1.10 1.23 1.14
Triphenylsilanol 30 mg/kg 6 MEAN 18.48 19.08 19.08 19.25 19.35 19.97 20.23 20.03
S.D. 0.65 0.79 0.86 0.99 1.04 1.13 0.99 1.20
Triphenylsilanol 100 mg/kg 6 MEAN 18.47 19.08 18.93 18.92 19.20 19.53 19.92 19.82
S.D. 0.81 0.88 0.78 0.67 0.80 0.94 1.09 0.97
Triphenylsilanol 300 mg/kg 6 MEAN 18.63 18.95 18.63 18.93 19.05 18.98 18.97 18.73
S.D. 0.75 0.69 0.71 0.76 0.86 0.99 1.03 1.09
Triphenylsilanol 1000 mg/kg 6 MEAN 18.25 18.82 18.57 18.63 18.70 18.57 18.37 18.42 *
S.D. 0.89 0.81 0.77 0.96 0.92 1.12 1.35 1.57
Positive control (EE 0.2 pg/kg) 6 MEAN 18.72 18.77 18.95 18.98 18.97 19.15 19.30 18.93
S.D. 0.62 0.77 0.77 0.74 0.86 0.94 0.86 0.73

EE: Ethynyl Estradiol.

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



Table 4

Body weight of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Triphenylsilanol (SR11134)

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 ug/kg) 6 MEAN 18.57 19.23 19.37 19.53 19.65 19.72 20.15 19.98
S.D. 0.92 0.74 1.00 0.81 0.81 0.95 0.96 1.03
Triphenylsilanol 30 mg/kg + EE 0.6 pg/kg 6 MEAN 18.40 18.97 19.17 19.45 19.43 19.62 19.83 19.87
S.D. 0.75 0.74 0.78 0.70 0.69 0.65 0.53 0.48
Triphenylsilanol 100 mg/kg + EE 0.6 pg/kg 6 MEAN 18.35 18.97 19.00 18.82 19.10 19.15 19.48 19.47
S.D. 0.67 0.92 1.05 1.11 1.08 0.99 1.09 0.86
Triphenylsilanol 300 mg/kg + EE 0.6 ug/kg 6 MEAN 18.68 18.92 18.97 18.92 18.93 19.15 19.12 19.00
S.D. 0.60 0.63 0.59 0.62 0.85 0.57 0.64 0.45
Triphenylsilanol 1000 mg/kg + EE 0.6 pg/kg 6 MEAN 18.70 19.03 19.15 18.85 18.53 18.33 * 18.62 * 18.53 *
S.D. 0.74 0.72 0.73 0.89 0.97 1.14 1.17 1.13

EE: Ethynyl Estradiol.

*: Significantly different from the EE (Olive oil + EE 0.6 1 g/kg) group at p=0.05 (Dunnett's test).



Table 5
Autopsy findings of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Triphenylsilanol (SR11134)

Negative Positive
control Triphenylsilanol 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 6 0 6
Organ : Findings

Liver : Hypertrophy 0 0 0 0 2 0
Accentuated lobular pattern 0 0 0 0 5 0
Thymus : Atrophy 0 0 0 0 2 0
Skin of administration site : Fine white granule, subcutis 0 0 0 0 6 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 Triphenylsilanol (SR11134)

Triphenylsilanol
EE (Olive oil 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Group + EE 0.6 ng/kg) + EE 0.6 pg/kg + EE 0.6 ng/kg + EE 0.6 pg/kg + EE 0.6 ng/kg

Number of animals examined 6 6 6 6 6

No abnormal findings 6 6 6 6 0
Organ : Findings

Liver : Hypertrophy 0 0 0 0 4

Accentuated lobular pattern 0 0 0 0 6

Thymus : Atrophy 0 0 0 0 2

Skin of administration site : Fine white granule, subcutis 0 0 0 0 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 subcutaneous uterotrophic bioassay of Triphenylsilanol (SR11134)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
Group animals g mg 10°% mg 10°% g % mg 10°% mg 10°%
Negative control (Olive oil) 6 MEAN 20.25 12.55 62.345 10.78 53.550 1.017 5.015 238.7 1179.753 7.78 38.580
S.D. 1.14 2.92 16.138 2.93 15.836 0.090 0.264 9.2 31.068 1.06 6.140
Triphenylsilanol 30 mg/kg 6 MEAN 20.03 14.30 71.572 13.22 66.097 1.013 5.048 237.7 1187.397 7.77 39.120
S.D. 1.20 1.37 7.929 1.49 7.661 0.103 0.300 14.7 56.350 1.02 7.577
Triphenylsilanol 100 mg/kg 6 MEAN 19.82 12.75 64.220 11.37 57.230 1.072 5.403 238.0 1200.613 7.10 35.880
S.D. 0.97 1.37 4.399 1.52 5.701 0.099 0.334 229 92.759 0.65 3.523
Triphenylsilanol 300 mg/kg 6 MEAN 18.73 14.25 76.027 12.88 68.787 1.180 6.335 238.8 1277.063 6.80 36.388
S.D. 1.09 1.49 6.072 1.32 6.138 0.101 0.823 12.6 77.175 0.63 3918
Triphenylsilanol 1000 mg/kg 6 MEAN 18.42 12.88 70.680 11.47 62.893 1.420 **  7.792 233.7 1276.395 6.02 * 32.698
S.D. 1.57 1.49 13.062 1.13 10.808 0.177 1.474 6.6 114.085 0.94 4.721
Positive control (EE 0.2 pg/kg) 6 MEAN 18.93 26.50 ** 140.340 + 23.68 + 125383 + 0.910 4.802 225.0 1188.747 8.47 44.767
S.D. 0.73 3.90 22.784 3.67 20.966 0.070 0.238 12.8 57.793 1.16 6.190

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 Triphenylsilanol (SR11134)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
Group animals g mg 10°% mg 10°% g % mg 10°% mg 10°%
EE (Olive oil + EE 0.6 pg/kg) 6 MEAN 19.98 84.93 425.687 72.58 363.188 0.980 4.893 234.8 1175.600 7.28 36.345
S.D. 1.03 10.29 53.813 8.69 39.452 0.114 0.325 16.9 70.669 0.98 3.113
Triphenylsilanol 30 mg/kg + EE 0.6 ng/kg 6 MEAN 19.87 68.42 * 344372 * 62.72 315.590 1.027 5.170 230.7 1160.315 7.10 35.808
S.D. 0.48 11.35 57.099 10.06 49.973 0.031 0.138 16.6 64.913 0.61 3.855
Triphenylsilanol 100 mg/kg + EE 0.6 ug/kg 6 MEAN 19.47 71.88 367.942 64.88 332.777 1.030 5.290 239.2 1230.830 7.52 38.493
S.D. 0.86 14.52 63.061 8.85 38.037 0.065 0.147 12.1 88.670 1.10 4.057
Triphenylsilanol 300 mg/kg + EE 0.6 ug/kg 6 MEAN 19.00 70.00 368.755 64.10 337.452 1.232 6.480 + 240.3 1265.147 7.35 38.765
S.D. 0.45 7.03 40.032 6.82 36.062 0.165 0.853 13.2 68.581 1.46 8.195
Triphenylsilanol 1000 mg/kg + EE 0.6 ng/kg 6 MEAN 18.53 * 65.52 * 354.002 60.85 328.922 1.542 + 8.337 + 245.8 1328.407 ** 7.08 38.365
S.D. 1.13 5.70 28.687 5.69 30.492 0.152 0.896 14.0 74.180 0.82 5.184

EE: Ethynyl Estradiol.

*: Significantly different from the EE (Olive oil + EE 0.6 1 g/kg) group at p=0.05 (Dunnett's test).
*##: 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 pg/kg) group at p=0.05 (Steel's test).



Table 9  Histopathological findings of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Triphenylsilanol (SR11134)

Triphenylsilanol
Item Group EE (Olive oil 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
+ EE 0.6 pg/kg) +EE 0.6 pg’kg  + EE 0.6 ug/kg  + EE 0.6 pg/kg + EE 0.6 pg/kg

Number of animals examined 6 6 6 6 6
Organ: Findings Grade

Uterine horn: Hypertrophy, endometrial epithelium ++ 6 6 6 6 6

Vacuolation, endometrial epithelium + 4 1 1 2 1

Mitosis, endometrial epithelium + 4 5 2 1 1

Proliferation, endometrium ++ 6 6 6 6 6

Cellular infiltration, neutrophil, endometrium + 5 6 5 6 4

++ 1 0 1 0 0

Hypertrophy, myometrium + 3 5 5 5 5

++ 3 1 1 1 1

Uterine cervix: Hypertrophy, mucosal epithelium ++ 2 3 4 5 6

+++ 4 3 2 1 0

Keratinization, mucosal epithelium + 2 3 2 3 1

++ 2 0 1 0 0

Cellular infiltration, neutrophil, mucosal epithelium + 1 1 0 0 0

Vagina: Thickening, mucosal epithelium +++ 6 6 6 6 6

Keratinization, mucosal epithelium +++ 6 6 6 6 6

Cellular infiltration, neutrophil, mucosal epithelium + 0 0 1 0 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. SR11134  TITLE : Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol 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 pug/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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 30 mg/kg + EE 0.6 pg/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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc
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 17.2 18.0 17.9 18.5 18.9 18.4 18.7 19.0
152 18.3 18.8 19.1 19.7 19.8 20.3 20.7 20.1
153 18.2 18.4 19.1 19.4 19.6 19.4 19.9 19.5
154 18.5 18.7 19.2 19.3 19.1 19.1 20.0 19.6
155 19.6 20.4 20.5 20.8 21.0 21.3 22.2 21.7
156 19.7 20.1 20.5 20.5 20.7 20.8 214 21.6

N 6 6 6 6 6 6 6 6

MEAN 18.58 19.07 19.38 19.70 19.85 19.88 20.48 20.25
S.D. 0.94 0.96 0.99 0.84 0.85 1.10 1.23 1.14
S.E. 0.38 0.39 0.40 0.34 0.35 0.45 0.50 0.47
M/C 1.2631 0.5978 0.6792 1.0888 0.3979 0.3633 1.2115 2.8449

F 0.2574 0.1771 0.8075 1.1525 1.1640 1.6529 3.2397 * 2.6700 *



INDIVIDUAL DATA 2-1-2

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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 18.3 18.8 18.9 19.7 19.9 20.6 20.9 20.9
252 17.6 17.9 17.7 17.5 17.7 18.1 18.5 18.0
253 18.3 18.9 18.8 19.0 19.4 19.7 20.1 19.6
254 18.5 19.2 19.3 19.4 18.7 19.8 20.4 20.1
255 18.6 19.4 19.5 19.4 19.7 20.1 20.1 20.1
256 19.6 20.3 20.3 20.5 20.7 21.5 21.4 21.5

N 6 6 6 6 6 6 6 6

MEAN 18.48 19.08 19.08 19.25 19.35 19.97 20.23 20.03
S.D. 0.65 0.79 0.86 0.99 1.04 1.13 0.99 1.20
S.E. 0.27 0.32 0.35 0.41 0.42 0.46 0.40 0.49

Dunnett's t 0.3931 0.3277



INDIVIDUAL DATA 2-1-3

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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 17.5 17.8 17.7 17.9 18.0 18.0 18.2 18.2
352 18.2 19.0 18.8 18.8 19.4 20.3 20.9 21.0
353 17.9 18.6 18.6 18.6 18.7 18.9 19.0 19.4
354 18.5 19.0 19.0 19.0 19.1 19.5 20.2 19.7
355 18.9 19.8 19.6 19.3 19.7 20.3 20.3 20.3
356 19.8 20.3 19.9 19.9 20.3 20.2 20.9 20.3

N 6 6 6 6 6 6 6 6

MEAN 18.47 19.08 18.93 18.92 19.20 19.53 19.92 19.82
S.D. 0.81 0.88 0.78 0.67 0.80 0.94 1.09 0.97
S.E. 0.33 0.36 0.32 0.27 0.33 0.38 0.45 0.39

Dunnett's t 0.8911 0.6553



INDIVIDUAL DATA 2-1-4

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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 18.0 18.4 18.3 18.6 18.6 19.1 18.3 18.5
452 17.7 18.2 17.5 17.9 17.9 17.9 18.5 18.0
453 18.3 18.4 18.5 18.7 18.9 18.5 18.6 18.2
454 18.9 19.3 18.8 19.1 18.9 18.6 19.0 18.7
455 19.3 19.7 19.5 20.2 20.4 20.8 21.0 20.9
456 19.6 19.7 19.2 19.1 19.6 19.0 18.4 18.1

N 6 6 6 6 6 6 6 6

MEAN 18.63 18.95 18.63 18.93 19.05 18.98 18.97 18.73
S.D. 0.75 0.69 0.71 0.76 0.86 0.99 1.03 1.09
S.E. 0.31 0.28 0.29 0.31 0.35 0.40 0.42 0.45

Dunnett's t 2.3850 2.2937



INDIVIDUAL DATA 2-1-5

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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 17.4 17.7 17.6 17.2 17.2 16.5 15.9 15.5
552 17.4 18.2 18.0 18.0 18.0 18.1 18.1 18.0
553 17.9 18.7 18.6 18.8 19.1 18.9 18.5 18.6
554 18.2 18.9 18.3 18.5 19.0 19.3 19.7 19.3
555 19.0 19.5 19.3 19.6 19.7 19.5 19.4 19.9
556 19.6 19.9 19.6 19.7 19.2 19.1 18.6 19.2

N 6 6 6 6 6 6 6 6

MEAN 18.25 18.82 18.57 18.63 18.70 18.57 18.37 18.42
S.D. 0.89 0.81 0.77 0.96 0.92 1.12 1.35 1.57
S.E. 0.36 0.33 0.31 0.39 0.38 0.46 0.55 0.64

Dunnett's t 3.3285 * 2.7726 *



INDIVIDUAL DATA 2-1-6

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc
GROUP : Group for detection of estrogenic activity ; Positive control (EE 0.2 pg/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 17.8 17.7 17.7 18.0 17.7 17.7 17.9 17.9
652 18.6 18.3 19.0 19.0 19.2 19.8 20.1 19.6
653 18.6 18.8 18.9 18.6 18.6 18.6 18.8 18.3
654 18.6 18.6 18.7 18.7 18.6 18.9 19.2 19.0
655 19.0 19.3 19.4 19.5 19.5 19.6 19.7 19.0
656 19.7 19.9 20.0 20.1 20.2 20.3 20.1 19.8

N 6 6 6 6 6 6 6 6

MEAN 18.72 18.77 18.95 18.98 18.97 19.15 19.30 18.93
S.D. 0.62 0.77 0.77 0.74 0.86 0.94 0.86 0.73
S.E. 0.25 0.31 0.31 0.30 0.35 0.38 0.35 0.30

Dunnett's t 1.8608 1.9912

EE: Ethynyl Estradiol.



INDIVIDUAL DATA

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
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 pug/kg)

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
161 17.7 18.7 18.7 19.4 19.1 19.1 19.4 19.6
162 17.8 18.4 18.4 18.6 18.7 18.8 19.2 19.0
163 18.2 19.0 18.7 19.2 19.5 19.4 19.8 19.3
164 18.7 19.2 19.3 19.1 19.5 19.8 20.0 19.9
165 18.8 19.6 20.1 20.0 20.1 19.7 20.7 20.2
166 20.2 20.5 21.0 20.9 21.0 21.5 21.8 21.9

N 6 6 6 6 6 6 6 6

MEAN 18.57 19.23 19.37 19.53 19.65 19.72 20.15 19.98
S.D. 0.92 0.74 1.00 0.81 0.81 0.95 0.96 1.03
S.E. 0.37 0.30 0.41 0.33 0.33 0.39 0.39 0.42
M/C 0.9227 0.7191 1.9786 1.9434 1.0618 3.0275 3.9169 5.9846

F 0.2783 0.1619 0.2114 1.0257 1.4389 2.2868 T 2.5976 1 3.1323 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-2

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 30 mg/kg + EE 0.6 pg/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
261 17.2 18.1 18.1 18.7 18.7 18.9 19.7 19.7
262 18.0 18.2 18.5 19.0 19.0 19.1 19.6 20.0
263 18.4 18.8 19.1 19.0 19.0 19.4 19.1 19.1
264 18.6 19.2 19.8 20.2 20.0 20.3 20.0 19.9
265 18.8 19.5 19.3 19.4 19.4 19.5 19.9 19.9
266 19.4 20.0 20.2 20.4 20.5 20.5 20.7 20.6

N 6 6 6 6 6 6 6 6

MEAN 18.40 18.97 19.17 19.45 19.43 19.62 19.83 19.87
S.D. 0.75 0.74 0.78 0.70 0.69 0.65 0.53 0.48
S.E. 0.31 0.30 0.32 0.28 0.28 0.26 0.22 0.20

Dunnett's t 0.1955 0.6008 0.2409

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-3

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 100 mg/kg + EE 0.6 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
361 17.4 17.6 17.5 17.6 18.4 18.4 18.4 18.6
362 18.0 18.7 18.7 18.4 18.6 19.0 18.9 19.2
363 18.2 18.6 18.4 18.2 18.5 18.3 18.8 18.9
364 18.4 19.0 19.2 18.3 18.2 18.5 19.1 19.0
365 18.7 19.6 19.7 20.0 20.1 20.0 20.7 20.5
366 19.4 20.3 20.5 20.4 20.8 20.7 21.0 20.6

N 6 6 6 6 6 6 6 6

MEAN 18.35 18.97 19.00 18.82 19.10 19.15 19.48 19.47
S.D. 0.67 0.92 1.05 1.11 1.08 0.99 1.09 0.86
S.E. 0.28 0.38 0.43 0.45 0.44 0.40 0.44 0.35

Dunnett's t 1.1079 1.2649 1.0669

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-4

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc

Body weight

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 300 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
461 18.2 18.4 18.4 18.3 17.8 18.6 18.7 18.3
462 17.8 18.2 18.2 18.1 18.0 18.5 18.4 19.0
463 18.8 19.2 19.5 19.4 19.9 20.0 20.2 19.7
464 18.8 18.5 18.9 18.8 19.1 19.0 18.9 19.1
465 19.0 19.5 19.1 19.3 19.2 19.3 19.0 19.0
466 19.5 19.7 19.7 19.6 19.6 19.5 19.5 18.9

N 6 6 6 6 6 6 6 6

MEAN 18.68 18.92 18.97 18.92 18.93 19.15 19.12 19.00
S.D. 0.60 0.63 0.59 0.62 0.85 0.57 0.64 0.45
S.E. 0.25 0.26 0.24 0.25 0.35 0.23 0.26 0.18

Dunnett's t 1.1079 1.9606 2.0306

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-5

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 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 18.0 18.6 18.7 18.0 17.7 17.0 17.0 17.1
562 18.0 18.8 19.1 18.9 19.0 19.3 19.5 19.7
563 18.4 18.2 18.1 17.7 17.3 17.2 17.9 17.6
564 18.6 18.8 19.1 18.9 18.8 18.8 19.0 19.0
565 19.5 19.7 19.8 19.6 18.4 17.9 18.1 18.0
566 19.7 20.1 20.1 20.0 20.0 19.8 20.2 19.8

N 6 6 6 6 6 6 6 6

MEAN 18.70 19.03 19.15 18.85 18.53 18.33 18.62 18.53
S.D. 0.74 0.72 0.73 0.89 0.97 1.14 1.17 1.13
S.E. 0.30 0.29 0.30 0.36 0.39 0.47 0.48 0.46

Dunnett's t 2.7046 * 2.9093 * 2.9942 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-1-1
STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Agjal 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Autopsy findings

ANIMAL : Mouse, C57BL/6JImsSlc

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 1000 mg/kg

Agzal Organ: Findings
551 Liver : Hypertrophy
Accentuated lobular pattern
Thymus : Atrophy
Skin of administration site : Fine white granule, subcutis
552 Skin of administration site : Fine white granule, subcutis
553 Liver : Accentuated lobular pattern
Skin of administration site : Fine white granule, subcutis
554 Liver : Accentuated lobular pattern
Skin of administration site : Fine white granule, subcutis
555 Liver : Accentuated lobular pattern
Skin of administration site : Fine white granule, subcutis
556 Liver : Hypertrophy

Thymus :
Skin of administration site :

Accentuated lobular pattern
Atrophy
Fine white granule, subcutis




INDIVIDUAL DATA 3-1-6

STUDY NO. SR11134  TITLE : Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol 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)

Agjal 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 30 mg/kg + EE 0.6 pg/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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 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. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 1000 mg/kg + EE 0.6 pg/kg

Agjal Organ: Findings
561 Liver : Hypertrophy
Accentuated lobular pattern
Thymus : Atrophy
Skin of administration site : Fine white granule, subcutis
562 Liver : Hypertrophy
Accentuated lobular pattern
Skin of administration site : Fine white granule, subcutis
563 Liver : Accentuated lobular pattern
Thymus : Atrophy
Skin of administration site : Fine white granule, subcutis
564 Liver : Accentuated lobular pattern
Skin of administration site : Fine white granule, subcutis
565 Liver : Hypertrophy
Accentuated lobular pattern
Skin of administration site : Fine white granule, subcutis
566 Liver : Hypertrophy

Skin of administration site

Accentuated lobular pattern

: Fine white granule, subcutis

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-1-1
STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

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

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%
151 19.0 12.6 66.32 11.0 57.89 0.93 4.89 230 1210.53 9.0 47.37
152 20.1 12.4 61.69 10.2 50.75 1.03 5.12 235 1169.15 6.2 30.85
153 19.5 9.8 50.26 7.6 38.97 1.02 5.23 239 1225.64 7.1 36.41
154 19.6 18.1 92.35 16.3 83.16 0.91 4.64 229 1168.37 8.6 43.88
155 21.7 11.8 54.38 9.7 44.70 1.16 5.35 251 1156.68 8.4 38.71
156 21.6 10.6 49.07 9.9 45.83 1.05 4.86 248 1148.15 7.4 34.26
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.25 12.55 62.345 10.78 53.550 1.017 5.015 238.7 1179.753 7.78 38.580
S.D. 1.14 2.92 16.138 2.93 15.836 0.090 0.264 9.2 31.068 1.06 6.140
S.E. 0.47 1.19 6.588 1.20 6.465 0.037 0.108 3.7 12.683 0.43 2.507
M/C 2.8449 10.7777 15.9243 ** 11.1477 * 12.7394 * 4.8887 27.5351 ** 8.0605 8.1761 2.8677 3.9070
F 2.6700 * 33.1457 ** 15.3016 ** 0.8800 2.1473 5.1590 ** 3.2383 *
H 21.4139 ** 21.5228 ** 21.6006 ** 24.1454 **



INDIVIDUAL DATA 4-1-2

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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 20.9 14.2 67.94 13.0 62.20 1.01 4.83 233 1114.83 6.6 31.58
252 18.0 15.2 84.44 13.8 76.67 0.82 4.56 217 1205.56 9.5 52.78
253 19.6 12.8 65.31 11.9 60.71 1.00 5.10 251 1280.61 73 37.24
254 20.1 12.6 62.69 11.3 56.22 1.07 5.32 232 1154.23 7.9 39.30
255 20.1 15.0 74.63 13.9 69.15 1.07 5.32 235 1169.15 8.2 40.80
256 21.5 16.0 74.42 15.4 71.63 1.11 5.16 258 1200.00 7.1 33.02
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.03 14.30 71.572 13.22 66.097 1.013 5.048 237.7 1187.397 7.77 39.120
S.D. 1.20 1.37 7.929 1.49 7.661 0.103 0.300 14.7 56.350 1.02 7.577
S.E. 0.49 0.56 3.237 0.61 3.128 0.042 0.122 6.0 23.005 0.42 3.093
Dunnett's t 0.3277 1.3134 0.0515 0.1732 0.0309 0.1691

Steel's t 1.6013 1.9215 1.7614 0.0000



INDIVIDUAL DATA 4-1-3

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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 18.2 11.1 60.99 10.0 54.95 0.99 5.44 218 1197.80 7.4 40.66
352 21.0 14.0 66.67 12.8 60.95 1.22 5.81 239 1138.10 73 34.76
353 194 11.9 61.34 10.5 54.12 1.04 5.36 232 1195.88 6.4 32.99
354 19.7 11.6 58.88 9.6 48.73 0.95 4.82 210 1065.99 6.4 32.49
355 20.3 13.7 67.49 12.2 60.10 1.14 5.62 265 1305.42 7.0 34.48
356 20.3 14.2 69.95 13.1 64.53 1.09 5.37 264 1300.49 8.1 39.90
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.82 12.75 64.220 11.37 57.230 1.072 5.403 238.0 1200.613 7.10 35.880
S.D. 0.97 1.37 4.399 1.52 5.701 0.099 0.334 229 92.759 0.65 3.523
S.E. 0.39 0.56 1.796 0.62 2.327 0.041 0.136 9.4 37.869 0.27 1.438
Dunnett's t 0.6553 0.1501 0.8501 0.4727 1.2679 0.8457

Steel's t 0.9608 0.8006 1.2810 2.0817



INDIVIDUAL DATA 4-1-4

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 300 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%
451 18.5 13.2 71.35 11.4 61.62 1.14 6.16 250 1351.35 7.0 37.84
452 18.0 15.2 84.44 13.5 75.00 1.31 7.28 238 1322.22 7.2 40.00
453 18.2 12.2 67.03 11.1 60.99 1.18 6.48 217 1192.31 5.8 31.87
454 18.7 14.6 78.07 13.6 72.73 1.24 6.63 233 1245.99 6.3 33.69
455 20.9 16.4 78.47 14.4 68.90 1.01 4.83 249 1191.39 7.0 33.49
456 18.1 13.9 76.80 13.3 73.48 1.20 6.63 246 1359.12 7.5 41.44
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.73 14.25 76.027 12.88 68.787 1.180 6.335 238.8 1277.063 6.80 36.388
S.D. 1.09 1.49 6.072 1.32 6.138 0.101 0.823 12.6 77.175 0.63 3918
S.E. 0.45 0.61 2.479 0.54 2.506 0.041 0.336 5.1 31.506 0.26 1.600
Dunnett's t 2.2937 1.2759 2.5245 2.2050 1.8245 0.6865

Steel's t 1.9215 1.9215 1.9215 2.0853



INDIVIDUAL DATA 4-1-5

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Triphenylsilanol 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 15.5 14.8 95.48 13.0 83.87 1.61 10.39 233 1503.23 4.6 29.68
552 18.0 11.1 61.67 10.3 57.22 1.21 6.72 226 1255.56 7.5 41.67
553 18.6 11.5 61.83 10.4 55.91 1.39 7.47 226 1215.05 6.3 33.87
554 19.3 14.4 74.61 12.6 65.28 1.31 6.79 238 1233.16 5.8 30.05
555 19.9 12.7 63.82 11.5 57.79 1.34 6.73 237 1190.95 5.8 29.15
556 19.2 12.8 66.67 11.0 57.29 1.66 8.65 242 1260.42 6.1 31.77
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.42 12.88 70.680 11.47 62.893 1.420 7.792 233.7 1276.395 6.02 32.698
S.D. 1.57 1.49 13.062 1.13 10.808 0.177 1.474 6.6 114.085 0.94 4.721
S.E. 0.64 0.61 5.333 0.46 4.413 0.072 0.602 2.7 46.575 0.38 1.927
Dunnett's t 2.7726 * 0.2502 6.2339 ** 2.1899 32779 * 1.8422

Steel's t 1.4412 1.5239 1.4412 2.8823 *



INDIVIDUAL DATA 4-1-6

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Positive control (EE 0.2 ng/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%
651 17.9 27.0 150.84 23.0 128.49 0.82 4.58 215 1201.12 8.7 48.60
652 19.6 22.0 112.24 19.2 97.96 0.90 4.59 212 1081.63 7.2 36.73
653 18.3 30.7 167.76 28.3 154.64 0.84 4.59 214 1169.40 8.7 47.54
654 19.0 289 152.11 253 133.16 0.94 4.95 236 1242.11 7.1 37.37
655 19.0 21.4 112.63 19.8 104.21 0.96 5.05 232 1221.05 8.9 46.84
656 19.8 29.0 146.46 26.5 133.84 1.00 5.05 241 1217.17 10.2 51.52
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.93 26.50 140.340 23.68 125.383 0.910 4.802 225.0 1188.747 8.47 44.767
S.D. 0.73 3.90 22.784 3.67 20.966 0.070 0.238 12.8 57.793 1.16 6.190
S.E. 0.30 1.59 9.302 1.50 8.559 0.029 0.097 52 23.594 0.48 2.527
Dunnett's t 1.9912 10.4699 ** 1.6486 0.2038 1.2679 1.9377

Steel's t 2.8823 * 2.8823 * 2.8823 * 1.4462

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-1

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

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 19.6 71.6 365.31 66.4 338.78 0.96 4.90 208 1061.22 7.4 37.76
162 19.0 84.4 44421 64.6 340.00 091 4.79 224 1178.95 6.7 35.26
163 19.3 82.2 42591 69.8 361.66 091 4.72 247 1279.79 6.6 34.20
164 19.9 103.4 519.60 87.9 441.71 0.90 4.52 233 1170.85 7.0 35.18
165 20.2 83.2 411.88 69.4 343.56 1.00 4.95 243 1202.97 6.8 33.66
166 21.9 84.8 387.21 77.4 353.42 1.20 5.48 254 1159.82 9.2 42.01
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.98 84.93 425.687 72.58 363.188 0.980 4.893 234.8 1175.600 7.28 36.345
S.D. 1.03 10.29 53.813 8.69 39.452 0.114 0.325 16.9 70.669 0.98 3.113
S.E. 0.42 4.20 21.969 3.55 16.106 0.047 0.133 6.9 28.850 0.40 1.271
M/C 5.9846 4.8171 3.2520 1.7927 1.2129 12.2306 * 23.7046 ** 0.7720 0.5588 3.8110 5.6123
F 3.1323 * 3.2142 * 2.3867 T 1.8142 1.1812 0.9194 5.1457 ** 0.1841 0.4174
H 19.5928 ** 21.3080 **

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-2

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 30 mg/kg + EE 0.6 pg/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°%
261 19.7 86.7 440.10 79.0 401.02 1.02 5.18 220 1116.75 7.0 35.53
262 20.0 64.7 323.50 59.8 299.00 1.07 5.35 228 1140.00 6.4 32.00
263 19.1 56.0 293.19 50.7 265.45 1.01 5.29 204 1068.06 8.1 4241
264 19.9 60.7 305.03 55.7 279.90 1.01 5.08 245 1231.16 7.4 37.19
265 19.9 77.0 386.93 68.9 346.23 0.99 497 245 1231.16 7.1 35.68
266 20.6 65.4 317.48 62.2 301.94 1.06 5.15 242 1174.76 6.6 32.04
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.87 68.42 344372 62.72 315.590 1.027 5.170 230.7 1160.315 7.10 35.808
S.D. 0.48 11.35 57.099 10.06 49.973 0.031 0.138 16.6 64.913 0.61 3.855
S.E. 0.20 4.64 23.310 4.11 20.401 0.013 0.056 6.8 26.500 0.25 1.574
Dunnett's t 0.2409 2.7853 * 2.8103 * 0.3584
Steel's t 1.7676 1.9215

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-3

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 100 mg/kg + EE 0.6 pg/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°%
361 18.6 54.7 294.09 52.7 283.33 0.97 5.22 261 1403.23 7.2 38.71
362 19.2 60.5 315.10 57.2 297.92 1.04 5.42 236 1229.17 7.0 36.46
363 18.9 71.4 377.78 65.3 345.50 0.99 5.24 225 1190.48 6.7 35.45
364 19.0 76.1 400.53 71.0 373.68 0.97 5.11 233 1226.32 6.5 34.21
365 20.5 72.0 351.22 66.2 322.93 1.13 5.51 240 1170.73 8.4 40.98
366 20.6 96.6 468.93 76.9 373.30 1.08 5.24 240 1165.05 9.3 45.15
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.47 71.88 367.942 64.88 332.777 1.030 5.290 239.2 1230.830 7.52 38.493
S.D. 0.86 14.52 63.061 8.85 38.037 0.065 0.147 12.1 88.670 1.10 4.057
S.E. 0.35 5.93 25.744 3.61 15.528 0.027 0.060 4.9 36.199 0.45 1.656
Dunnett's t 1.0669 2.2007 1.9957 1.2952
Steel's t 1.4462 2.0853

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-4

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 300 mg/kg + EE 0.6 pg/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°%
461 18.3 72.7 397.27 62.4 340.98 1.30 7.10 234 1278.69 9.1 49.73
462 19.0 69.9 367.89 64.0 336.84 1.23 6.47 224 1178.95 5.5 28.95
463 19.7 69.5 352.79 66.3 336.55 1.37 6.95 248 1258.88 7.1 36.04
464 19.1 68.0 356.02 63.5 332.46 1.19 6.23 240 1256.54 8.7 45.55
465 19.0 59.1 311.05 53.6 282.11 1.37 7.21 234 1231.58 5.9 31.05
466 18.9 80.8 427.51 74.8 395.77 0.93 4.92 262 1386.24 7.8 41.27
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.00 70.00 368.755 64.10 337.452 1.232 6.480 240.3 1265.147 7.35 38.765
S.D. 0.45 7.03 40.032 6.82 36.062 0.165 0.853 13.2 68.581 1.46 8.195
S.E. 0.18 2.87 16.343 2.79 14.722 0.067 0.348 5.4 27.998 0.60 3.346
Dunnett's t 2.0306 2.5183 1.9676 2.0999
Steel's t 2.2497 2.5621 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-5

STUDY NO. SR11134  TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Triphenylsilanol 1000 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%
561 17.1 62.6 366.08 60.0 350.88 1.46 8.54 227 1327.49 6.4 37.43
562 19.7 61.2 310.66 57.5 291.88 1.58 8.02 262 1329.95 7.6 38.58
563 17.6 62.6 355.68 58.7 333.52 1.41 8.01 236 134091 8.1 46.02
564 19.0 62.6 329.47 55.2 290.53 1.40 7.37 244 1284.21 7.5 39.47
565 18.0 68.0 377.78 62.3 346.11 1.80 10.00 262 1455.56 7.0 38.89
566 19.8 76.1 384.34 71.4 360.61 1.60 8.08 244 1232.32 5.9 29.80
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.53 65.52 354.002 60.85 328.922 1.542 8.337 245.8 1328.407 7.08 38.365
S.D. 1.13 5.70 28.687 5.69 30.492 0.152 0.896 14.0 74.180 0.82 5.184
S.E. 0.46 2.33 11.712 2.32 12.448 0.062 0.366 5.7 30.284 0.33 2.116
Dunnett's t 2.9942 * 3.2744 * 2.4775 3.5834 **
Steel's t 2.8874 * 2.8823 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-1

STUDY NO. SR11134 TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Histopathological 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. 161 162 163 164 165 166
Organ: Findings
Right uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - - - -
Mitosis, endometrial epithelium + - + - - +
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + ++ + +
Hypertrophy, myometrium ++ + + ++ ++ +
Left uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - - + + +
Mitosis, endometrial epithelium + - - - + -
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + ++ + +
Hypertrophy, myometrium ++ + + ++ ++ +
Uterine cervix: Hypertrophy, mucosal epithelium ++ +++ +++ +++ ++ +++
Keratinization, mucosal epithelium - ++ ++ + - +
Cellular infiltration, neutrophil, mucosal epithelium - + - - - -
Vagina: Thickening, mucosal epithelium +++ +++ +++ +++ +++ +++
Keratinization, mucosal epithelium +++ +++ +++ +++ +++ +++

Cellular infiltration, neutrophil, mucosal epithelium - - -

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-2

STUDY NO. SR11134 TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of anti-estrogenic activity; Triphenylsilanol 30 mg/kg + EE 0.6 pg/kg

Animal No. 261 262 263 264 265 266
Organ: Findings
Right uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - - + - -
Mitosis, endometrial epithelium + - + - + -
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + + + +
Hypertrophy, myometrium + + + ++ + +
Left uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - - + - -
Mitosis, endometrial epithelium - + + - - +
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + + + +
Hypertrophy, myometrium + + + ++ + +
Uterine cervix: Hypertrophy, mucosal epithelium +++ ++ +++ ++ +++ ++
Keratinization, mucosal epithelium + - + - + -
Cellular infiltration, neutrophil, mucosal epithelium + - - - - -
Vagina: Thickening, mucosal epithelium +++ +++ +++ +++ +++ +++
Keratinization, mucosal epithelium +++ +++ +++ +++ +++ +++

Cellular infiltration, neutrophil, mucosal epithelium - - -

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-3
STUDY NO. SR11134 TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of anti-estrogenic activity; Triphenylsilanol 100 mg/kg + EE 0.6 pg/kg

Animal No. 361 362 363 364 365 366
Organ: Findings
Right uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - - - - -
Mitosis, endometrial epithelium - - - + - -
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + + + ++
Hypertrophy, myometrium + + + + + ++
Left uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - + - - - -
Mitosis, endometrial epithelium + - - + - -
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + + + ++
Hypertrophy, myometrium + + + + + ++
Uterine cervix: Hypertrophy, mucosal epithelium ++ ++ ++ ++ +++ +++
Keratinization, mucosal epithelium - - + - + ++
Cellular infiltration, neutrophil, mucosal epithelium - - - - - -
Vagina: Thickening, mucosal epithelium +++ +++ +++ +++ +++ +++
Keratinization, mucosal epithelium +++ +++ +++ +++ +++ +++
Cellular infiltration, neutrophil, mucosal epithelium + - - - - -

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-4
STUDY NO. SR11134 TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of anti-estrogenic activity; Triphenylsilanol 300 mg/kg + EE 0.6 pg/kg

Animal No. 461 462 463 464 465 466
Organ: Findings
Right uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - - + + -
Mitosis, endometrial epithelium - - - - - -
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + + + +
Hypertrophy, myometrium + + ++ + + +
Left uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - - - + -
Mitosis, endometrial epithelium - - + - . .
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + + + +
Hypertrophy, myometrium + + ++ + + +
Uterine cervix: Hypertrophy, mucosal epithelium +++ ++ ++ ++ ++ ++
Keratinization, mucosal epithelium + - + - + -
Cellular infiltration, neutrophil, mucosal epithelium - - - - - -
Vagina: Thickening, mucosal epithelium +++ +++ +++ +++ +++ +++
Keratinization, mucosal epithelium +++ +++ +++ +++ +++ +++

Cellular infiltration, neutrophil, mucosal epithelium -

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-5
STUDY NO. SR11134 TITLE : Triphenylsilanol Uterotrophic bioassay (s.c.)

Histopathological findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP: Group for detection of anti-estrogenic activity; Triphenylsilanol 1000 mg/kg + EE 0.6 pg/kg

Animal No. 561 562 563 564 565 566
Organ: Findings
Right uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - + - - -
Mitosis, endometrial epithelium - - - - - -
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + - - +
Hypertrophy, myometrium + ++ + + + +
Left uterine horn: Hypertrophy, endometrial epithelium ++ ++ ++ ++ ++ ++
Vacuolation, endometrial epithelium - - + - - -
Mitosis, endometrial epithelium - + - - - -
Proliferation, endometrium ++ ++ ++ ++ ++ ++
Cellular infiltration, neutrophil, endometrium + + + - - +
Hypertrophy, myometrium + ++ + + + +
Uterine cervix: Hypertrophy, mucosal epithelium ++ ++ ++ ++ ++ ++
Keratinization, mucosal epithelium + - - - - -
Cellular infiltration, neutrophil, mucosal epithelium - - - - - -
Vagina: Thickening, mucosal epithelium +++ +++ +++ +++ +++ +++
Keratinization, mucosal epithelium +++ +++ +++ +++ +++ +++

Cellular infiltration, neutrophil, mucosal epithelium - -

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

EE: Ethynyl Estradiol.
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Appendix 3

Certificate of analysis

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

WPLC : C18, 5y, 4.8 X 250 mm

MeRing Point
e

uv

3 anolwaur Acelic ackd (70:30:0.1)

Flow Rate.
Detector UV..
Bource Type.....: ESI Expected
M-He 2954
185. 192°C

Mob, Phase.......: Hoxane:Ellyl Acelate:Acellc Acid (70:30:1)
Stationary Phase: Silica Gel
Visudlized With ..: Sulfuric Acid

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

@ooz/002
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