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Figures and Tables AT

Figure 1

Figure 2

Table 1

Table 2

Table 3

Table 4

Table 5

Table 6

Body weight of ovariectomized female mice for detection of estrogenic
activity in subcutaneous uterotrophic bioassay of Diphenyl-2, 4, 6-
trimethylbenzoyl phosphine oxide (SR11132)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-
2,4, 6-trimethylbenzoyl phosphine oxide (SR11132)

General appearance of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-
2,4, 6-trimethylbenzoyl phosphine oxide (SR11132)

General appearance of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-
2,4, 6-trimethylbenzoyl phosphine oxide (SR11132)

Body weight of ovariectomized female mice for detection of estrogenic
activity in subcutaneous uterotrophic bioassay of Diphenyl-2, 4, 6-
trimethylbenzoyl phosphine oxide (SR11132)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-
2,4, 6-trimethylbenzoyl phosphine oxide (SR11132)

Autopsy findings of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-
2,4, 6-trimethylbenzoyl phosphine oxide (SR11132)

Autopsy findings of ovariectomized female mice for detection of anti-
estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-
2,4, 6-trimethylbenzoyl phosphine oxide (SR11132)
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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
Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide (SR11132)

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

bioassay of Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide (SR11132)

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

Appendices AT
1 PR Rl A (326-63232)
2 Certificate of analysis(10006486)
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Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide @ 30, 100, 300 3 X T} 1000 mg/kg % 1
BECHE 6 ILOJIEAGHMEM~ Y 212 7 FMKER TG L, FEEEOENHT X b
NEFOFEEIZSOWTHE Lz, & 52, Bthynyl Estradiol ZOFH&E LB+ EEEDLE
s, i 2 ba 7 AEAOF IO T LR L, LT O E2 572,

. —RETIE, =R b ZAERABRHEERS LOWim A b ZF AERABRIHEEO W3 I & R
WE G ORBITRD bR Tz,

2. REHEETIX, =X ba U AEABRERR LOH= X b 7 U ERBREEEO W T LI b R
WHE G DRI b RinoTz,

3. HlmTIix, =R M SRR LU= X e S U EABREREOWTRICE 1000
mg/kg BECTEGIALIZE T RGBSR SN BB ENEE LIbo LB b,

4. WEHEETIH, Sl A ha X U ERABRHEED 300 BELO 1000 mg/kg B THFIRE RO HMA
Wb, TR Fa S ERBEEEDO 1000mg/kg FEIC S A BRI O O Tl E &I
B b, —JF, =X brFAAEABREHRL LU 2 b o 7 AR EEO W
MUICTBNT S FHERICHEBRYER G OREITRD bNRh o7,

bz Lann, ARBRSM T Tl Diphenyl-2, 4, 6~trimethylbenzoyl phosphine oxide ®
TA a7 AEHB IO A b a7 AERIZO T OWT b 2t & fm S vz,
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Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide @ 30, 100, 300 3 X T} 1000 mg/kg % 1
BECHE 6 ILOJIEAGHMEM~ Y 212 7 FMKER TG L, FEEEOENHT X b
NEFOFEEIZOWTHE Lz, & 52, Bthynyl Estradiol ZOFH#&E LD+ EEEDLE
bins, Flm A b AEHOFEIC OV TS RE 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 %Ji:j
O
St :348.37 Y
WL E : S8l s W B DRSSP R (Appendix 1)
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At A - 88~92°C V

:99.6% (HPLC, Appendix 1)

126 gX2 A (Bl & L)
F—=HRLY,

DEH R YEAR BT, HUR D LR D R LW ERM L TR
BL Y, B EANE NCER b DR\ & OPRE X

= 1)

— o

| BB B IRAFE D I E
(GERIFELPH 2~10C, Z AL HEEGH/RTHET)

DR R A AR L, WMVIAATE Y | IR, R X OIS
i Zpunk Sz Lz,

CAPEFRME B0 F v b TDLo 27300 mg/ke/13 3 (Rkktry) (A=
WD TR EBINER A R EROZE{L (RTECS)Y

WA Lo T,

: BIEERBR O B G T, BERLY T D721, EEFEREY
ELTEIR L7z,

: Ethynyl Estradiol (UAF. EE)

: 57-63-6

: 296. 40

: Cayman Chemical Company

 FYEHER TR S

: 0422603

: 99. 5% (HPLC) (Appendix 2)

DR

L BRI B R AT E DI R
[FEMFIPH-28~-24°C, 201149 A 29 H (ZN) b iGH& T
H % <]

1201248 H 17 H
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3. XfEE

4B : AR A 7
REFEE DY o BB
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 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 IO BRI B A REAE L Rtk 2 ) — 1 (95. 0%) (ZEE 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, 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,

SR B R ey RAREERRE TEE AL TWAERETHY . T T
W23 SNTZRBRICB W THER SN TWD Z b 2O R A
BE LT,

LB EK : 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 :14.4~17.6 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 MOIRREBIZR A 1 B 1 mIBIEE L, REE & 5 ARER X OE (T RF
(B 5-BRbaRITH) ZHIE LTz,

A Bk 7 HETo 6 HIH

Py

gt L OBIMEHIF Iz, — KR
REPA (0.1 g) BFRD LT,
(3) RESIT
MePE Fs K OB I S0 L 72 — ORI ZR 3 TR ERIE DR R 2 S5 BI12 LT,
B OEH OS2 IRE LIz, T7bb, KEBDOH LN 1zl 71 EE2 x5
2. BER X OBMEEIRIE T A OKREICESW T, B 5BRAART H AR A fh s
(2 XD BHEDOFIGEREN 12725 K OISR 2170, BRI 9% 66 L2 38k
L7z, T 0EORERMIL, 17.2~19.6 ¢ TH V| FHKRE(18.53 g) D+20%
DNTH D Z a2l L, (REBDO 1 ILE2 G TEE) ANV T8 6 DT3RS
HERSM L. FREERETFIAEF IO > TREIE S H T,
@) EWE L — 2 Ok

[

DEFIIFBO R T2y, 1HITITBER

B DUPET b b CRENCENE A . BATREI AT 7,
fitr— RS RN T SRR B3 L OB B S 2L, & —

COMEIER LTz,
BT IE T ~OUICRIRE B, SIRTES L OB E 54 i3
L. &4 — Y OREICHET LT,
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(5) BYEaE

1) fERE

B =L : 301 B

TR - I 1 22+ 3°C (FHIFPH 20~23°C), 50+20% (SEHIFPH 43~64%)
E IR : 10~15 [B] /IRFfH]

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

BEETEORES I ONBELZHEAEGL, BRELSRDOLNLNWT L 2R LT,
2) fABE#M B L OB HIE
fr— Y OFEHA : 77y MR&JEReHER - — 2 (260W X 380D X 180H, mm)
17—y di- 0 OEEME
D BRIE R X OBIME IR X 2 721X 5 U8, B AIE 3 IhE L

72

b — VA REOY TR 1 B LT,

= MARHa i 2 [e]5EhE L7,

e Bl 25 A A RO IRELS 1 RIEME L7,

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

ERN DR c1 A1 [EISER L7,

HND W DB REFEFEL L0 v RRIEFEE L 1B AL CAZEICHEH
THHERMEEL 1A 1A% L7,

3) fakt

TS - 2R : [ERLEREL, CRF-1

7y hEE : 110908

RS DoAY A VR TS

(I DIRES SRR A VT HBICER S,

1BYE B L O A i

DB B A M E TN B HIHRE B D WITMAE DA
Mz, AL Y FOfEHC W TN Lz, 1ERWE D5y
Hrid Eurofins Analytics (34535 © AR-11-JP-002270-
01) 23, P/EMI A T A GE 2 (O HrakBivii it 2 : No.
11603-132) WENENAT o T2, T — Z ZfBHRLEEE 6
AF Lz, A &R EIIRA S (bE R 2T JEiT
OIEEBAEFIREICHER L 72, D ORER, WThoHEAICS
TR & B 2 B EIEER D B LR o Tz,
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(6) HeBRE OG-
1) BH5EOHKE

;0 (RFHREE) . 30,

: Diphenyl-2, 4, 6-trimethylbenzoyl phosphine oxide @ 40,

SR11132

 ALIR T KB K
C HENGAEE ARV THBICER S,
D BRICEER A T T RN O H DG E DA E A 2011 4

10 A3 BB LON20124E 1 A 5 B)IC Y%A E = ORLE O e K
OB BRI L TN LT, 00T I3 B AT AR OKE

FRATRE R No. A233146 33 J TN A234348) ATV, ATIEE &
FFAEIIRA S (LB MNP OFE EREFIAE I Y

L7z, SHTOFRER, WTFNOHEBIZbIFAMAE 2 2 HIEE
ORI T,

100, 300 3 X1 1000 mg/kg & L7,

200 3 LU 1000 mg/kg ZMEME~ 7 212 7 AMIAER P& G- L7z
TR GRS SR11132P) TlE, 1000 mg/kg # T H & 51
P ic R E S b & BT 2 B RITRO b e hote, ZD
e, m R bu S ARREHEEL LT BRE R
LD HIERBN A B2 o 72 1000 mg/kg Zm AL L, L
TR 3 ThR L 72 300, 100 35 KO8 30 mg/kg & LI HE
FERE, PEAEHS L OMERHAERE LTREL, XHRHED
It B R BG-3 2 Bk FREEFRS L OVEE 0.2 ug/kg R TG
T2 Bt FREE A N 2 725t 6 BEZ 3T 7=,

Pl A b Z AR S Uik, RS & RIERIC 1000,

300, 100, 30 mg/kg DHEME (K F#5-) IZMA TEE 0.6
ne/kg (B2 F#5) Z[FRFICE G4 2 4 BEA R E L. xHEWE (K
TEE)IZI A TEE 0.6 pg/kg (2 F5) #RIFFICE G35

PR HERE (BE ) 20 2 7271 b BEA &R T 7=,
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ABRBEORERK
EE BRI E

Beh& V=353 Beh& T E B (B =)
B AL (ug/kg) (ug/mL) (mg/kg)  (mg/mL) ki3
<A ~a 7 AR R
R o R - - 0 0 6 (151~156)
1K H &7 - - 30 6 6 (251~256)
HRE H R - - 100 20 6 (351~356)
W R - - 300 60 6 (451~456)
= - - 1000 200 6 (551~556)
B M 5k FRRE 0.2 0.4 - - 6 (651~656)
HrtT A ka7 AEHBHED
EE BE * 0.6 1.2 0 0 6 (161~166)
KK &:+EE #¥H 0.6 1.2 30 6 6 (261~266)
FRAEC A B +EE RE 0.6 1.2 100 20 6 (361~366)
P B S +EE B 0.6 1.2 300 60 6 (461~466)
15 & +EE #E 0.6 1.2 1000 200 6 (561~566)

*1 0 RHEWE (AARERF AV 7)) 2% TG L,

*2 : BE 2 TG L7,

*3 : RERWE (AR AV 7)) & TG, BE # K T#H Lz,
*4 . PR E B GR & T eG4, BE 2R TG LTz,

2) &5

O #HRYE S L O R

Be 571 KO 5% 1
AEFHEH OB A 10% 7 /L 32— L CIEEH%., 7 4 AR—H
TR B L OT 4 AR—F TN U oD% T
THE LTz,

£ S A ElE c1 A 1EL, 7 HREEGHR S LT,

Beh5 )1, BERKEB X O ERE O EH B
[REBRIETA RTIA4 2 BEL LI,

B 5 ©13:21~15:28
w5 RE 05 mL/kg & L7z, HEAEOBREGIREITHRS HOEREIZIESNT
HH L.

@ i e
B 507 1k3 L OG-8
T A ka7 AR R
WEEFEOME 10% =% ) —/VCH#EKR, 74 AR—%7
NEREB L O~A 7 vy ) U AVTE &L LT,
Pl 2 b v 7R R
s XHRE (AARER G AV 7 M) &2 DI E 2 K TG L
2RI, BEETEOME 10%>=% ) —/LCiEsEL, 7 4 A

7107



SR11132

R=PTNERHSB IO~ 7 ) VOBV TRE FEREL
7

£ SEATTE c1H 1R, 7 ARERR S L,

bk, RS X O 5B O E R b
[RERETA RT A4 2] 25F L L,

e 5-IRg | ©13:21~15: 55
SRS 0.5 mL/kg & L7-, BAEOEGHEEIIRYE A OEEICE SN
THEH LT,

(MBI, WELIOMEERHA
PIFOEBIZOWTEM Lz, &5 EIIBRGHEEEZESG 1 HE L TER LT,
1) —fikres g2

Bl : A2

EIE 1 ENOEREG T HOBAOHKA T,

BEEE i H ORGETCFRD . 5% (R OFF2H, 72720, FkH
VEAERTHIZ 1 E,

BTk E & OEWDOAETE, SBL TTENFICOWTBIR LT,

2) REMHIE

Bk : 2

HE A CBH 1L ANGEE T HETOER ORI NCHIR A O
ATHIZHNE L7z,

HIE S c BFAREMRFEZHWNTHE L, 0.1 g BALTREEk L7,

3) Hlk

Bil% : 20

TR A L I AR D 23~25 BRI #5 1 FEH L 7=,

R Tk AR EBIE L, = — T VB F TR KD RS, &

B ORE Mk WIRMICEIE LTz, FEIC OV CITFEARBEK
BN TR ZRE LTz, TEB L OMEE 10% P HEARTE
B~ U AHRICIEE - PRAF LT

4) wE EENE

B3k : 2l
FRATIF L B
HIE 715 cEFAEMREEZANTFEEREZ 0.1 ng BAZ THIE L7,

FTEEEITFENRKRE S AT EER (et weight) BL O FEEED
—EAZYIB L CHENIKZRWZEE (blotted weight) IZDUY

— 11 —
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THIE L=,
b, K B, AR EEEHE L,
FHXTEEORH U TR S EEEEE L,

WAER (107°%) = ﬁfgﬁ?@

X100
5) JREAARR AR

EEEICWRYER G L EE LB 0RO bR o T2 IREERR AR
BIXEM L7200 T,
R RS DR

KER LOSWEEREOMBEIC OV TR L OISR AL F M U, Bartlett ORE
LTV, BRI Z M Lo, S0 8 (p>0. 05) D& 13— JolliE 55 8050 i ik CREdT
L. RE45E (p=0.05) D413 Kruskal -Wallis OREE THRET LT, — CEES B
HrofbR, BRENH LIS (p=0. 10) 1% Dunnett ORREVEE FHV TR B H 5
VWMEEE BE & OB A 1T 572, Kruskal-Wallis {EOSTOFER, BEEDALNTHE (0
=0.10) 1% Steel DIREVE A F W EMEXT B & 5V ME EE BE & D Z1T - 72,

FEPES IR & 5 WM EE B & OEEBHREIZ W TR, AEKAEZ 5% & LT,

1. —iiRRE

—fIRIE DA & Table 1 3 X2, INDIVIDUAL DATA 1-1-1~1-2-5 {2/~
(1) =& b2 e

WTNORGETH REITRO RN oT,
(2) Fi=R b AERM R

WFNOREGHETHRFITRD bR o T,

2. K&

KEOE A Figure 1 BX V2, Table 3 3 X104, INDIVIDUAL DATA 2-1-1~2-2-5 (271
7,

(1) =& bwZ e
R E G- OFRFETIE, RBIEXEE & i L CTHERBITREO b RroT,
BEE T R T I, BB B ICHER PRI A B 2R RED RO b T,

7127
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(2) Pl R bu e R
WTFNOEERETH BE BEL I L TAERAITZRD NIRRT,

HIMFT LA Table 53 K16, INDIVIDUAL DATA 3-1-1~3-2-5 (2R,

(1) =& kel AR RE

FaMoet FRAE, 30, 100 38 LU 300 mg/kg HEZ2 b QNPT IRAE CIE, BEFTRITRD N
AN

1000 mg/kg #ETIX, 6 FlRBICTHEMNAL T 5 E I T A AR N F—O bl
(2) il A b AR RE

EE #£. 30, 100 3 X U300 mg/kg #ETIZ, EFEFLITRD b2 o7z,

1000 mg/kg BETIE, 6 BIABTHEGHN TH HIFEEEICK T AGRER R b,

4. WWEHE

FRE OMext X O E &% Table 7 3 X U88, INDIVIDUAL DATA 4-1-1~4-2-5Z/R7,
(1) =R bw b AR

PRV E IR G- OB FETIT, B REE & i L THERZITRD b2 n> 7223, 1000
mg/kg HE DI &I S EEE M 235580 b7z,

BEMERT R ClX, 2 D wet weight Offixfds L OMHXI B E7L H N blotted weight D
SHTEBEICHEREEIRD bk,

(2) Pr=A ~a b o ERBRHEE

30 BL V100 mg/kg BETIX, EE BEL LG L CHERZEITRO b o T,

300 3 L TF 1000 mg/kg BETIE, AFlEOMEX I X ORI EEICAH B2 ESEIFEO b,
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Figure 1
Body weight of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11132)

**: Significantly different from the negative control (Olive oil) group at p=0.01 (Dunnett's test).
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---A--- Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 100 mg/kg + EE 0.6 pg/kg
— O— - Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 300 mg/kg + EE 0.6 ng/kg
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Figure 2
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide
(SR11132)



Table 1
General appearance of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine
oxide (SR11132)

Administration period (day)  Autopsy

G Findi
roup indings 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
30 mg/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
100 mg/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide ~Number of animals examined 6 6
300 mg/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide =~ Number of animals examined 6 6
1000 mg/kg No abnormal findings 6 6
Positive control (EE 0.2 pug/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 Diphenyl-2,4,6-trimethylbenzoyl
phosphine oxide (SR11132)

Administration period (day)  Autopsy

Group Findings

1-7 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
30 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
100 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
300 mg/kg + EE 0.6 ng/kg No abnormal findings 6 6
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide =~ Number of animals examined 6 6
1000 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6

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



Table 3

Body weight of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11132)

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 18.38 18.93 18.95 19.05 19.75 19.52 19.97 20.25
S.D. 0.65 0.63 0.82 0.84 0.66 0.69 0.81 0.73
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.42 18.52 18.35 18.65 19.27 19.13 19.57 19.42
oxide 30 mg/kg S.D. 0.60 0.50 0.58 0.84 0.71 0.67 0.59 0.37
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.27 18.40 18.48 18.85 19.55 19.42 20.02 19.93
oxide 100 mg/kg S.D. 0.98 1.10 1.16 1.15 1.46 1.22 1.21 1.06
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.35 18.52 18.40 18.88 19.60 19.42 19.92 20.00
oxide 300 mg/kg S.D. 0.69 0.83 0.80 0.52 0.62 0.54 0.72 0.72
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 17.80 18.08 18.33 18.57 19.28 19.23 19.75 19.85
oxide 1000 mg/kg S.D. 0.78 0.80 0.67 0.51 0.69 0.55 0.58 0.65
Positive control (EE 0.2 pg/kg) 6 MEAN 18.25 18.65 18.48 18.67 19.07 18.73 19.13 18.87 **
S.D. 0.53 0.52 0.58 0.58 0.54 0.39 0.45 0.42

EE: Ethynyl Estradiol.

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



Table 4
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide
(SR11132)

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 18.33 18.67 18.58 18.63 19.10 19.10 19.22 19.20
S.D. 0.73 0.78 0.84 0.85 0.94 0.84 0.92 0.83
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.30 18.72 18.57 19.00 19.43 19.02 19.28 19.45
oxide 30 mg/kg + EE 0.6 pg/kg S.D. 0.46 0.67 0.85 0.69 0.66 0.62 0.65 0.86
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.27 18.30 18.75 18.97 19.68 19.37 19.47 19.58
oxide 100 mg/kg + EE 0.6 ng/kg S.D. 0.68 0.97 0.60 0.50 0.21 0.24 0.29 0.39
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.60 18.18 18.77 19.25 19.85 19.40 19.68 19.58
oxide 300 mg/kg + EE 0.6 pg/kg S.D. 0.39 0.76 0.64 0.54 0.58 0.58 0.66 0.59
Diphenyl-2,4,6-trimethylbenzoyl phosphine 6 MEAN 18.35 18.08 18.80 18.97 19.75 19.48 20.22 20.07
oxide 1000 mg/kg + EE 0.6 pg/kg S.D. 0.60 0.71 1.02 1.07 1.14 1.16 1.23 1.05

EE: Ethynyl Estradiol.



Table 5
Autopsy findings of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11132)

Negative Positive
control Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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
Skin of dorsal region : Yellowish 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 Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide
(SR11132)

Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide

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
Skin of dorsal region : Yellowish 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 Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11132)

Body
weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
Group g mg 10°% mg 107% g % mg 107% mg 10°%
Negative control (Olive oil) MEAN 20.25 13.57 66.990 12.30 60.787 0.988 4.875 245.7 1214.402 7.93 39.163
S.D. 0.73 2.28 11.017 233 11.752 0.086 0.281 17.9 99.491 1.83 9.028
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide MEAN 19.42 13.30 68.538 11.72 60.405 0.948 4.887 236.8 1220.023 7.83 40.327
30 mg/kg S.D. 0.37 1.68 8.952 1.47 8.050 0.025 0.139 13.2 70.580 1.50 7.604
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide MEAN 19.93 15.38 77.368 13.45 67.707 0.975 4.895 247.7 1242.862 7.63 38.242
100 mg/kg S.D. 1.06 3.55 18.475 3.48 18.171 0.038 0.144 12.6 30.692 1.19 5.040
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide MEAN 20.00 14.00 69.922 12.55 62.637 1.070 5.347 239.5 1198.307 8.13 40.740
300 mg/kg S.D. 0.72 2.51 11.840 2.54 11.928 0.066 0.205 9.2 50.396 1.26 6.785
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide MEAN 19.85 13.13 66.032 11.98 60.253 1.162 5.858 257.8 1298.280 7.22 36.342
1000 mg/kg S.D. 0.65 2.78 13.140 2.99 14.506 0.162 0.835 17.2 61.267 0.93 4.487
Positive control (EE 0.2 pg/kg) MEAN 18.87 **  18.63 * 98.565 ** 15.97 84.405 * 0.887 4.695 224.2 1187.953 6.88 36.450
S.D. 0.42 424 21.332 4.44 22.484 0.097 0.474 13.2 60.189 1.07 5.389

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).



Table 8

Absolute and relative organ weights of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide (SR11132)

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 19.20 35.53 183.625 31.50 162.673 1.007 5.237 237.3 1237.697 7.48 39.022
S.D. 0.83 10.00 45.078 9.69 44.526 0.073 0.188 10.7 69.184 0.78 4.292
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 19.45 44.57 228.698 40.47 207.415 1.003 5.163 252.8 1297.725 7.63 39.325
30 mg/kg + EE 0.6 ug/kg S.D. 0.86 9.69 45.861 9.90 46.551 0.030 0.168 36.7 153.857 0.88 4.995
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 19.58 43.32 221.448 38.57 197.203 1.008 5.150 240.5 1229.415 7.42 37.877
100 mg/kg + EE 0.6 pg/kg S.D. 0.39 10.53 54.949 8.82 46.370 0.053 0.279 15.2 96.760 0.69 3.524
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 19.58 36.00 183.720 33.07 168.737 1.100 * 5.618 * 251.0 1281.940 8.30 42.288
300 mg/kg + EE 0.6 pg/kg S.D. 0.59 3.18 13.526 3.17 13.703 0.039 0.188 8.8 36.005 1.54 7.107
Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 6 MEAN 20.07 48.60 240.652 42.45 210.133 1.272 #%  6.343 ** 252.7 1259.768 8.32 41.590
1000 mg/kg + EE 0.6 pg/kg S.D. 1.05 14.56 63.481 12.79 54.355 0.054 0.231 12.5 38.824 1.18 6.556

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).



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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 30 mg/kg + EE 0.6 ug/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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 100 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 300 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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 17.7 18.2 19.2 19.0 19.2 18.9 19.1 19.9
152 17.9 18.5 18.2 18.1 19.2 18.9 19.5 19.5
153 18.9 19.4 19.4 19.4 20.1 19.9 20.4 20.1
154 17.9 18.6 18.0 18.5 19.4 19.3 19.4 19.8
155 18.6 19.0 18.7 18.8 19.7 19.4 20.1 20.7
156 19.3 19.9 20.2 20.5 20.9 20.7 21.3 21.5

N 6 6 6 6 6 6 6 6

MEAN 18.38 18.93 18.95 19.05 19.75 19.52 19.97 20.25
S.D. 0.65 0.63 0.82 0.84 0.66 0.69 0.81 0.73
S.E. 0.26 0.26 0.33 0.34 0.27 0.28 0.33 0.30
M/C 2.2581 4.2919 3.4973 5.0690 7.3462 7.3511 5.8978 6.6114

F 0.6011 0.8130 0.5037 0.3274 0.5521 0.9261 1.1365 3.0528 *



INDIVIDUAL DATA 2-1-2

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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 17.6 17.7 17.6 17.7 18.3 18.0 18.6 19.1
252 18.2 18.5 18.2 18.9 19.3 19.1 19.7 19.3
253 18.3 18.6 18.0 18.4 19.2 18.8 19.3 19.4
254 18.3 18.3 18.6 19.3 19.6 19.5 20.1 20.1
255 18.7 18.8 18.4 17.8 18.8 19.5 19.5 19.1
256 19.4 19.2 19.3 19.8 20.4 19.9 20.2 19.5

N 6 6 6 6 6 6 6 6

MEAN 18.42 18.52 18.35 18.65 19.27 19.13 19.57 19.42
S.D. 0.60 0.50 0.58 0.84 0.71 0.67 0.59 0.37
S.E. 0.24 0.21 0.24 0.34 0.29 0.27 0.24 0.15

Dunnett's t 2.0658



INDIVIDUAL DATA 2-1-3

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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 16.6 16.5 16.7 16.9 17.2 17.4 18.1 18.3
352 18.0 18.2 18.1 18.6 19.3 19.3 20.0 19.7
353 18.0 18.4 18.5 18.7 19.6 19.2 19.6 19.5
354 18.6 18.3 18.1 19.1 19.1 19.4 19.8 19.9
355 19.2 19.5 19.7 20.4 21.5 21.1 21.6 21.2
356 19.2 19.5 19.8 19.4 20.6 20.1 21.0 21.0

N 6 6 6 6 6 6 6 6

MEAN 18.27 18.40 18.48 18.85 19.55 19.42 20.02 19.93
S.D. 0.98 1.10 1.16 1.15 1.46 1.22 1.21 1.06
S.E. 0.40 0.45 0.47 0.47 0.60 0.50 0.50 0.43

Dunnett's t 0.7850



INDIVIDUAL DATA 2-1-4

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlIc
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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 17.4 17.4 17.7 18.5 19.2 19.3 20.2 19.4
452 17.7 18.2 17.7 18.5 19.2 18.7 18.7 19.4
453 18.2 18.4 18.1 18.7 19.5 19.0 19.6 19.8
454 18.8 19.1 18.8 18.9 19.7 19.8 20.3 20.7
455 19.0 18.2 18.3 18.8 19.2 19.5 19.9 19.6
456 19.0 19.8 19.8 19.9 20.8 20.2 20.8 21.1

N 6 6 6 6 6 6 6 6

MEAN 18.35 18.52 18.40 18.88 19.60 19.42 19.92 20.00
S.D. 0.69 0.83 0.80 0.52 0.62 0.54 0.72 0.72
S.E. 0.28 0.34 0.33 0.21 0.25 0.22 0.29 0.30

Dunnett's t 0.6198



INDIVIDUAL DATA 2-1-5

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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 16.4 17.5 17.6 18.2 19.4 19.3 19.7 19.5
552 17.6 17.2 17.8 18.1 18.5 18.4 18.9 19.0
553 17.9 18.1 18.1 18.5 19.5 19.2 20.0 20.2
554 17.9 17.6 18.2 18.2 19.8 19.6 19.4 19.6
555 18.4 19.1 19.2 19.3 18.4 18.9 19.9 19.9
556 18.6 19.0 19.1 19.1 20.1 20.0 20.6 20.9

N 6 6 6 6 6 6 6 6

MEAN 17.80 18.08 18.33 18.57 19.28 19.23 19.75 19.85
S.D. 0.78 0.80 0.67 0.51 0.69 0.55 0.58 0.65
S.E. 0.32 0.33 0.27 0.21 0.28 0.23 0.23 0.27

Dunnett's t 0.9916



INDIVIDUAL DATA 2-1-6

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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 17.6 18.0 17.9 18.2 18.8 18.4 18.9 18.4
652 18.0 18.6 18.0 18.4 18.7 18.5 18.7 18.8
653 18.2 18.5 18.3 18.5 18.7 18.6 19.0 18.5
654 18.3 18.7 18.6 18.7 19.2 18.7 19.1 18.8
655 18.2 18.5 18.6 18.4 18.9 18.7 19.1 19.2
656 19.2 19.6 19.5 19.8 20.1 19.5 20.0 19.5

N 6 6 6 6 6 6 6 6

MEAN 18.25 18.65 18.48 18.67 19.07 18.73 19.13 18.87
S.D. 0.53 0.52 0.58 0.58 0.54 0.39 0.45 0.42
S.E. 0.22 0.21 0.24 0.24 0.22 0.16 0.18 0.17

Dunnett's t 3.4293 **

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-1

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Body weight

ANIMAL : Mouse, C57BL/6JJmsSlc

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 17.2 17.4 17.6 17.7 18.0 17.9 18.2 18.4
162 17.8 18.2 18.1 17.8 18.3 18.5 18.6 18.7
163 18.3 18.9 18.9 19.1 19.7 19.8 20.2 19.8
164 18.8 19.0 19.0 19.2 19.6 19.5 19.7 19.8
165 18.7 18.8 18.0 18.2 18.6 18.8 18.4 18.3
166 19.2 19.7 19.9 19.8 20.4 20.1 20.2 20.2

N 6 6 6 6 6 6 6 6

MEAN 18.33 18.67 18.58 18.63 19.10 19.10 19.22 19.20
S.D. 0.73 0.78 0.84 0.85 0.94 0.84 0.92 0.83
S.E. 0.30 0.32 0.34 0.35 0.38 0.34 0.38 0.34
M/C 2.3281 0.7845 1.8001 3.7434 10.7668 * 9.6716 * 8.6190 4.7232

F 0.3047 0.7939 0.1116 0.4999 1.4754 0.9844
H 2.7158 1.9301

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-2

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 30 mg/kg + EE 0.6 ug/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
261 17.4 17.5 17.0 17.9 184 18.0 18.3 18.0
262 18.3 18.4 18.4 18.7 19.1 18.7 19.1 18.9
263 18.7 19.3 19.2 19.9 20.3 19.7 19.9 20.3
264 18.4 19.0 19.2 19.1 19.5 19.1 19.2 19.6
265 184 19.2 18.5 18.9 194 19.0 19.1 19.8
266 18.6 18.9 19.1 19.5 19.9 19.6 20.1 20.1

N 6 6 6 6 6 6 6 6

MEAN 18.30 18.72 18.57 19.00 19.43 19.02 19.28 19.45
S.D. 0.46 0.67 0.85 0.69 0.66 0.62 0.65 0.86
S.E. 0.19 0.27 0.35 0.28 0.27 0.25 0.26 0.35

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-3

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 100 mg/kg + EE 0.6 pg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
361 17.4 17.3 18.6 18.9 19.9 19.1 19.2 20.2
362 17.7 18.6 19.2 19.4 19.7 19.7 19.9 19.8
363 18.2 18.3 18.7 19.1 19.6 19.2 19.5 19.5
364 18.3 17.1 17.7 18.0 19.3 19.2 19.1 19.1
365 18.7 18.8 18.9 19.2 19.8 19.4 19.5 19.6
366 19.3 19.7 194 19.2 19.8 19.6 19.6 19.3

N 6 6 6 6 6 6 6 6

MEAN 18.27 18.30 18.75 18.97 19.68 19.37 19.47 19.58
S.D. 0.68 0.97 0.60 0.50 0.21 0.24 0.29 0.39
S.E. 0.28 0.40 0.24 0.20 0.09 0.10 0.12 0.16

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-4

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 300 mg/kg + EE 0.6 pg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
461 18.2 17.1 18.0 18.7 194 19.0 19.0 19.0
462 18.2 18.0 18.2 18.6 19.2 19.2 19.4 19.6
463 18.5 18.3 18.4 19.2 19.6 18.7 19.3 19.2
464 18.6 19.2 19.2 19.4 19.8 19.3 19.7 19.4
465 18.9 18.8 19.4 20.0 20.5 20.0 19.8 19.6
466 19.2 17.7 194 19.6 20.6 20.2 20.9 20.7

N 6 6 6 6 6 6 6 6

MEAN 18.60 18.18 18.77 19.25 19.85 19.40 19.68 19.58
S.D. 0.39 0.76 0.64 0.54 0.58 0.58 0.66 0.59
S.E. 0.16 0.31 0.26 0.22 0.24 0.24 0.27 0.24

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-5

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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 17.3 16.9 17.3 17.5 17.9 17.5 184 18.4
562 18.0 17.7 18.3 18.4 19.6 19.4 20.0 19.9
563 18.6 18.4 19.2 19.2 20.0 19.4 19.8 19.7
564 18.6 18.0 18.7 18.7 19.3 19.4 20.1 20.3
565 18.7 18.7 18.9 19.3 204 20.2 20.9 20.5
566 18.9 18.8 20.4 20.7 21.3 21.0 22.1 21.6

N 6 6 6 6 6 6 6 6

MEAN 18.35 18.08 18.80 18.97 19.75 19.48 20.22 20.07
S.D. 0.60 0.71 1.02 1.07 1.14 1.16 1.23 1.05
S.E. 0.24 0.29 0.42 0.44 0.47 0.47 0.50 0.43

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-1-1

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 1000 mg/kg

Agjal Organ: Findings
551 Skin of dorsal region : Yellowish white granule, subcutis
552 Skin of dorsal region : Yellowish white granule, subcutis
553 Skin of dorsal region : Yellowish white granule, subcutis
554 Skin of dorsal region : Yellowish white granule, subcutis
555 Skin of dorsal region : Yellowish white granule, subcutis

556 Skin of dorsal region : Yellowish white granule, subcutis




INDIVIDUAL DATA 3-1-6

STUDY NO. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 30 mg/kg + EE 0.6 ug/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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 100 mg/kg + EE 0.6 pg/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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 300 mg/kg + EE 0.6 pg/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. SR11132  TITLE : Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 1000 mg/kg + EE 0.6 pg/kg

Agjal Organ: Findings
561 Skin of dorsal region : Yellowish white granule, subcutis
562 Skin of dorsal region : Yellowish white granule, subcutis
563 Skin of dorsal region : Yellowish white granule, subcutis
564 Skin of dorsal region : Yellowish white granule, subcutis
565 Skin of dorsal region : Yellowish white granule, subcutis
566 Skin of dorsal region : Yellowish white granule, subcutis

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-1-1
STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide 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 10°% mg 10°% g % mg 10°% mg 10°%
151 19.9 12.3 61.81 11.2 56.28 0.93 4.67 218 1095.48 5.5 27.64
152 19.5 15.6 80.00 14.5 74.36 0.94 4.82 269 1379.49 10.2 52.31
153 20.1 15.3 76.12 14.8 73.63 1.02 5.07 248 1233.83 8.6 42.79
154 19.8 10.5 53.03 9.3 46.97 0.93 4.70 235 1186.87 6.0 30.30
155 20.7 11.9 57.49 10.3 49.76 0.96 4.64 259 1251.21 8.2 39.61
156 21.5 15.8 73.49 13.7 63.72 1.15 5.35 245 1139.53 9.1 42.33
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.25 13.57 66.990 12.30 60.787 0.988 4.875 245.7 1214.402 7.93 39.163
S.D. 0.73 2.28 11.017 233 11.752 0.086 0.281 17.9 99.491 1.83 9.028
S.E. 0.30 0.93 4.498 0.95 4.798 0.035 0.115 7.3 40.617 0.75 3.686
M/C 6.6114 4.7949 5.0540 5.9125 5.7807 17.5806 ** 23.7179 ** 2.5470 6.2948 2.7470 3.3348
F 3.0528 * 3.0286 * 4.2403 ** 1.6248 2.3001 § 3.8456 ** 2.2065 t 0.7543 0.4905
H 16.4709 ** 15.6856 **



INDIVIDUAL DATA 4-1-2

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 30 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
251 19.1 13.7 71.73 13.0 68.06 0.96 5.03 229 1198.95 6.9 36.13
252 19.3 14.4 74.61 12.3 63.73 0.98 5.08 246 1274.61 6.9 35.75
253 19.4 14.7 75.77 12.9 66.49 0.92 4.74 215 1108.25 5.8 29.90
254 20.1 11.6 57.71 9.9 49.25 0.97 4.83 244 1213.93 8.7 43.28
255 19.1 10.8 56.54 9.8 51.31 0.93 4.87 251 1314.14 9.4 49.21
256 19.5 14.6 74.87 12.4 63.59 0.93 4.77 236 1210.26 9.3 47.69
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.42 13.30 68.538 11.72 60.405 0.948 4.887 236.8 1220.023 7.83 40.327
S.D. 0.37 1.68 8.952 1.47 8.050 0.025 0.139 13.2 70.580 1.50 7.604
S.E. 0.15 0.69 3.654 0.60 3.286 0.010 0.057 54 28.814 0.61 3.104
Dunnett's t 2.0658 0.1560 0.1814 0.0434 1.0766 0.1487
Steel's t 0.7349 0.8006



INDIVIDUAL DATA 4-1-3

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 100 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
351 18.3 15.2 83.06 13.2 72.13 0.91 4.97 223 1218.58 7.5 40.98
352 19.7 9.5 48.22 8.2 41.62 1.00 5.08 248 1258.88 5.9 29.95
353 19.5 17.3 88.72 16.1 82.56 0.95 4.87 251 1287.18 7.4 37.95
354 19.9 20.3 102.01 17.9 89.95 0.99 4.97 251 1261.31 7.4 37.19
355 21.2 14.6 68.87 11.1 52.36 0.99 4.67 259 1221.70 9.6 4528
356 21.0 154 73.33 14.2 67.62 1.01 4.81 254 1209.52 8.0 38.10
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.93 15.38 77.368 13.45 67.707 0.975 4.895 247.7 1242.862 7.63 38.242
S.D. 1.06 3.55 18.475 3.48 18.171 0.038 0.144 12.6 30.692 1.19 5.040
S.E. 0.43 1.45 7.542 1.42 7.418 0.015 0.059 5.2 12.530 0.49 2.058
Dunnett's t 0.7850 1.0628 1.2162 0.7871 0.2438 0.7526
Steel's t 0.1607 0.5624



INDIVIDUAL DATA 4-1-4

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 300 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
451 19.4 13.3 68.56 11.7 60.31 0.98 5.05 241 1242.27 7.6 39.18
452 19.4 16.1 82.99 14.6 75.26 1.00 5.15 236 1216.49 9.5 48.97
453 19.8 13.1 66.16 11.5 58.08 1.09 5.51 225 1136.36 6.1 30.81
454 20.7 16.9 81.64 15.3 73.91 1.11 5.36 253 1222.22 8.2 39.61
455 19.6 9.9 50.51 8.4 42.86 1.09 5.56 243 1239.80 9.4 47.96
456 21.1 14.7 69.67 13.8 65.40 1.15 5.45 239 1132.70 8.0 37.91
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.00 14.00 69.922 12.55 62.637 1.070 5.347 239.5 1198.307 8.13 40.740
S.D. 0.72 2.51 11.840 2.54 11.928 0.066 0.205 9.2 50.396 1.26 6.785
S.E. 0.30 1.02 4.834 1.04 4.870 0.027 0.084 3.7 20.574 0.51 2.770
Dunnett's t 0.6198 0.2535 0.3436 0.2104 0.7516 0.4256
Steel's t 1.6902 2.4019



INDIVIDUAL DATA 4-1-5

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 1000 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 10°% mg 10°% g % mg 10°% mg 10°%
551 19.5 8.2 42.05 6.4 32.82 1.09 5.59 241 1235.90 5.8 29.74
552 19.0 12.6 66.32 12.0 63.16 1.21 6.37 240 1263.16 6.7 35.26
553 20.2 15.4 76.24 14.1 69.80 0.87 431 283 1400.99 7.0 34.65
554 19.6 15.1 77.04 14.2 72.45 1.22 6.22 249 1270.41 8.5 43.37
555 19.9 12.3 61.81 11.3 56.78 1.32 6.63 267 1341.71 7.6 38.19
556 20.9 152 72.73 139 66.51 1.26 6.03 267 1277.51 7.7 36.84
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.85 13.13 66.032 11.98 60.253 1.162 5.858 257.8 1298.280 7.22 36.342
S.D. 0.65 2.78 13.140 2.99 14.506 0.162 0.835 17.2 61.267 0.93 4.487
S.E. 0.27 1.13 5.364 1.22 5.922 0.066 0.341 7.0 25.012 0.38 1.832
Dunnett's t 0.9916 0.2535 0.1123 0.0607 1.4829 2.2182
Steel's t 1.7645 1.9215



INDIVIDUAL DATA 4-1-6
STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide 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 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°%
651 18.4 12.6 68.48 10.1 54.89 0.86 4.67 215 1168.48 7.7 41.85
652 18.8 18.1 96.28 15.1 80.32 0.89 4.73 203 1079.79 7.0 37.23
653 18.5 17.6 95.14 14.3 77.30 0.89 4.81 227 1227.03 5.5 29.73
654 18.8 23.7 126.06 21.4 113.83 0.73 3.88 233 1239.36 5.6 29.79
655 19.2 16.5 85.94 13.8 71.88 1.03 5.36 227 1182.29 7.7 40.10
656 19.5 233 119.49 21.1 108.21 0.92 4.72 240 1230.77 7.8 40.00
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 18.87 18.63 98.565 15.97 84.405 0.887 4.695 2242 1187.953 6.88 36.450
S.D. 0.42 4.24 21.332 4.44 22.484 0.097 0.474 13.2 60.189 1.07 5.389
S.E. 0.17 1.73 8.709 1.81 9.179 0.040 0.193 5.4 24.572 0.44 2.200
Dunnett's t 3.4293 ** 2.9642 * 3.7002 ** 2.6864 * 2.6204 0.6994
Steel's t 2.0890 0.2406

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-1

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 pg/kg)

SEX : Ovariectomized female

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
161 18.4 21.7 117.93 17.4 94.57 0.93 5.05 229 1244.57 7.4 40.22
162 18.7 27.4 146.52 24.0 128.34 1.00 5.35 244 1304.81 6.3 33.69
163 19.8 43.6 220.20 394 198.99 1.08 5.45 230 1161.62 8.5 42.93
164 19.8 43.2 218.18 39.0 196.97 1.06 5.35 256 1292.93 7.6 38.38
165 18.3 31.6 172.68 28.4 155.19 091 4.97 234 1278.69 8.1 44.26
166 20.2 45.7 226.24 40.8 201.98 1.06 5.25 231 1143.56 7.0 34.65
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.20 35.53 183.625 31.50 162.673 1.007 5.237 2373 1237.697 7.48 39.022
S.D. 0.83 10.00 45.078 9.69 44.526 0.073 0.188 10.7 69.184 0.78 4.292
S.E. 0.34 4.08 18.403 3.96 18.178 0.030 0.077 4.3 28.244 0.32 1.752
M/C 4.7232 8.1529 8.5826 7.1091 7.1509 3.9456 1.6032 13.7855 ** 13.1388 * 4.1164 3.0058
F 0.9844 1.8342 1.8429 1.5166 1.5540 29.7559 ** 33.5559 ** 1.0502 0.6875
H 6.1203 2.4995

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-2

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 30 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°%
261 18.0 40.2 223.33 34.0 188.89 0.95 5.28 224 1244.44 8.2 45.56
262 18.9 354 187.30 31.6 167.20 1.01 5.34 242 1280.42 7.7 40.74
263 20.3 43.0 211.82 404 199.01 0.99 4.88 325 1600.99 8.8 43.35
264 19.6 37.7 192.35 34.6 176.53 1.03 5.26 246 1255.10 6.3 32.14
265 19.8 61.7 311.62 58.5 295.45 1.01 5.10 230 1161.62 7.0 35.35
266 20.1 49.4 245.77 43.7 217.41 1.03 5.12 250 1243.78 7.8 38.81
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.45 44.57 228.698 40.47 207.415 1.003 5.163 252.8 1297.725 7.63 39.325
S.D. 0.86 9.69 45.861 9.90 46.551 0.030 0.168 36.7 153.857 0.88 4.995
S.E. 0.35 3.96 18.723 4.04 19.004 0.012 0.068 15.0 62.812 0.36 2.039

Dunnett's t 0.1112 0.5918

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-3

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 100 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 107% mg 10°%
361 20.2 51.1 252.97 434 214.85 1.03 5.10 222 1099.01 7.6 37.62
362 19.8 27.9 140.91 25.5 128.79 1.02 5.15 242 1222.22 8.0 40.40
363 19.5 349 178.97 30.7 157.44 1.04 5.33 224 1148.72 6.7 34.36
364 19.1 56.5 295.81 49.1 257.07 1.06 5.55 262 1371.73 8.2 42.93
365 19.6 46.7 238.27 432 220.41 0.99 5.05 247 1260.20 7.5 38.27
366 19.3 42.8 221.76 39.5 204.66 0.91 4.72 246 1274.61 6.5 33.68
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.58 43.32 221.448 38.57 197.203 1.008 5.150 240.5 1229.415 7.42 37.877
S.D. 0.39 10.53 54.949 8.82 46.370 0.053 0.279 15.2 96.760 0.69 3.524
S.E. 0.16 4.30 22.433 3.60 18.931 0.022 0.114 6.2 39.502 0.28 1.439

Dunnett's t 0.0556 0.6994

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-4

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 300 mg/kg + EE 0.6 pg/kg

Body

Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107% mg 107% g % mg 107% mg 107%
461 19.0 353 185.79 31.8 167.37 1.11 5.84 249 1310.53 6.5 34.21
462 19.6 37.2 189.80 33.7 171.94 1.15 5.87 246 1255.10 10.3 52.55
463 19.2 36.4 189.58 343 178.65 1.07 5.57 237 1234.38 8.5 44.27
464 19.4 30.4 156.70 27.6 142.27 1.06 5.46 255 1314.43 7.2 37.11
465 19.6 36.6 186.73 33.9 172.96 1.07 5.46 258 1316.33 7.4 37.76
466 20.7 40.1 193.72 37.1 179.23 1.14 5.51 261 1260.87 9.9 47.83
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 19.58 36.00 183.720 33.07 168.737 1.100 5.618 251.0 1281.940 8.30 42.288
S.D. 0.59 3.18 13.526 3.17 13.703 0.039 0.188 8.8 36.005 1.54 7.107
S.E. 0.24 1.30 5.522 1.30 5.594 0.016 0.077 3.6 14.699 0.63 2.901

Dunnett's t 3.1126 * 3.0803 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-5

STUDY NO. SR11132  TITLE : Diphenyl-2.4,6-trimethylbenzoyl phosphine oxide Uterotrophic bioassay (s.c.)

Absolute and relative organ weights

ANIMAL : Mouse, C57BL/6JJmsSlc

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Diphenyl-2,4,6-trimethylbenzoyl phosphine oxide 1000 mg/kg + EE 0.6 pg/kg

Body

Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 107°% mg 107% g % mg 10°% mg 107%%
561 18.4 37.3 202.72 34.5 187.50 1.17 6.36 232 1260.87 7.5 40.76
562 19.9 32.6 163.82 29.2 146.73 1.30 6.53 257 1291.46 8.2 41.21
563 19.7 51.4 260.91 443 224.87 1.31 6.65 243 1233.50 10.2 51.78
564 20.3 61.3 301.97 46.4 228.57 1.25 6.16 265 1305.42 9.1 44.83
565 20.5 39.7 193.66 353 172.20 1.30 6.34 260 1268.29 8.0 39.02
566 21.6 69.3 320.83 65.0 300.93 1.30 6.02 259 1199.07 6.9 31.94
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.07 48.60 240.652 42.45 210.133 1.272 6.343 252.7 1259.768 8.32 41.590
S.D. 1.05 14.56 63.481 12.79 54.355 0.054 0.231 12.5 38.824 1.18 6.556
S.E. 0.43 5.95 25916 5.22 22.190 0.022 0.094 5.1 15.850 0.48 2.676

Dunnett's t 8.8377 ** 8.9314 **

EE: Ethynyl Estradiol.
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Appendix 2

Certificate of analysis

@ooz/002

Cayman

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

tem number... Molecular Formula; C20H2402 Formmula Weight: 286,40
Batch number CAS Number .........} 1 57636 Expiry date ,......: 8/17/2012
Purity Specificatior>96%
Tests Specifications Results
WPLC Column .. : C18, 5y, 4.8 X 250 mm

Mob. Phas : Mo"hanol'waur Acelic ackd (70:30:0.1)

Flow Rate. Retention Time Actual.: 6.50 min

Detector UV... Py iy : 99.5%
Maxs Bource Type.....: ESI Expected Actual

M-He 2954 295.5

Mehing Polnt 185. 192°C 185- 189°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

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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