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HENE
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B - SEEERNE
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Figures and Tables AT
Figure 1 Body weight of ovariectomized female mice for detection of estrogenic

Figure 2

Table 1

Table 2

Table 3

Table 4

Table 5

Table 6

activity in oral uterotrophic bioassay of Diphenyl-2, 4, 6-trimethylbenzoyl
phosphine oxide (SR11131)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in oral uterotrophic bioassay of Diphenyl-2, 4, 6—
trimethylbenzoyl phosphine oxide (SR11131)

General appearance of ovariectomized female mice for detection of
estrogenic activity in oral uterotrophic bioassay of Diphenyl-2, 4, 6—
trimethylbenzoyl phosphine oxide (SR11131)

General appearance of ovariectomized female mice for detection of anti-—
estrogenic activity in oral uterotrophic bioassay of Diphenyl-2, 4, 6—
trimethylbenzoyl phosphine oxide (SR11131)

Body weight of ovariectomized female mice for detection of estrogenic
activity in oral uterotrophic bioassay of Diphenyl-2, 4, 6-trimethylbenzoyl
phosphine oxide (SR11131)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in oral uterotrophic bioassay of Diphenyl-2, 4, 6—
trimethylbenzoyl phosphine oxide (SR11131)

Autopsy findings of ovariectomized female mice for detection of
estrogenic activity in oral uterotrophic bioassay of Diphenyl-2, 4, 6—
trimethylbenzoyl phosphine oxide (SR11131)

Autopsy findings of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of Diphenyl-2, 4, 6—
trimethylbenzoyl phosphine oxide (SR11131)



Table 7

Table 8

Individual data

SR111

Absolute and relative organ weights of ovariectomized female mice for
detection of estrogenic activity in oral uterotrophic bioassay of
Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide (SR11131)

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

Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide (SR11131)

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

Appendices
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Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide DIPESFEH~ 7 R TR 2RO EF
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TIOFRL 23453 A 31 B JEAJE 0331 45 8 %5 + Pk 23-03-29 HHE 6
75+ BRERARFEER 110331010 5 JEAE T B R SRR - BRI PESEE T
EERRR - BREA RS REEBOR B RE4 8 a)

RBRIETA BT A v 0 R IBRHHED TOECD Guideline for the testing of
chemicals; Uterotrophic Bioassay in Rodents: A short—term
screening test for oestrogenic properties (440), Adopted 16

October 2007

EOL/EEE
AT, RBRER OB ERGHEZ B ORKR LG, Ho, EEREFIEE @) I 5

PRHLE) (ZVEL L 7=,

EHB LOREE - (OB L OERICET 168 (MR 48 410 A 1 B 1526 105
. BHUE FRL 23 4E 8 A 30 B IEHEEEE 105 &)
[S2BREN ) D fifl e K OMRAESIE ONT o ORI B9~ 2 JE ¥ ) (GFEpk 18 4F
4 J1 28 B BREEEERY 88 )
(B BRI BAT S HE6E) (KFD 62 45 5 H 22 H7KFR #LE A B AR FEER

;YFR)
ARBREREA
Zapa QRESAVACSE STy i St )

FITAE D HEER AKX EE 1-18-1 (T 158-8501)

muz eetemrerct ey — permris |GGG

— 1 —



kB i
PN s RSt AL AW AT
FITfE - AL TS X E 5 363 & 24 (T 004-0839)

AR E A
ce
Zivz RSt AbA R SMEMZEET e

WBRY P

e
B - B

Bh - BlE - E -

I B AR A

B

AR B4R H

PRI Z AN

EILY/L-N
HE U
FERBA LA H
e h-Bihh
TEHET
HltR (A7)
KT H
AR T H

RBRIEFE B L O 0EG

: 2011 4F 11 A
: 20114 9 A
2011 4E 11 A
2011 4F 11 A
: 2011 4F 11 A
: 2011 4E 11 A
2011 4F 11 A
2011 4F 11 A
: 2011 4F 11 A
120124 2 A

14 H
15 H
16 H
21 H
22 H
22 H
28 H
29 H
29 H
10 H

SR11131




SR11131

=R

Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide ¢ 15, 50, 150 35 J X500 mg/kg % 1 #f
[Zo& 6 PEOIIRSIHMEE~ ¥ 22 7 AMRERAKREG L, FEREEOEINLTA fr by
ER OB IZ O TR L7z, & 512, Bthynyl Estradiol Zfff#& 5 L0 T HEEDOZE(L
N, i A b F AERAOFEICOWTHRA L, UL FOREE 57,

L RRRREETIE, =R e S UAERBRHEER L OB 2 b e SRR EEO WIS S R
WE G ORBITRD b RinoTz,

. REHBE T, A b AU ERARHEER L OB 2 b e S U ERBRHEEEO VTS b R
WE G- DR BITRD bR o T,

HRTIE, =& ha S UAEAREREES L OB 2 b e S A ERARHBEEO WIS bR E
BHEORBITRD bR o T,

. BEHEETIE., =2 MU EAREREB IO X o S AR O WFRICE N T
t 500 mg/kg B CHIRERZOEMMNFRD L, TEEEICHERMEL G OREBITRD L
nienoiz,

bz bnn, RKERERSM Tl Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide ®
TA T UEABLIOHI= X e U EHIZW TR OWT b RarE &b S v,
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Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide ¢ 15, 50, 150 35 J X500 mg/kg % 1 #f
(Zo& 6 ILOINERHIENE~ Y 212 7 HERERAREG L, FEEEOLLN6T A br sy
TEROBEIZOW TR L7z, & 512, Ethynyl Bstradiol Z0ff#5E LIZBoO+EEEDZEL
2h, Pl A b S AR OB EIZON T HRF LT,

MR X OJ71E
1. #ERYE
2 FR : Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide
Bl :2,4,6- NV RAFNARUSANT T 2= VR AT 4 A F TR
V7 2= (2,4,6- FYAFARUYAN)KRAT 4 o FFT R
1-[(T7 2= VR AT 4 =)L) VR =/L]-2,4,6- 1 AF )L
R
2,4,6-FURAFNLNT 2=V (T 2= )VRAT 4 =)L) r b
AVFNVANREZNANT T 2= VIRAT 4 A F TR
7 x= 2, 4,6- N ATFARUYSANVKRAT 4 UFFTR
2,4,6-b U AFNT 2oV (DT 2= )VIRAT 4 Z)V) A H ) v
CAS 5 : 75980-60-8
BRI ALEE ; (3)-4078, Zfiflk ; 4-(3)-48
o eV : CyoHy,0,P
L SV
0 P\,‘_‘/O
O
St :348.37 Y
WL E : S8l s W B DRSSP R (Appendix 1)
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it FH A PR

SR11131

At A - 88~92°C V

:99.6% (HPLC, Appendix 1)

025 gX2 A (BHEEER & L)

—Z27L Y,

=
DEST R AEET, RO XN R D S LWIEETICEM L TR

BLY, BRAEARE NS B LD TR E & OIRE 1358k

= 1)

— o

: BRI IRAFE D InHE

(F2HFEPH 2~10C, ZANGHRGHK T HET)

DB PRER AL, WVAATEY | IR, BER K ORI

it 22k 51z Lz,

CAMEEM O S b TDLo 27300 mg/kg/13 ¥ ({kfkclt) ARE

WD SN ) R E R D2 (RTECS) "

Lo T,
 BERER OB G HEAEK TR, BERI T 572012, PEEBETEY

& LTI LT,

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

: 296. 40

: Cayman Chemical Company

s RIS T3kt

: 0422603

: 99.5% (HPLC) (Appendix 2)
HRIERIA

L BRI E RAFE O I R

[FZHEFH-28~-24°C, 2011 49 H 29 H (Z N) B G T
H % <]

1201248 H 17 A
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3. XFEE

4B : AR A 7
REFEE DY o RIS
7y R : 106079

PRAFESRAt: ;=R

it FH A R 2014 4E 6 H

4. PeHIROFHE

(1) BB E

AT 1% CBRE AR L. BARER G AU 7T EDREIC 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,

BARBGIRONE RS T A 7010, EEEREFEM L L TR LT,

(2) bt F'E

AT ik IO BRI B A RS L Rk 2 ) — 1 (95. 0%) IZEE R
%, BARERGA Y TMEMNZTCRARAT v S Lic, =& /) —)
DOEITEFRED 5%LIN & LTz,

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
[SZI&EPH 22~25°C, 2011 4F 11 H 21 H GEBLE) DB H4T

A% <]

BHROEHAMIR 28

R EovER V= R_RUFEBRAL, v A7, RETRB I 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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WMEmE=2) T EWEEEERLV T2 EAF LI,

By R B v U AFFEERBRETHEH O TW O EMETHY . §T
W23 SNTZRBRICB W THER SN TWD Z b 2O R A
BE LT,

FEIEENMEL : DN BLA i 72 T

B B H R 20 : 6 T n

= NIRE I fip 2 7

HH f AR (A B RL : 15~20 ¢

SN RN :15.5~17.8 g

P - BR A IRE 3 i : 8 T in

FE D11 B

F RV EL ;6 L

(2) % B L OEIE

e 751k D MOIRREBIZR A 1 B 1 mIBIEE L, (REE &5 ARER X OBESY (T RF
(FH-BRAARTH) IZHIE L7z,

HTH] Bk 6 HETH5 AR

i LOBHEHIM I, BEIIERO R T,
(3) BET

RePE ¥ J OB I 520 U 7z — R BB 3 LMK ERBIE DR RE S BIZ LT
Y OEHOWEE ZRE Lz, T70bb, 72 L2 HRIC, Bkl ZOBLIMA T A
DRENZEESWT, FEBRGAHT BB LB R I K0 S REO AR EN L —I
B E DI TEITO, RBRICHEHT 5 66 ILa@&EK Lz, 245 OB o i
X, 17.3~19.4 g TH VY, FHEIKE(8.51 g DE20%UNTH S Z & 2 HER LT,
W BN 6 IRITERER) DR L. EBREFIEEFIT0E > TREE S H T,
@) Bi L OV — 2 ok
LUl CYET = b R R TREICEI Z AT, BT AT o T,
fAEr— CBE AN T ~VICERBRE SR L 0EmE S AL L, £ —
¥ ORTHICER LT,
FED T 12137 ~OVICERERE 5, BRI K 0@ & 75 2 IR0
L. &7 — Y ORIEICER LT,

(5) Bt &
1) fABRE
BB : 301 =
IR - B : 224 3°C (FEHIEPH 20~23°C), 50+20% (SERIEIFH 43~64%)
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a5 %L : 10~15 [A] /W
8 FH RS - NTHRBA 12 F:R (8:00~20:00)

A EEORELS LOMELZHBAER L, REXRBDONRNWT & 2R LT,
2) fAEwA I L OB HIE
Ar— OFEE : 77y MR ReHEK 7 — 7 (260W X 380D X 180H, mm)
17—y b0 OEEME
D BIE R X OBIME IR X 2 720X 5 DG, B AIE 3 ILE L

72

br— U REO TR 1 B LT,

= MARH#Ha i 2 e 5EhE L7,

e Al 25 A A RO IRELC 1 RIEME L7,

H B K EE & DKk &
DA 1 [EIFERE L7z,

ERN DR c1 A1 [EISER L7,

ENDO DB REFEFE L L0 v RRIEFEE L 1B A CAZEICHEH
THHERMEL 1A 1A% L7,

3) fakt

TS - AR : [ERLEREL, CRF-1

7y hEE : 110908

REEE DAY A VR TS

fefH Tk e REREE R A VT HBICER S B,

1BYE 1 L OB AR

DB R L ME TN B HIHRIE B D WITMAE DA
Mz, AL Y FOfEHC W TN Lz, 15RWE D5y
Hrid Eurofins Analytics (04535 © AR-11-JP-002270-
01) 23, TEMI A TGS 238 (O ki i 2« No.
11603-132) WENENAT o T2, T — Z ZfBHLEEE 6
AF Lz, A &R EIIRASH (b &R 2T EiT
OIEEBAEFIREICHEI L 72, D OfER, WThomEAICS
TR A B 2 D EIERR D B LR o T,

4) #BEK

FiE s ALIR KB K

FaK 1k c BEEAKREE 2 VT H BB S 7,

154 E s RSB LTI RNO S DB RE O KL, 2011 4F
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10 A3 BB LON20124E 1 A 5 B)IC Y%A E = ORLE O e oK
OB BRI L Tl Lo, /T iE B AR AR S OKE
FRAAE RS © No. A233146 35 K TN A234348) ATV, HrHEHE &
FFAMI IR St (LB SVERFSEIT O FEESE FIEE (2 1
L7z, SHTOFRER, WTFNOEBIZ SR A B 2 2 HILE
HHNIRINo T,

(6) HBRME DG

1) BHEORE

5 00 (RJRRRE) . 15, 50, 150 BETN500 mg/kg & L7=,

A% E PR : Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide ® 40,
200 35 LY 1000 mg/kg ZMEME~ 7 212 7 AMKERO®EE LT
TR GUBRZE 5 SR11131P) TIE, 1000 mg/kg #ETHH 2 H
DADAMRIE DO EGNA A DIV, #5453 AIZ 1 FIOELE
BT BTz, FETHOFRPT TITITIRORERE R H O
R L IR O ZERE DD bz, ZhbDZ Enn, JPRKEH~
AT RN T ERRGRBRO T A b a S AR R R
ELTIE, #BMERSIZEY 1HIOFRCHNRRO TN
1000 mg/kg D23 ETH D 500 mg/kg ZmAEE L, L TFAK
3 TERL7Z 150, 50 B XL N15 mg/kg #ENE &
B, PIEHEHS L OMERHERFE LTREL., SRWED A%
O3 D EME IREER L OVEE 6.0 pg/kg 20545
Bos s HARE 2 0 2 7= 1 6 BEA A% T 7,
Pl A ba U ERBEE S LCTiE, 500, 150, 50 38 KTV 15
mg/kg OBERME (R O £5) I Z2 TEE 0.6 pg/kg (B N5
ZRIFFICIR G5 A REARE L, AIRE @O #5) Iz <
EE 0.6 pg/kg (2 T4 5) Z RN 5-3 2 [ BOEE (EE #F) &
Mz 735 BEa T 7,

ARBRRE DA R
EE BRI E

B & IR BB IR Wk (B =)
PBR A (ug/kg) (ug/mL) (mg/kg)  (mg/mL) I
<A ka7 AERRR R
(=3P ichisan - - 0 0 6 (151~156)
fEH Bt - - 15 3 6 (251~256)
HRARH £ - - 50 10 6 (351~356)
Hh o R E - - 150 30 6 (451~456)
i R - - 500 100 6 (551~556)
B et B 6.0 1.2 - - 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 15 3 6 (261~266)
FRAE A B +EE R 0.6 1.2 50 10 6 (361~366)
rp v B +ER REH 0.6 1.2 150 30 6 (461~466)
15 & +EE #E 0.6 1.2 500 100 6 (561~566)
1 XRWE (AARER[HFA Y 7 ) 2k 05 Lz,

*2 : EE Rk 0&5 L7z,

*3: XEWE (BAMRF AV 7)) & 0& 5%, EE ZK THRE LT,
*4 RV E R G AR 5%, BE 2 TG L7,

2) ¥&5

O PBRWE R L O RE
BeH R L O GR%%
CEBRHE Y VT BIOT 4 AR T D% AV
HINZH ISR D L7,
e REATIE c1H L[E, 7 B MER#ES Lz,
P07k, B BRI & O Gl o038 i FE
RBRIETA RTA ) 255 L L,

B 5-WeH ©13:17~15: 30
RSSO o 5 mL/kg & L7, BEEOE G EITHRE A OEREIZESWT
HH L.

@ gt R E
B 55 E R ORI
T A hwa S AR R
BT Y VTR IOT 4 AR—F T VR T
I BHWICR PG LT,
Pl 2 b v 7R R
s XHRRE (AARER G AV 7 M) &2 DI E AR &5 L
TS, WEEREOM A 10% =% /) — /L CiHEL, 71 A
R—PTNVERSB L~ 708 ) U PEAWVTE F&RE L
72
e AL c1H L[E, 7 B EER#&RE Lz,
PG5k, FEREER KOG R0 8&E Rk
[REBIEHA T4 2] 5B LLE,

B 5-WgH © 13 : 50~15 : 56
B A ha AU ERBRIEEEGR D) ;5 mL/kg & L7z,

Pl X b AERRRMEE(ET) 5 0.5 mL/kg & L7z,

7107
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FEAR DR GIREIT G A OEREICESW TR LT,
(NBlgE, WER LA ER
LUFOHEBIZOWTHEN Lz, &5 ARG &5 1 L LTRER L,
1) —iknesis

Bil% : A

HTH] B 1ANSCEE T EORAOHKRA £ T,

BRSE R O GATCFRD . &E% L) oFt 2, 2iE L. HiA
AT 1 [l

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 22~25 BRI IC NG L 7=,

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

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

4) FEEEE

e ==l
T AT FF A b
HE 71k EBFAREMKRFEZHNCFEEES 0.1 mg BALTHIE L,

FTEEEIIFENREEGEAT-EE (vet weight) B IO HEE
O—EZ YL CHFrENKZRW-ER (blotted weight) T

DWTHIE LTz,

by T, g Bl BIEEEZHE Lz,
AR EREOFH UFoX O EEE R L,

MR (10°9) = ot B i (mg) % 100

HIfRHIRE (g)
5) JERLMHRE RO R A

E EEICHBRYER G & BE L 2RO bR ool i BEAR F R

— 11 —



BIXE L7200 T,

. RTFERT R
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KEB L OSWEEREOMBEIC OV TEYERS LU ERAELZ F i L, Bartlett OME
HEEATO, SHAEEMNT LTz, 5551 (p>0. 05) D41 — JLRELE 0 1R T4 CREAT
L. R4 (p=0.05) DA 13 Kruskal-Wallis O EE TR L=, — cELE S 8By
Wrof R, AEZENHOLNTZHA (0=0. 10) I% Dunnett OMIEEZ HIW TR H 5
UWMEEBE B & O A 4T o 72, Kruskal-Wallis iEORENTOFER., AEENALNTEHA @

=0.10) 1% Steel DEEE W R IBEESD 5 UWNE EE #f & O Z1T - 72,
Pttt BB & 5 UM EE BE & O HIEREIZ DWW CIE, AEKEEL 5% & LTz,

1. —fiREE

— IR BE D REAE A Table 1 3B L2, INDIVIDUAL DATA 1-1-1~1-2-5 |Z7~"7,

(1) =R kvl AR
WFNORERTHRE TR DT,

(2) Pr=R b o AR
WTNOHREGRETHRFITRO bhrnoTe,

2. KHE

KEORAE % Figure 1 BX V2, Table 3 3 X4, INDIVIDUAL DATA 2-1-1~2-2-5 [T/

B
(1) =R bul AEMR T

WO EGRET b aMoa I & Bl L THREZRZETRD b o T,

(2) =2 kv AR R
WFNOEGIETS EE BEE R U THRERETRD Do,

3. kR

IR R % Table 535 X UV6, INDIVIDUAL DATA 3-1-1~3-2-5 (2",
(1) =R Fa b AR R

W OEGRE TS REFTRITERD biieho T,

7127
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(2) =R b o r AR
W OFERE TS REITRITERD b o7,

il

4. dwHE
FE O L OMH EfE A Table 7 38X 08, INDIVIDUAL DATA 4-1-1~4-2-5 |Z/R7,
(1) =& kel AR RE

15, 50 35 L TN 150 mg/kg HETIZ, FRPEXTRREE L L L THERZEITR O b o7,
500 mg/kg BETIE, HFIEOMER S L O EEICA BERSENR O bk,

Bottset FREEClE. 75 D wet weight I3 XU blotted weight Diffixtds KON EEIZAE
Rl BEOMS ERICAE REERRD S,

(2) i A ko AR R

15 mg/kg BETIX, EE BEE IR L CHERZEITRO b ho Tz,

50 B LN 150 mg/kg BETIE, FEH D wet weight 3B D blotted weight O#a%tI I OFHXT
HEICABEREEIZD LT,

500 mg/kg BETIE., TH D wet weight 38X U blotted weight 72 & ONZHFRROHMaRT I LY
FEHE SIS B R SR b7,

#

plih

Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide ¢ 15, 50, 150 35218500 mg/kg %
1B & 6 JEOFIRER R~ 7 212 7T BRIKERO&EL L, FEEEOZINDT A K
27 ANAERHOFEICOWTHET L7z, & 5T, Ethynyl Estradiol ZffM#G L7I-BRDO T
HEOBNDL, i A b AEHOFEIZOWT B L,

ZORER, WBRWERGAREO—BORE, REL IR TIE= A e/ AERB T
BB LOHI= X b7 AEABR RO WIS R E R G O EIIRD b o T,
WEEETH, HRYER GO TEEEICERWE RS OREITR . RERWEIC
T A a7 ARRIE AR &l LT,

iz, =2 s AERBREEED 500 mg/kg B THFIBROME 6 L O B E&ICA B2 & H
WRD BTz, TOZEARIE, #axtds L OFERE & O BT IZH bW E % 512 BE L T3
BLLIcmMENEEZ N,

BritExEEEClL, TEEEOAERABEIBD ONT, ZTOEIE EE 2H& 5 L2 i
LDz ~a T AEROBERS &Il LT,

vy

7137



SR11131

L= A h o UAERARBHEETIEL, 50, 150 3L T0 500 mg/kg #ECHEHEREICWT LY EE B
LR L THERGENRD b v, ZoZiE, ARBRMHIT A o7 AEM 25
HETHYWOEBHTHDHZ L, o, INOHOEIXSEHICE T A RT —F Y O®AN
WZHVie LA EE FEOEMENZ LICIDWMENRABEELEAONDZ L, ZThHEVAE
BRI A b e 7 AR &l L7,

flz, 500 mg/kg Hf THFIEOAMNRT I L O ERICAERGEI RO bz, Z0ZE b
X, =2 b e S AERRHEED 500 mg/ke BEIC b A B, HKEBRMER G B L TR L
HHELEEBZ BN,

p={1I{

Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide @ 15, 50, 150 35X O 500 mg/kg %
1 BEIZD & 6 VCOJIRAHMErE~ 7 212 7 HRRERAKRSG L, FEEEOZENE X K
77 AR OFEIZOWTHEF L7z, & 52, Ethynyl Estradiol ZfFH#E L72BROF &
FROLEID, Pl A ba b AEHOFIZOWT HRE LT,

ZORER, PR LR GICHEE L FEEEOZ(LITRO LT, AEBYWEICT X bo
TFUOERB IO X Fu Z AERIZO TS OWT S ek & am S v,

iz, =2 buF ARABHERL O 2 b o 7S U AEABEEOWTRIZE N TE 500
mg/kg B THHRE BOHIMAFRD S, WBRWEEREIZ L D2 b &l LT,

\\?ﬂ;

D I T — 2 — b
2) BALEEWeb : JST AL EWEEE DB [ A A(LEWEREE ] MR —E A,
3) HwT—#. At LS L EMEIIERT. (2012)

7147



SR11131

AR OEHECHEERIT L L R 2RIRER

HERHEE CTIIEBENBYEORBOBIIEA T/ — %k 99.5% & REL TV
DB, Bo TREBETY /) — (95 0%) 2 A LBBRHEE» OB L Tz, LML, =
% /=it EE 2B EEFICESCHIZOBEELENTERAL L2 HDOTHY . #HHED
LRMED SRUNEBADZ LTI EMnb, ZOREBIC L 2HRBREAROEEMEICEY
LEBINEHET LT,

iz, RBEEOEEEICRELRIE LB 2REER X)o7,

BEORE

TROBEZRBRKETE 10 £/, K&t (LEWELMERRFTOBEREZIRTFT D,
ZDBRDRFZ DV TIHRREFLE LOBBIZ L VIRET S,

RBHEERL LURARHEELESE

£F—F ZOMORERLE

BRBEE

B D BERRE - B

® 60 0

RRELE ORLA LM
REER - Rt L EME SRR

RBRELE

_15._



Body weight (g)
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—— Negative control (Olive oil)

— B - Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 mg/kg
---A--- Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 mg/kg
i — O— Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 mg/kg
— O— Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 mg/kg
—2— Positive control (EE 6.0 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 oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)
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—e— EE (Olive oil + EE 0.6 pg/kg)

— B - Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 mg/kg + EE 0.6 ng/kg
---A--- Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 mg/kg + EE 0.6 ug/kg
— O— - Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 mg/kg + EE 0.6 ng/kg

— O— Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 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 oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)



Table 1

General appearance of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)

Group Findings Administration period (day)  Autopsy
1-7 day
Negative control (Olive oil) Number of animals examined 6 6
No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
15 mg/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
50 mg/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide =~ Number of animals examined 6 6
150 mg/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
500 mg/kg No abnormal findings 6 6
Positive control (EE 6.0 ug/kg) Number of animals examined 6 6
No abnormal findings 6 6

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



Table 2
General appearance of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)

Administration period (day)  Autopsy

Group Findings I, day
EE (Olive oil + EE 0.6 ng/kg) Number of animals examined 6 6
No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
15 mg/kg + EE 0.6 ug/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
50 mg/kg + EE 0.6 ug/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
150 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
500 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6

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



Table 3
Body weight of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)

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 18.37 18.20 18.55 18.23 18.35 18.68 18.65 18.92
S.D. 0.53 0.60 0.64 0.52 0.60 0.69 0.48 0.53
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.40 18.33 18.67 18.33 18.38 18.82 18.68 19.08
oxide 15 mg/kg S.D. 0.62 0.72 0.73 0.71 0.71 0.82 0.79 0.71
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.43 18.30 18.62 18.37 18.60 18.82 18.80 18.98
oxide 50 mg/kg S.D. 0.65 0.60 0.67 0.72 0.74 1.13 0.73 0.82
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.50 18.52 19.18 18.65 18.63 19.30 19.05 19.32
oxide 150 mg/kg S.D. 0.26 0.13 0.15 0.34 0.34 0.42 0.32 0.48
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.42 18.25 18.73 18.72 18.60 19.02 18.97 19.37
oxide 500 mg/kg S.D. 0.69 0.93 0.88 091 1.08 0.92 0.88 0.96
Positive control (EE 6.0 pg/kg) 6 MEAN 18.47 18.23 18.57 18.02 17.87 18.23 18.00 18.30
S.D. 0.61 0.59 0.55 0.55 0.45 0.56 0.52 0.54

EE: Ethynyl Estradiol.



Table 4
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)

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 18.38 18.22 18.65 18.30 18.30 18.70 18.65 18.92
S.D. 0.24 0.43 0.43 0.50 0.55 0.55 0.45 0.77
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.65 18.53 18.85 18.37 18.42 18.77 18.68 19.03
oxide 15 mg/kg + EE 0.6 pg/kg S.D. 0.38 0.33 0.48 0.58 0.57 0.49 0.35 0.48
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.38 18.32 18.83 18.45 18.30 18.65 18.50 18.68
oxide 50 mg/kg + EE 0.6 pg/kg S.D. 0.82 0.67 0.45 0.40 0.43 0.56 0.43 0.50
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.43 18.27 18.82 18.15 18.07 18.48 18.38 18.65
oxide 150 mg/kg + EE 0.6 ug/kg S.D. 0.67 0.70 0.62 0.71 0.71 0.66 0.59 0.63
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.13 18.17 18.87 18.62 18.42 18.83 18.75 19.00
oxide 500 mg/kg + EE 0.6 ug/kg S.D. 0.54 0.44 0.38 0.31 0.32 0.53 0.37 0.29

EE: Ethynyl Estradiol.



Table 5
Autopsy findings of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)

Negative Positive
control Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide control
Item Group (Olive oil) 15 mg/kg 50 mg/kg 150 mg/kg 500 mg/kg (EE 6.0 pg/kg)
Number of animals examined 6 6 6 6 6 6
No abnormal findings 6 6 6 6 6 6

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



Table 6
Autopsy findings of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)

Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide

EE (Olive oil 15 mg/kg 50 mg/kg 150 mg/kg 500 mg/kg
Item Group + EE 0.6 ng/kg) + EE 0.6 ng/kg + EE 0.6 pg/kg + EE 0.6 ng/kg + EE 0.6 pg/kg
Number of animals examined 6 6 6 6 6
No abnormal findings 6 6 6 6 6

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



Table 7

Absolute and relative organ weights of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
Group animals g mg 10°% mg 107% g % mg 107% mg 10°%
Negative control (Olive oil) 6 MEAN 18.92 13.60 71.975 11.47 60.703 0.945 4.992 239.8 1267.218 6.77 35.783
S.D. 0.53 1.38 7.860 1.60 9.032 0.059 0.182 16.1 61.935 0.55 2.973
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 19.08 13.85 72.672 11.98 62.833 0.962 5.042 2333 1224.062 6.88 36.132
15 mg/kg S.D. 0.71 1.57 8.843 1.11 5.872 0.039 0.191 9.6 67.016 0.56 3.466
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 18.98 12.72 67.058 11.33 59.768 0.967 5.093 233.3 1229.605 6.62 34.897
50 mg/kg S.D. 0.82 1.14 6.185 1.07 5.767 0.040 0.155 12.0 49.453 0.59 3.296
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 19.32 13.02 67.482 11.12 57.668 0.980 5.070 239.0 1236.763 6.53 33.898
150 mg/kg S.D. 0.48 1.05 6.449 0.97 6.303 0.066 0.237 16.0 66.445 1.13 6.303
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 19.37 13.47 69.645 11.50 59.428 1.120 ** 5790 ** 2347 1211.442 6.32 32.607
500 mg/kg S.D. 0.96 1.08 6.221 1.11 5.647 0.063 0.340 17.1 58.240 0.50 1.887
Positive control (EE 6.0 pg/kg) 6 MEAN 18.30 32.05 + 175.077 + 2935+  160.393 + 0.880 4.805 214.0 *  1168.668 6.88 37.705
S.D. 0.54 456 23.568 3.74 19.651 0.048 0.181 15.3 62.057 0.97 6.035

EE: Ethynyl Estradiol.

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

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

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



Table 8

Absolute and relative organ weights of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11131)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
Group animals g mg 10°% mg 107% g % mg 107% mg 10°%
EE (Olive oil + EE 0.6 pg/kg) 6 MEAN 18.92 21.37 112.722 19.45 102.690 0.910 4.807 218.0 1152.727 7.35 38.780
S.D. 0.77 4.55 22.149 435 21.902 0.059 0.158 17.5 85.265 0.91 3.673
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 19.03 24.65 129.288 22.27 116.805 0.910 4.782 221.2 1162.382 7.33 38.597
15 mg/kg + EE 0.6 pg/kg S.D. 0.48 6.05 30.229 5.11 25.407 0.036 0.146 14.0 74.565 0.98 5.616
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 18.68 37.67 **  201.388 ** 34.58 **  184.960 ** 0.917 4.905 216.5 1158.880 7.52 40.325
50 mg/kg + EE 0.6 ug/kg S.D. 0.50 5.20 25.433 4.41 21.730 0.052 0.196 7.4 29.325 1.03 6.251
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 18.65 31.85 * 171.705 ** 28.35 % 152.847 ** 0.917 4912 221.7 1190.500 7.30 39.163
150 mg/kg + EE 0.6 pg/kg S.D. 0.63 5.86 36.406 5.50 33.861 0.062 0.175 9.5 79.473 1.04 5.728
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 19.00 34.83 **  183.282 ** 31.67 **  166.640 ** 1.012 #* 5325 *x 221.5 1165.577 6.65 34.977
500 mg/kg + EE 0.6 pg/kg S.D. 0.29 5.80 29.745 4.45 22.889 0.050 0.247 10.2 43.654 1.23 6.259

EE: Ethynyl Estradiol.

*: Significantly different from the EE (Olive oil + EE 0.6 u g/kg) group at p=0.05 (Dunnett's test).
*#*: Significantly different from the EE (Olive oil + EE 0.6  g/kg) group at p=0.01 (Dunnett's test).



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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

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

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

N: No abnormal findings.



INDIVIDUAL DATA 1-1-2

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Positive control (EE 6.0 pg/kg)

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

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-1

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

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

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

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-2

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 mg/kg + EE 0.6 pg/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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 mg/kg + EE 0.6 pg/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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
General appearance ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 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. SR11131
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Body weight

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
151 17.8 17.6 18.1 17.9 17.9 18.1 18.2 18.5
152 18.0 18.1 18.3 18.0 18.1 18.4 18.7 18.8
153 18.0 17.8 17.8 17.5 17.6 17.8 18.0 18.2
154 18.5 18.0 18.6 18.4 18.5 19.0 18.7 19.1
155 18.7 18.4 18.9 18.8 18.8 19.2 19.0 19.2
156 19.2 19.3 19.6 18.8 19.2 19.6 19.3 19.7

N 6 6 6 6 6 6 6 6

MEAN 18.37 18.20 18.55 18.23 18.35 18.68 18.65 18.92
S.D. 0.53 0.60 0.64 0.52 0.60 0.69 0.48 0.53
S.E. 0.22 0.25 0.26 0.21 0.24 0.28 0.20 0.22
M/C 4.3294 12.0805 * 10.7778 4.8192 6.9482 5.2240 5.6992 3.5531

F 0.0406 0.8144 0.9652 1.0530 1.2088 1.9741 1.8281
H 3.3580



INDIVIDUAL DATA 2-1-2

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Body weight ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
251 17.6 17.6 17.7 17.3 17.4 17.9 17.8 18.2
252 18.2 18.0 18.7 18.3 18.4 18.8 18.8 19.4
253 17.9 17.9 18.4 18.1 17.9 18.3 18.3 19.0
254 19.2 19.5 19.9 19.5 19.5 20.3 20.1 20.3
255 18.5 18.1 18.4 18.3 18.5 18.7 18.3 18.7
256 19.0 18.9 18.9 18.5 18.6 18.9 18.8 18.9

N 6 6 6 6 6 6 6 6

MEAN 18.40 18.33 18.67 18.33 18.38 18.82 18.68 19.08

S.D. 0.62 0.72 0.73 0.71 0.71 0.82 0.79 0.71

S.E. 0.25 0.29 0.30 0.29 0.29 0.33 0.32 0.29



INDIVIDUAL DATA 2-1-3

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Body weight ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
351 17.3 17.1 17.3 17.0 17.3 16.7 17.6 17.8
352 18.2 18.4 18.9 18.4 18.7 19.0 19.1 19.3
353 18.6 18.5 18.8 18.6 18.8 19.8 19.4 19.4
354 18.4 18.6 19.1 19.0 19.4 19.5 19.4 20.0
355 19.0 18.7 18.6 18.3 18.3 18.5 18.2 18.2
356 19.1 18.5 19.0 18.9 19.1 19.4 19.1 19.2

N 6 6 6 6 6 6 6 6

MEAN 18.43 18.30 18.62 18.37 18.60 18.82 18.80 18.98

S.D. 0.65 0.60 0.67 0.72 0.74 1.13 0.73 0.82

S.E. 0.27 0.24 0.27 0.30 0.30 0.46 0.30 0.34



INDIVIDUAL DATA 2-1-4

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Body weight ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 mg/kg

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

N 6 6 6 6 6 6 6 6

MEAN 18.50 18.52 19.18 18.65 18.63 19.30 19.05 19.32

S.D. 0.26 0.13 0.15 0.34 0.34 0.42 0.32 0.48

S.E. 0.11 0.05 0.06 0.14 0.14 0.17 0.13 0.20



INDIVIDUAL DATA 2-1-5

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Body weight ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
551 17.6 17.1 17.9 17.6 17.2 17.9 18.0 18.5
552 18.2 17.9 18.3 18.3 18.4 18.6 18.8 19.3
553 18.4 18.3 18.7 18.9 18.7 19.3 19.0 19.2
554 18.2 17.9 18.3 18.3 18.2 18.6 18.5 18.7
555 18.4 18.4 18.8 18.9 18.6 19.1 18.9 19.3
556 19.7 19.9 20.4 20.3 20.5 20.6 20.6 21.2

N 6 6 6 6 6 6 6 6

MEAN 18.42 18.25 18.73 18.72 18.60 19.02 18.97 19.37

S.D. 0.69 0.93 0.88 0.91 1.08 0.92 0.88 0.96

S.E. 0.28 0.38 0.36 0.37 0.44 0.37 0.36 0.39



INDIVIDUAL DATA 2-1-6

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Body weight ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

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

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
651 17.8 17.7 18.3 17.9 17.8 18.2 17.8 18.1
652 17.6 17.3 17.7 17.0 17.1 17.2 17.1 17.3
653 18.9 18.8 19.2 18.6 18.5 18.9 18.6 18.8
654 19.0 18.6 19.1 18.3 18.0 18.3 18.2 18.5
655 18.8 18.5 18.6 18.2 18.0 18.5 18.3 18.6
656 18.7 18.5 18.5 18.1 17.8 18.3 18.0 18.5

N 6 6 6 6 6 6 6 6

MEAN 18.47 18.23 18.57 18.02 17.87 18.23 18.00 18.30
S.D. 0.61 0.59 0.55 0.55 0.45 0.56 0.52 0.54
S.E. 0.25 0.24 0.22 0.22 0.19 0.23 0.21 0.22

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-1

STUDY NO. SR11131
ANIMAL : Mouse, C57BL/6JJmsSlIc

Body weight

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 pg/kg)

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
161 18.0 17.8 18.2 17.9 18.2 18.7 18.8 19.0
162 18.6 17.9 18.7 18.4 18.6 18.7 18.6 18.9
163 18.2 17.9 18.4 17.8 17.7 18.0 18.1 18.1
164 18.5 18.5 18.8 18.6 18.5 19.1 18.9 19.6
165 18.6 18.9 194 19.1 19.1 19.5 19.3 19.9
166 18.4 18.3 18.4 18.0 17.7 18.2 18.2 18.0

N 6 6 6 6 6 6 6 6

MEAN 18.38 18.22 18.65 18.30 18.30 18.70 18.65 18.92
S.D. 0.24 0.43 0.43 0.50 0.55 0.55 0.45 0.77
S.E. 0.10 0.18 0.17 0.20 0.22 0.23 0.18 0.31
M/C 7.2092 3.5541 1.3740 3.6247 3.1079 0.4941 1.6900 4.3238

F 0.6262 0.4245 0.2009 0.6784 0.4344 0.3355 0.6668 0.6171

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-2

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 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 18.6 18.4 184 17.7 18.1 18.2 18.2 18.6
262 18.0 18.2 18.7 18.4 18.5 19.1 18.8 19.3
263 18.8 18.3 18.3 17.8 17.6 18.3 18.4 18.6
264 18.5 18.4 18.9 18.3 18.2 18.5 18.6 18.6
265 18.9 18.9 19.3 18.8 19.1 19.2 19.0 19.5
266 19.1 19.0 19.5 19.2 19.0 19.3 19.1 19.6

N 6 6 6 6 6 6 6 6

MEAN 18.65 18.53 18.85 18.37 18.42 18.77 18.68 19.03
S.D. 0.38 0.33 0.48 0.58 0.57 0.49 0.35 0.48
S.E. 0.16 0.14 0.20 0.23 0.23 0.20 0.14 0.20

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-3

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 mg/kg + EE 0.6 pg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
361 17.2 17.6 18.2 17.9 17.8 18.2 18.3 18.5
362 18.7 18.7 18.9 18.8 18.5 18.7 18.6 18.8
363 17.8 17.7 18.4 18.2 18.0 18.2 18.1 18.0
364 18.6 18.2 19.0 18.4 18.4 18.4 18.2 18.5
365 184 18.3 19.1 18.4 18.1 18.7 18.5 18.8
366 19.6 19.4 19.4 19.0 19.0 19.7 19.3 19.5

N 6 6 6 6 6 6 6 6

MEAN 18.38 18.32 18.83 18.45 18.30 18.65 18.50 18.68
S.D. 0.82 0.67 0.45 0.40 0.43 0.56 0.43 0.50
S.E. 0.34 0.27 0.18 0.16 0.18 0.23 0.18 0.20

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-4

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 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 17.4 17.1 17.9 17.2 17.5 17.7 17.6 17.9
462 18.0 18.0 18.6 17.8 17.7 17.9 17.9 18.2
463 18.3 18.2 18.8 18.1 17.3 18.3 18.4 18.4
464 18.7 18.4 18.6 18.0 18.3 18.6 18.5 18.9
465 19.1 18.8 19.3 18.5 184 18.9 18.6 18.8
466 19.1 19.1 19.7 19.3 19.2 19.5 19.3 19.7

N 6 6 6 6 6 6 6 6

MEAN 18.43 18.27 18.82 18.15 18.07 18.48 18.38 18.65
S.D. 0.67 0.70 0.62 0.71 0.71 0.66 0.59 0.63
S.E. 0.27 0.28 0.25 0.29 0.29 0.27 0.24 0.26

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-5

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 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 17.5 17.7 18.6 18.5 18.2 18.1 18.3 18.8
562 17.6 17.6 18.4 18.2 18.3 18.8 18.6 18.9
563 17.9 18.1 18.6 18.4 18.0 18.3 18.4 18.6
564 18.4 18.4 19.2 18.9 18.5 19.2 19.2 19.1
565 18.6 18.6 19.1 19.0 18.9 19.3 19.0 19.2
566 18.8 18.6 19.3 18.7 18.6 19.3 19.0 19.4

N 6 6 6 6 6 6 6 6

MEAN 18.13 18.17 18.87 18.62 18.42 18.83 18.75 19.00
S.D. 0.54 0.44 0.38 0.31 0.32 0.53 0.37 0.29
S.E. 0.22 0.18 0.15 0.12 0.13 0.22 0.15 0.12

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-1-1

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Animal Findings
No.
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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 mg/kg

Animal

No. Findings

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

556 No abnormal findings




INDIVIDUAL DATA 3-1-6

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Positive control (EE 6.0 pg/kg)

Animal

No. Findings

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-1

STUDY NO. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 pg/kg)

Animal Findings

No.

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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 mg/kg + EE 0.6 pg/kg

Animal Findings

No.

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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 mg/kg + EE 0.6 pug/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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 mg/kg + EE 0.6 pg/kg

Animal Findings

No.

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. SR11131  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 mg/kg + EE 0.6 pg/kg

Animal

No. Findings

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-1-1
STUDY NO. SR11131
Absolute and relative organ weights

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

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
151 18.5 14.8 80.00 13.9 75.14 0.90 4.86 239 1291.89 7.6 41.08
152 18.8 12.8 68.09 10.6 56.38 0.95 5.05 231 1228.72 6.7 35.64
153 18.2 13.6 74.73 11.1 60.99 0.87 4.78 226 1241.76 6.0 32.97
154 19.1 11.9 62.30 9.4 49.21 0.93 4.87 246 1287.96 6.4 33.51
155 19.2 15.6 81.25 12.7 66.15 0.99 5.16 228 1187.50 7.1 36.98
156 19.7 12.9 65.48 11.1 56.35 1.03 5.23 269 1365.48 6.8 34.52
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.92 13.60 71.975 11.47 60.703 0.945 4.992 239.8 1267.218 6.77 35.783
S.D. 0.53 1.38 7.860 1.60 9.032 0.059 0.182 16.1 61.935 0.55 2.973
S.E. 0.22 0.56 3.209 0.65 3.687 0.024 0.074 6.6 25.285 0.23 1.214
M/C 3.5531 20.0388 ** 16.8420 ** 16.0575 ** 14.6343 * 2.3316 4.1471 2.0375 0.5403 5.7261 8.9631
F 1.8281 13.1352 ** 13.8329 ** 2.5064 t 1.6932 0.5163 1.0333
H 16.9624 ** 16.6996 ** 16.0766 ** 16.3453 **



INDIVIDUAL DATA 4-1-2
STUDY NO. SR11131
Absolute and relative organ weights

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
251 18.2 15.0 82.42 12.4 68.13 0.91 5.00 240 1318.68 6.2 34.07
252 19.4 15.1 77.84 13.5 69.59 1.03 5.31 221 1139.18 6.7 34.54
253 19.0 11.5 60.53 10.1 53.16 0.95 5.00 240 1263.16 7.3 38.42
254 20.3 14.2 69.95 12.3 60.59 0.96 4.73 240 1182.27 6.3 31.03
255 18.7 15.0 80.21 11.7 62.57 0.96 5.13 221 1181.82 7.5 40.11
256 18.9 12.3 65.08 11.9 62.96 0.96 5.08 238 1259.26 7.3 38.62
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.08 13.85 72.672 11.98 62.833 0.962 5.042 2333 1224.062 6.88 36.132
S.D. 0.71 1.57 8.843 1.11 5.872 0.039 0.191 9.6 67.016 0.56 3.466
S.E. 0.29 0.64 3.610 0.45 2.397 0.016 0.078 39 27.359 0.23 1.415
Dunnett's t 0.5405 0.3884 0.7720
Steel's t 0.3208 0.1601 0.6416 0.6405



INDIVIDUAL DATA 4-1-3
STUDY NO. SR11131
Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 mg/kg

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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 17.8 12.3 69.10 11.4 64.04 0.94 5.28 220 1235.96 6.7 37.64
352 19.3 11.7 60.62 10.2 52.85 1.02 5.28 227 1176.17 5.9 30.57
353 19.4 12.7 65.46 11.2 57.73 0.99 5.10 233 1201.03 6.3 32.47
354 20.0 14.4 72.00 13.1 65.50 0.99 4.95 241 1205.00 6.9 34.50
355 18.2 13.7 75.27 11.8 64.834 0.91 5.00 226 1241.76 6.3 34.62
356 19.2 11.5 59.90 10.3 53.65 0.95 4.95 253 1317.71 7.6 39.58
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.98 12.72 67.058 11.33 59.768 0.967 5.093 2333 1229.605 6.62 34.897
S.D. 0.82 1.14 6.185 1.07 5.767 0.040 0.155 12.0 49.453 0.59 3.296
S.E. 0.34 0.47 2.525 0.44 2.354 0.016 0.063 4.9 20.189 0.24 1.345
Dunnett's t 0.7027 0.7898 0.7720
Steel's t 1.2810 1.1209 0.1604 0.1601



INDIVIDUAL DATA 4-1-4
STUDY NO. SR11131
Absolute and relative organ weights

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
451 18.7 13.9 74.33 12.5 66.84 0.87 4.65 218 1165.78 7.7 41.18
452 19.9 12.0 60.30 9.7 48.74 1.07 5.38 256 1286.43 5.7 28.64
453 19.2 13.2 68.75 11.3 58.85 0.99 5.16 236 1229.17 5.0 26.04
454 19.8 11.9 60.10 10.4 52.53 1.01 5.10 233 1176.77 6.1 30.81
455 18.9 12.6 66.67 11.2 59.26 0.96 5.08 231 1222.22 6.9 36.51
456 19.4 14.5 74.74 11.6 59.79 0.98 5.05 260 1340.21 7.8 40.21
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.32 13.02 67.482 11.12 57.668 0.980 5.070 239.0 1236.763 6.53 33.898
S.D. 0.48 1.05 6.449 0.97 6.303 0.066 0.237 16.0 66.445 1.13 6.303
S.E. 0.20 0.43 2.633 0.40 2.573 0.027 0.097 6.5 27.126 0.46 2.573
Dunnett's t 1.1351 0.6085 0.0990
Steel's t 0.7218 0.9608 0.0000 0.4804



INDIVIDUAL DATA 4-1-5
STUDY NO. SR11131
Absolute and relative organ weights

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 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 18.5 11.9 64.32 10.2 55.14 1.05 5.68 217 1172.97 5.7 30.81
552 19.3 15.0 77.72 13.4 69.43 1.10 5.70 233 1207.25 6.3 32.64
553 19.2 12.8 66.67 10.7 55.73 1.05 547 232 1208.33 6.7 34.90
554 18.7 14.1 75.40 11.2 59.89 1.16 6.20 244 1304.81 6.4 34.22
555 19.3 13.8 71.50 11.9 61.66 1.20 6.22 219 1134.72 5.8 30.05
556 21.2 13.2 62.26 11.6 54.72 1.16 547 263 1240.57 7.0 33.02
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.37 13.47 69.645 11.50 59.428 1.120 5.790 234.7 1211.442 6.32 32.607
S.D. 0.96 1.08 6.221 1.11 5.647 0.063 0.340 17.1 58.240 0.50 1.887
S.E. 0.39 0.44 2.540 0.45 2.306 0.026 0.139 7.0 23.776 0.21 0.770
Dunnett's t 5.6755 ** 6.2016 ** 0.6136
Steel's t 0.0000 0.6405 0.3208 0.4804



INDIVIDUAL DATA 4-1-6
STUDY NO. SR11131
Absolute and relative organ weights

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Positive control (EE 6.0 pg/kg)

SEX : Ovariectomized female

Body

Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
651 18.1 29.4 162.43 27.2 150.28 0.90 4.97 206 1138.12 6.2 34.25
652 17.3 28.8 166.47 27.4 158.38 0.80 4.62 191 1104.05 8.2 47.40
653 18.8 26.3 139.89 242 128.72 0.92 4.89 216 1148.94 7.6 40.43
654 18.5 38.1 205.95 34.0 183.78 0.87 4.70 225 1216.22 7.4 40.00
655 18.6 35.6 191.40 32.8 176.34 0.86 4.62 211 1134.41 6.0 32.26
656 18.5 34.1 184.32 30.5 164.86 0.93 5.03 235 1270.27 5.9 31.89
N 6 6 6 6 6 6 6 6 6 6 6

MEAN 18.30 32.05 175.077 29.35 160.393 0.880 4.805 214.0 1168.668 6.88 37.705
S.D. 0.54 4.56 23.568 3.74 19.651 0.048 0.181 15.3 62.057 0.97 6.035
S.E. 0.22 1.86 9.621 1.53 8.022 0.019 0.074 6.2 25.335 0.40 2.464

Dunnett's t 2.1081 1.4501 3.0681 *
Steel's t 2.8823 * 2.8823 * 2.8874 * 2.8823 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-1
STUDY NO. SR11131
Absolute and relative organ weights

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
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 10°% mg 10°% g % mg 10°% mg 10°%
161 19.0 15.4 81.05 13.0 68.42 0.91 4.79 199 1047.37 7.6 40.00
162 18.9 21.7 114.81 19.9 105.29 0.94 4.97 247 1306.88 6.5 34.39
163 18.1 233 128.73 222 122.65 0.82 4.53 210 1160.22 7.3 40.33
164 19.6 27.6 140.82 24.8 126.53 0.97 495 225 1147.96 7.8 39.80
165 19.9 23.4 117.59 21.1 106.03 0.96 4.82 223 1120.60 8.7 43.72
166 18.0 16.8 93.33 15.7 87.22 0.86 4.78 204 1133.33 6.2 34.44
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.92 21.37 112.722 19.45 102.690 0.910 4.807 218.0 1152.727 7.35 38.780
S.D. 0.77 4.55 22.149 435 21.902 0.059 0.158 17.5 85.265 091 3.673
S.E. 0.31 1.86 9.042 1.78 8.941 0.024 0.065 7.2 34.809 0.37 1.499
M/C 4.3238 0.4821 1.2938 0.4192 1.4160 1.5117 1.6384 42515 6.2570 0.4679 1.5167
F 0.6171 9.2951 ** 9.8029 ** 10.4883 ** 10.8135 ** 42313 ** 8.2098 ** 0.2232 0.2877 0.6172 0.7777

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-2
STUDY NO. SR11131
Absolute and relative organ weights
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 15 mg/kg + EE 0.6 pg/kg

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

Body

Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
261 18.6 23.3 125.27 21.1 113.44 0.89 4.78 210 1129.03 8.3 44.62
262 19.3 16.9 87.56 15.6 80.83 0.88 4.56 199 1031.09 6.2 32.12
263 18.6 18.6 100.00 17.4 93.55 0.92 4.95 231 1241.94 73 39.25
264 18.6 27.4 147.31 24.4 131.18 0.87 4.68 223 1198.92 7.9 42.47
265 19.5 30.5 156.41 27.0 138.46 0.96 4.92 228 1169.23 6.1 31.28
266 19.6 31.2 159.18 28.1 143.37 0.94 4.80 236 1204.08 8.2 41.84
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.03 24.65 129.288 22.27 116.805 0.910 4.782 221.2 1162.382 7.33 38.597
S.D. 0.48 6.05 30.229 5.11 25.407 0.036 0.146 14.0 74.565 0.98 5.616
S.E. 0.20 2.47 12.341 2.09 10.372 0.015 0.060 5.7 30.441 0.40 2.293

Dunnett's t 1.0306 0.9829 1.0193 0.9563 0.0000 0.2306

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-3
STUDY NO. SR11131
Absolute and relative organ weights

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 50 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 107% mg 107% g % mg 107% mg 107%
361 18.5 31.8 171.89 30.1 162.70 0.94 5.08 208 1124.32 6.9 37.30
362 18.8 39.5 210.11 34.8 185.11 0.90 4.79 214 1138.30 7.1 37.77
363 18.0 32.6 181.11 30.7 170.56 0.82 4.56 217 1205.56 8.6 47.78
364 18.5 37.1 200.54 34.1 184.32 0.93 5.03 213 1151.35 9.0 48.65
365 18.8 46.0 244.68 424 225.53 0.94 5.00 217 1154.26 6.4 34.04
366 19.5 39.0 200.00 354 181.54 0.97 4.97 230 1179.49 7.1 36.41
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.68 37.67 201.388 34.58 184.960 0.917 4.905 216.5 1158.880 7.52 40.325
S.D. 0.50 5.20 25.433 4.41 21.730 0.052 0.196 7.4 29.325 1.03 6.251
S.E. 0.20 2.12 10.383 1.80 8.871 0.021 0.080 3.0 11.972 0.42 2.552

Dunnett's t 5.1163 ** 5.2605 ** 5.4766 ** 5.5739 ** 0.2199 0.9072

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-4
STUDY NO. SR11131
Absolute and relative organ weights

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 150 mg/kg + EE 0.6 ng/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 17.9 40.1 224.02 35.7 199.44 0.85 4.75 220 1229.05 5.7 31.84
462 18.2 342 187.91 31.9 175.27 0.86 4.73 230 1263.74 7.7 4231
463 18.4 329 178.80 28.7 155.98 0.88 4.78 230 1250.00 8.9 48.37
464 18.9 33.7 178.31 29.9 158.20 0.96 5.08 229 1211.64 7.1 37.57
465 18.8 26.2 139.36 22.0 117.02 0.95 5.05 212 1127.66 7.4 39.36
466 19.7 24.0 121.83 21.9 111.17 1.00 5.08 209 1060.91 7.0 35.53
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.65 31.85 171.705 28.35 152.847 0.917 4912 221.7 1190.500 7.30 39.163
S.D. 0.63 5.86 36.406 5.50 33.861 0.062 0.175 9.5 79.473 1.04 5.728
S.E. 0.26 2.39 14.863 2.24 13.824 0.025 0.071 39 32.445 0.43 2.339

Dunnett's t 3.2905 * 3.4994 ** 3.2208 * 3.3982 ** 0.2199 0.9687

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-5
STUDY NO. SR11131
Absolute and relative organ weights

TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 500 mg/kg + EE 0.6 pg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
561 18.8 349 185.64 324 172.34 0.99 5.27 209 1111.70 6.4 34.04
562 18.9 342 180.95 31.2 165.08 1.00 5.29 218 1153.44 5.1 26.98
563 18.6 35.8 192.47 31.7 170.43 1.00 5.38 222 1193.55 6.7 36.02
564 19.1 24.3 127.23 23.5 123.04 0.97 5.08 220 1151.83 8.2 42.93
565 19.2 38.4 200.00 36.2 188.54 1.11 5.78 220 1145.83 5.6 29.17
566 19.4 414 213.40 35.0 180.41 1.00 5.15 240 1237.11 7.9 40.72
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.00 34.83 183.282 31.67 166.640 1.012 5.325 221.5 1165.577 6.65 34.977
S.D. 0.29 5.80 29.745 4.45 22.889 0.050 0.247 10.2 43.654 1.23 6.259
S.E. 0.12 2.37 12.143 1.82 9.344 0.020 0.101 4.1 17.822 0.50 2.555
Dunnett's t 42269 ** 4.1863 ** 44211 ** 4.3327 ** 3.3531 ** 4.7819 **

EE: Ethynyl Estradiol.



Appendix 1
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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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