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31 B AR 0331 E 85 - FHK 23-03-29 MAE 6 5 « BMIRLFEE 110331010 B EAFBEERES
AR BREEEAMNESEERR  REAKROREENRBREAEN) BIUREHRHHBHED

TOECD Guideline for the testing of chemicals; Uterotrophic Bioassay in Rodents: A short-term

screening test for oestrogenic properties (440), Adopted 16 October 2007 IZTEVVER X iz,

2. AR, BRBRHEFCR - TEESN, £, AREFICIIYZRABRICHER L TiER JCFIRS
ERICERINTE Y RBERICIYERROERBERIIBNTHELN AT —F BERICKBR L

TWAZ L ZRER LT,

B4 (LEHREMTERT

QAURLESE

Feld g 2 g /7 g




SR11135

H &

H
F, ABRE S, WBRE R, RBRIEAER JORBRET A R T A |, EpEaE, RBREEeE |1
Aphisk . RBREMEE ., RBREFEE B L OE0ES M, RER I 2
25K 3
e 4
Mt KOV 4
R 12
5 13
i 14
BE LG 14
AR SAE ORI Z KT LT & b 5 BRI 15
HEOIRAT 15
BRI DRt 72 D) 15
Figures and Tables AT

Figure 1 Body weight of ovariectomized female mice for detection of estrogenic
activity in oral uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl
diphenyl ester (SR11135)

Figure 2 Body weight of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-
Ethylhexyl diphenyl ester (SR11135)

Table 1  General appearance of ovariectomized female mice for detection of
estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-
Ethylhexyl diphenyl ester (SR11135)

Table 2  General appearance of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-
Ethylhexyl diphenyl ester (SR11135)

Table 3  Body weight of ovariectomized female mice for detection of estrogenic
activity in oral uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl
diphenyl ester (SR11135)

Table 4 Body weight of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-
Ethylhexyl diphenyl ester (SR11135)

Table 5 Autopsy findings of ovariectomized female mice for detection of
estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-
Ethylhexyl diphenyl ester (SR11135)

Table 6  Autopsy findings of ovariectomized female mice for detection of anti-
estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-
Ethylhexyl diphenyl ester (SR11135)



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
Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11135)

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

Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11135)

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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Certificate of analysis(10006486)
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Phosphorous acid, 2-Ethylhexyl diphenyl ester ZUpHEfEH I~ 212 7 AMIKIEROE S
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TJOEAL 2343 H 31 A JEAF 0331 45 8 & « Wk 23-03-29 RLFH 6
T e BRORAEFESS 110331010 5 A GGBIE EIR A MR R - RRFEEE I
WHEERR - BREAREBREEOR R R# 4 w )
RERIETA BT 4 > BREW 1B D TOECD Guideline for the testing of
chemicals; Uterotrophic Bioassay in Rodents: A short—term

screening test for oestrogenic properties (440), Adopted 16

October 2007
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U

Phosphorous acid, 2-Ethylhexyl diphenyl ester ¢ 15, 50, 150 35 J X500 mg/kg % 1 BIZ
DX 6 JLOIPEAHMEE~ Y R 7T BARERAEEG L, TEREEOZENLZR hu b U1k
HAOEEZONTHF L7Z, & 51T, Ethynyl Estradiol Zp{FA&S L7ZBEoOFEEEDO L)
5., iz A b X MAEHOFEIZONT bFT L, UTORREEZS-,

L —eRRETIX, =X br VM UAEABRIEEERS KOPI= 2 b e 7 AR HBEO W0 & #E5R
WE G OB bR T,

2. EHRE TIE, =X b S U ERABRHERB L O X b e 7 AR EEEO WIS b R
WE G DRBITRD HRnoT,

3. HTCIE. = A Fr S UAEAMREERS L OB R b e S U ERBREEEO W TILIC b R E
BHORBITRD Lo T,

4. BEEE T, =2 ba U AEAREEED 150 35 X0 500 mg/kg BECHFIRE &M R
AT, FEERIIT=Z br S UEAREER LU A e S AR OV
(bR E R G DO BITRE O bR Tz,

bz Lann, RKEREERSM: F Tl Phosphorous acid, 2-Ethylhexyl diphenyl ester D=
A ba T AEHB LU= A b AERIIWTHIZ DWW T B RN & w7,
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Phosphorous acid, 2-Ethylhexyl diphenyl ester ¢ 15, 50, 150 35 J X500 mg/kg % 1 BEIZ
DE 6 [LOINEAIHMEME~ T 2T 7T BARERAKE L, FEEEOZMNLT R bu b 1k
FAOEEEZONTHH L7z, &5IZ, Ethynyl Estradiol ZfFH&YS L7-BEoOFE EEDO L)
5. Pl A b U AEHOFEICOWT LR LT,

B L OJ7 1k
1. #BmE
4, B : Phosphorous acid, 2-Ethylhexyl diphenyl ester
Bl 2 S AERY T = =)L (- F LN F L)
Y AR 2-=F AT N T T = =)L
MO ARY 7 2 =)L - F L~F )L
CAS F = : 15647-08-2
A REEERE AbFiL ; (3)-2525
57+ 2 Cyolly,0,P P
1 5
= : 346. 40 Y
WAL P : S8l ; A H ] O (Appendix 1)
Lk 5 206°C (27 ) —7F > RBIHED) Y
R ; 1.02(25°C) Y
WiRrE X )= ROT AR A8, KTz E
A ETRIF 72D,
B2y hEE { |
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D BB D GRESRREZR L)

125 gX2 A (BHEEER &4 H)

T =X LY,
DR AR AEET . IO IR D R LWIGETICE R L TR

BLEY, KKEEY, A Z R ITEN DY, KK B
FEVESTEY,

| BRI B PRAFE D InTE

(F2HIHPH 2~10C, ZANSHEGHK T HET)

CRVIAATZD B B R OIS 2D K DS, e R

R AN LT,

c#EH T w b LD50: 1880mg/kg H HHRE-EI SR ANRERITAR R

RY AR~ e, SME COE DAL 8D 2 (RTECS)
#&N <=1 A 1LD50: 2150mg/kg H AR —EI A AR A BEE K
Ry Pt AME COEDO LA 85 %2 (RTECS) V

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

& LTI LT,

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

: 296. 40

: Cayman Chemical Company

s RIS T3kt

: 0422603

: 99.5% (HPLC) (Appendix 2)
HRIERIA

L BRI E RAFE O I R

[FZHFFH-28~-24°C, 201149 H 29 H (Z N) 85T
H % <]

1201248 H 17 A
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3. XfEE

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

PRAFESRAt: ;=R

it FH A R D 2014 4E 9 H

4. PeHIROFHE

(1) BB E

AT 1% CBRE AR L. BARER G AU 7T EDREIC A D K
INIEMRE T ITRE ST,

A LA o R

L o R V= RUFEHEAL, v A7 RETER LOREIRSE S
wEM LI,

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

(2) bt F'E

AT ik : HRHEH IR E A RERE L, Bk X ) — VIR, AARIRR
FYVTMEMZTCAAT v 7 L, =& ) —LOR&ITLTHMUE
D 5% & 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
[FHIEIFE 21. 7~24.3°C, 20124E 1 A 11 H GRS R) b5

“THET]

BHROEHAMIR 28

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

PR G DO ALE D BEABLGY T D 1o 0N, BEEBEIEM & 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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SR11135

CEWEFERER LV T2 AF LT,
vy AFEERBRECEEHVWLATW I EETH Y, T

WCESE SNZRBRICBWTHERA SN TWD Z 2D ZDOREE
B|E LT,

: DB HME 72 PE
: 6 W

2 7 W

1 156~20 ¢
:14.7~17.8 ¢
9 Wi

D11 B

6L

D CIRREEIZR A 1 B 1 RIBEE L, REEZ AR, BIfE9 Al &

OHEO Iy (B G-BRAGRT B CHIE L7z,

Bk 16 HET?D 15 M

FES T RFOMREHME THUL 9 B LV & O FNITEREI B L7388 BB D 5
Ty —HRRBICHOWTIIE S L OB P 208 L TRE IO bh ks o7,

(3) #Eo1

W3 KL OB T i 520 L 7z — R B B K OMEREAE ORI R 2 S B2 L
T, 9O 0BG ZRE LTz, T78b5, B9 HOERELEELTO0.5 g Ll L
DIRFERFDDRBD HT- 4 LA RV -2 68 ILa g & LT, Wi L OBIME I T
HOREIZES S, HBGBIMGHTH ICE LR EEIC J 0 B REO PR EN I —IC
RBHEDITHER T EITV 66 L2 LTz, ZhbOEORERFMIL, 18.2~21.6 ¢
ThH Y., FHERE(19.88 g) DE20%LNTH D Z & gl Lz, BN S8

TRRERD DERA U, EVEBREFIRF A > TRBIE S HT,

4) B L O — v D]

EAIEY)

BRSNS OB T2 B TR B S

M T =V RRUTCTREICEI 2T, BRI 21T > 72,

CREDTENE T NVICERBRE SR L0 EMmE S A HRE L, £ —

ORI R LT,
M T RILT ~VVCEHEBRE 5, Bt L0 E =25
L. &7 —YORIEICER LT,
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(5) By Wy il &

1) fERE

B =L : 301 B

TR - I 0 224 3°C (FEHIFPH 19~23°C), 50+20% (SEHIFPH 48~54%)
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 RIE R X OBIME IR X 2 720X 5 U8, B AIE 3 ILE L

72
o — U : BIMEIR I K OE I IS4 1 [RIFEME L 7z,
= MARHa i 2 [e]5EhE L7,
e e A2 A : B 3 K OE O 1 RIS 1 [l L 7z,
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 : 111011
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-002889-
01) 23, P/EMI A T A GE 2 (O HrakBivii it 2 : No.
11603-148) WENENAT o T2, T — Z ZfBHLEEE 5
AF Lz, A &R EIIRA S (bE R 2T JEiT
OIEEBAEFIREICHEI L 72, D OfER, WThoHEAICS
TR & B 2 B EIEER D B LR o Tz,
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(6) HeBRE OG-
1) BH5EOHKE
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 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 A 3 BB L2012 4 1 A 5 BIZ Y54 E R ORE O i K
OB BRI L TN LT, 00T I3 B AT AR OKE
FRATRE R No. A233146 33 J TN A234348) TV, HTIEE &
FFAEIIRA S (LB MNP OFE EREFIAE I Y
L7z, SHTOFRER, WTFNOHEBIZbIFAMAE 2 2 HIEE
ORI T,

;0 (®FPEEE) . 15, 50, 150 B XL TN500 mg/kg & L7z,
: Phosphorous acid, 2-Ethylhexyl diphenyl ester @ 100, 300

B L1000 mg/kg HMEME~ 7 212 7 HRIMIEROEE LT
fifakiER GRERE 75 : SR11135P) TIE, 1000 mg/kg BETH G- 7 A LA
Rl AR, BIEB O T, (RIRET . SMRIE A JEEO#
FBIHENRA I, Fo, 55 B OIEEOEAER A5

o, Beh T B 7 B ONCEIRR A ISR EICH B R IKE R B
Nic, b &nb, IR~ AICBIT 2 A& ET
EIEREBEO T 2 ka2 AERAMERE S LTI,
¥ wTdHD 500 mg/kg ZmHEE L, LATFAKK 3 THRLZ
150, 50 B XLV 156 mg/kg NN FmHER, TEHEFL
FJOMEHEREL L TREL., MBYWEOAH LR O&ET 5 et
XITHHER L OVEE 6.0 pg/kg Z ik Q¥ 592 Bt FAEE 2 2
ToEF 6 BEARRIT T2,

Pl A ba U ERBEE S LCiE, 500, 150, 50 38 KON 15
mg/kg DHERWE (& N 5:) I % T EE 0.6 pg/kg (2 N5
ZRIFFICI G5 A REARE L, AIRIE @O 5) 12z <
EE 0.6 pg/kg (2 T4 5) Z RN 5-3 2 [ BOEE (EE #F) &
Mz 735 BEa 7,

1000 mg/kg @
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AR DO RERK
EE BRI E

Beh B R b5 TR B (B )
BT (ug/kg)  (ug/mL) (mg/kg)  (mg/mL) i3
<A a7 AERBREED
P P S FE ! - - 0 0 6 (151~156)
B H Bt - - 15 3 6 (251~256)
FRARH SR - - 50 10 6 (351~356)
e R - - 150 30 6 (451~456)
= - - 500 100 6 (551~556)
B Pt ot R 6.0 1.2 - - 6 (651~656)
Bt A ha s AR
EE #f * 0.6 1.2 0 0 6 (161~166)
{5 FH B2 +EE ¢ 0.6 1.2 15 3 6 (261~266)
HRAC A S HEE B 0.6 1.2 50 10 6 (361~366)
of v B +ER B 0.6 1.2 150 30 6 (461~466)
i B +EE REH 0.6 1.2 500 100 6 (561~566)

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

*2 : FE 2R 5 L7,

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

2) &5

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

EisSER P g

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

BehJ51E, BRI KO G-RIE 8k E H

#5152
BH R

@ R HmE

[REEH A T4 ) 255 L L,
13 : 06~14 : 33
:5 mL/kg & L7z, EAEOEGREITRYS A OEREIZEL SN T
B L=,

5 T5iER L UG
T A b a7 AR R RE

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

Pl A b 7R

; SRE (AARIRITA Y 7H) &2 WIS E 2/ 0 &5 L
7RI, WEEREOME 0% ) —/LTH#EL, 7 1 A
R—=PFTNERBB IO~ 7 r o) VR AWTR MG L

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

REBRIETA RTA 0] BBEL LT,

B 5 - 13 :54~15:03
ER SRS T A Mu A UAERABREEEGRD) ;5 nl/kg & L7z,

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

Bl : A2

EIE 1 ENOEREG T HOBAOHKA T,

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

BTk E & OEWDOAETE, SBL TTENFICOWTBIR LT,

2) REMHIE

B3k : 2

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

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

3) Kk

Bl : A2

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

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

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

4) FEERE

Bil%k :
TR A L R
WIE Tk cEFAREMRFEEZRANTFEREEZ 0.1 ng AL THIE L7,

FEEEIIFENRE S ATZERE (vet weight) B X O EHEE

— 11 —
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DO—HEE L T rHENREZRWZEE (blotted weight) (2
DWTHIE LTz,
HOET, M. B @ EEEIE L,

Aol B B oD B L FORD S ERE A B LT,

e H 5 (mg)

FExtE & (107°%) = A RE (2)

X100
5) IR PR AR A

MEERICHERME RS & BE LR RB Do foio . B
BILXFEM L2057z,

. BERHFI TR

RES LOGREEEORMRIZ W CORARES L OMEREFEAEZF M L, Bartlett ORE
HEEATO, SHAEEMNT LTz, 5551 (p>0. 05) D41 — JLELE 0 1R T 15 CREAT
L. RE45# (p=0.05) D¥A 1% Kruskal-Wallis ORMEE AT LT=, — ol B8y
BrofER, BREAENA LIS A (p=0.10) 13 Dunnett ORREEZ AW TR RS 5
UWMEEBE B & O A 4T o 72, Kruskal-Wallis JEORENTOFER., AEENALNTEHA @
=0.10) 1% Steel ORRETEE HIWEMEXTIRTES 5V MT EE BE L DO 21T o 72,
BRPE FRRE & 2 UM BE BE & OEBREIZ DWW TR, A BKHEZ 5% & LT,

P N 1=

—MeIRAE DR % Table 133 X0V 2, INDIVIDUAL DATA 1-1-1~1-2-5 (2R,
() =& ba 7 AR

W OEGHET O RFITBO Db o Tz,
(2) #i=A bur o AFAR

WFROEGHET S RE TR b RnoTz,

2. KHE

KEORAE % Figure 1 3L T2, Table 3 38104, INDIVIDUAL DATA 2-1-1~2-2-5 TR
R
(1) =R~ AEARIEE

WO GEET b RRIERIREE & I L TR ERZITRD bhinoT,

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
WTNORGHETHRFEFTRITERD bh o7,

(2) i A ko AR R
WTNOREGHETHREFT IR bhRioTz,

4. dwHEE

FRE O#RT I L ORI E A Table 7 38 KT8, INDIVIDUAL DATA 4-1-1~4-2-5 (27”7,
(1) =R bw b AR

15 33 LUV 50 mg/kg #ETIL, FEMEXHIERE & it L THERZITRO bhikh Tz,

150 35 LT 500 mg/kg #E T, Ml O#EXT I L O B EICH B2 mE3 RO b i,

Bkt FREEClE, 75 D wet weight 3L W blotted weight Offixtis L UMM EEICHE
72 SRR BTz,
(2) Ft=R b AERRR R

WFNOEEGRETS EE BEL i L THERZEITRO bR o723, 500 mg/kg # THF
T Dt 35 I OH et B S T O S EE I 3380 BTz,

5

plih

Phosphorous acid, 2-Ethylhexyl diphenyl ester ¢ 15, 50, 150 3521500 mg/kg % 1
FEIC D& 6 [LOIREAGHHMErE~ 7 22 7 HRIER O &RE L, FEEEOENDTA b
FUVER OB RIZOWTRET L7Z, & 512, Ethynyl Estradiol ZffH# 5 L7201 =E
BEOEANS, Pl X ba F AFHOFEIZOWNTHBE LT,

ZOfER, WRYEEGAREO fRE, AEB I OHRATR TIZT 2 b e 7 AEHBRH
HREIOH=X b7 AEABREFEO WIS b B E R G OZBITRD bk o T,
SEEBETIE, HRWEREGSHOFEERICHERMER S ORI AEBRWEIC
TR b SRR e Ll LT,

iz, =& ke s AERABRHEED 150 35 KO 500 mg/kg BE RO MEXTE X OFHK HEIC

7137
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BERESENPRO N, ZOZbX, #ixtis L O EEO MG ITH LR E 512
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Body weight (g)

25

15

10

—&— Negative control (Olive oil)

— B — Phosphorous acid, 2-Ethylhexyl diphenyl ester 15 mg/kg

---&--- Phosphorous acid, 2-Ethylhexyl diphenyl ester 50 mg/kg
i — O-- Phosphorous acid, 2-Ethylhexyl diphenyl ester 150 mg/kg

— O— Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11135)



Body weight (g)

25

15

10

—— EE (Olive oil + EE 0.6 pg/kg)

— & — Phosphorous acid, 2-Ethylhexyl diphenyl ester 15 mg/kg + EE 0.6 pg/kg
---&--- Phosphorous acid, 2-Ethylhexyl diphenyl ester 50 mg/kg + EE 0.6 pg/kg
— O—- Phosphorous acid, 2-Ethylhexyl diphenyl ester 150 mg/kg + EE 0.6 ug/kg

— O— Phosphorous acid, 2-Ethylhexyl diphenyl ester 500 mg/kg + EE 0.6 ug/kg

EE: Ethynyl Estradiol.

Figure 2

4 5 6 7 Autopsy day
Administration period (day)

Body weight of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11135)



Table 1

General appearance of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester

(SR11135)
Group Findings Administration period (day)  Autopsy
1-7 day
Negative control (Olive oil) Number of animals examined 6 6
No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
15 mg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
50 mg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
150 mg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  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 Phosphorous acid, 2-Ethylhexyl diphenyl ester
(SR11135)

Administration period (day)  Autopsy

Grou Findings
p g 1-7 day
EE (Olive oil + EE 0.6 ng/kg) Number of animals examined 6 6
No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
15 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
50 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
150 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  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 Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11135)

Number
of Body weight (g) on administration period (day) Autopsy
Group animals 1 2 3 4 5 6 7 day
Negative control (Olive oil) 6 MEAN 19.30 19.45 19.72 19.97 19.98 20.13 20.02 20.22
S.D. 1.04 0.90 1.14 1.15 1.30 1.18 1.18 131
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 19.72 19.73 20.12 20.20 20.32 20.38 20.30 20.17
15 mg/kg S.D. 0.96 0.78 0.79 0.85 0.83 0.73 0.83 0.66
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 19.45 19.43 19.73 19.87 19.82 20.10 20.02 20.22
50 mg/kg S.D. 1.09 1.02 1.00 0.84 0.67 0.77 0.50 0.68
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 19.72 19.98 20.38 20.60 20.62 20.92 20.82 20.92
150 mg/kg S.D. 1.09 1.03 0.98 0.94 0.91 0.75 0.62 0.43
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 19.73 19.83 20.22 20.78 20.68 20.70 20.73 20.83
500 mg/kg S.D. 0.81 0.84 0.70 0.60 0.50 0.55 0.69 0.60
Positive control (EE 6.0 ug/kg) 6 MEAN 19.70 20.08 20.58 20.82 20.68 20.88 20.63 20.83
S.D. 0.75 0.86 1.22 1.11 1.17 1.24 1.24 1.26

EE: Ethynyl Estradiol.



Table 4
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11135)

Number
of Body weight (g) on administration period (day) Autopsy
Group animals 1 2 3 4 5 6 7 day
EE (Olive oil + EE 0.6 pg/kg) 6 MEAN 19.80 19.88 20.30 20.78 20.90 20.88 20.68 20.87
S.D. 1.09 0.85 1.05 1.06 1.29 1.25 1.35 1.44
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 19.45 19.83 20.15 20.48 20.80 20.82 20.68 20.42
15 mg/kg + EE 0.6 pg/kg S.D. 0.82 1.05 0.92 1.25 1.38 1.48 1.38 1.36
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 19.57 20.17 20.82 21.00 21.03 21.15 20.77 21.00
50 mg/kg + EE 0.6 pg/kg S.D. 0.69 0.88 0.79 0.75 0.79 0.66 0.73 0.86
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 19.68 19.90 20.32 20.62 20.70 20.62 20.62 20.80
150 mg/kg + EE 0.6 pg/kg S.D. 0.92 0.95 0.92 0.80 0.96 0.78 0.94 1.09
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 19.58 19.85 20.37 20.87 20.98 21.47 21.42 21.27
500 mg/kg + EE 0.6 ng/kg S.D. 0.96 0.90 1.07 0.97 1.00 0.97 0.77 0.78

EE: Ethynyl Estradiol.



Table 5
Autopsy findings of ovariectomized female mice for detection of estrogenic activity in oral uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester
(SR11135)

Negative Positive
control Phosphorous acid, 2-Ethylhexyl diphenyl ester control
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 Phosphorous acid, 2-Ethylhexyl diphenyl ester
(SR11135)

Phosphorous acid, 2-Ethylhexyl diphenyl ester
EE (Olive oil 15 mg/kg 50 mg/kg 150 mg/kg 500 mg/kg
Group + EE 0.6 ng/kg) +EEOQ06ug/kg +EE06ug/kg +EEO0.6ug/kg +EEO0.6pg/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 Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11135)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
Group animals g mg 10%% mg 10°% g % mg 10%% mg 10°%
Negative control (Olive oil) 6 MEAN 20.22 11.82 58.698 10.43 51.993 0.937 4.632 227.8 1126.323 7.10 35.295
S.D. 1.31 0.39 5.008 0.87 7.439 0.066 0.066 17.8 24.056 0.58 4.287
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.17 9.97 49.380 9.03 44,785 0.975 4.835 233.0 1155.980 7.00 34.748
15 mg/kg S.D. 0.66 1.50 7.060 1.13 5.379 0.058 0.285 11.2 58.499 1.13 5.770
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.22 10.40 51.567 9.30 46.085 0.998 4,933 231.2 1143.260 6.95 34.427
50 mg/kg S.D. 0.68 2.19 11.696 1.82 9.589 0.077 0.240 11.9 38.062 1.22 6.301
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.92 11.72 56.060 9.90 47.372 1.080 * 5.158 ** 244.0 1166.225 7.35 35.188
150 mg/kg S.D. 0.43 111 5.731 0.70 3.850 0.062 0.221 14.6 58.846 1.20 6.038
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.83 10.42 49.913 9.03 43.280 1.128 ** 5415 ** 244.5 1172.230 7.20 34.460
500 mg/kg S.D. 0.60 2.68 12.381 2.34 10.762 0.076 0.306 20.4 67.913 1.39 5.923
Positive control (EE 6.0 ng/kg) 6 MEAN 20.83 37.53 + 179.720 + 33.72 + 161.510 + 0.968 4.638 222.0 1065.207 8.17 39.158
S.D. 1.26 5.79 21.421 5.31 20.236 0.107 0.299 19.8 61.543 1.45 6.122

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 Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11135)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
Group animals g mg 10%% mg 10°% g % mg 10%% mg 10°%
EE (Olive oil + EE 0.6 pg/kg) 6 MEAN 20.87 37.08 176.910 32.98 157.383 1.033 4,930 235.5 1129.888 8.03 38.655
S.D. 1.44 9.78 40.835 8.98 37.829 0.151 0.415 15.1 47.046 1.45 7.249
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.42 29.62 143.158 26.25 126.863 0.963 4.703 234.3 1146.097 8.20 40.045
15 mg/kg + EE 0.6 pg/kg S.D. 1.36 9.72 40.659 8.46 35.047 0.113 0.254 22.7 50.250 1.67 6.844
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.00 40.28 190.237 36.92 174.398 1.003 4,778 231.7 1103.338 8.00 38.085
50 mg/kg + EE 0.6 ug/kg S.D. 0.86 12.45 50.710 11.03 44,721 0.037 0.092 111 34.714 0.88 3.811
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.80 41.40 198.752 35.03 167.810 1.025 4,915 222.0 1067.145 8.60 41.350
150 mg/kg + EE 0.6 ng/kg S.D. 1.09 9.54 44.441 8.18 35.699 0.120 0.387 145 37.741 1.55 6.998
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.27 35.83 168.193 31.75 148.890 1.123 5.283 241.5 1135.933 7.85 36.895
500 mg/kg + EE 0.6 ng/kg S.D. 0.78 7.35 32.209 7.31 31.866 0.048 0.163 14.1 59.668 1.30 5.845

EE: Ethynyl Estradiol.



Symbols and process for statistical analysis in INDIVIDUAL DATA

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

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

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

** . Significant difference, p=0.01

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

*: Significant difference, p=0.05

** . Significant difference, p=0.01



INDIVIDUAL DATA 1-1-1

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 15 mg/kg + EE 0.6 ng/kg

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

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-3

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 50 mg/kg + EE 0.6 ng/kg

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

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-4

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
151 18.2 19.2 19.0 19.1 19.2 19.6 19.5 19.7
152 185 184 18.5 18.8 18.6 18.8 18.6 18.6
153 18.8 19.0 19.2 19.7 19.6 19.9 19.8 20.2
154 19.2 19.0 194 19.6 195 19.4 19.5 195
155 20.3 20.4 20.7 20.7 20.8 21.2 20.7 20.9
156 20.8 20.7 21.5 21.9 22.2 21.9 22.0 22.4
N 6 6 6 6 6 6 6 6

MEAN 19.30 19.45 19.72 19.97 19.98 20.13 20.02 20.22
S.D. 1.04 0.90 1.14 1.15 1.30 1.18 1.18 1.31
S.E. 0.42 0.37 0.47 0.47 0.53 0.48 0.48 0.54
M/C 1.1150 0.5888 1.9567 2.3248 5.2574 4.4063 5.8202 8.9237

F 0.2151 0.5293 0.7404 1.1973 0.9738 0.9736 0.9704 1.0061



INDIVIDUAL DATA 2-1-2

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Body weight  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 15 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
251 18.6 18.7 19.3 19.2 19.4 19.7 19.3 19.7
252 18.8 19.2 19.2 19.5 19.8 19.9 20.1 19.9
253 19.4 19.3 19.8 19.7 19.7 19.9 19.6 19.4
254 19.9 20.1 20.5 20.5 20.4 20.3 20.3 20.1
255 20.6 20.5 21.0 21.2 21.3 21.6 21.5 21.1
256 21.0 20.6 20.9 21.1 21.3 20.9 21.0 20.8
N 6 6 6 6 6 6 6 6

MEAN 19.72 19.73 20.12 20.20 20.32 20.38 20.30 20.17
S.D. 0.96 0.78 0.79 0.85 0.83 0.73 0.83 0.66

SE. 0.39 0.32 0.32 0.35 0.34 0.30 0.34 0.27



INDIVIDUAL DATA 2-1-3

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Body weight  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 50 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
351 18.2 18.1 18.4 18.8 19.0 19.3 19.7 19.9
352 18.8 18.8 19.1 19.7 19.6 20.1 19.9 20.1
353 18.6 18.8 19.3 19.1 19.3 19.3 19.4 19.5
354 19.7 19.9 19.9 20.0 20.1 20.6 20.4 20.2
355 20.5 20.3 20.6 20.8 20.0 20.0 19.9 20.1
356 20.9 20.7 21.1 20.8 20.9 21.3 20.8 215
N 6 6 6 6 6 6 6 6

MEAN 19.45 19.43 19.73 19.87 19.82 20.10 20.02 20.22
S.D. 1.09 1.02 1.00 0.84 0.67 0.77 0.50 0.68

S.E. 0.45 0.41 0.41 0.34 0.27 0.32 0.21 0.28



INDIVIDUAL DATA 2-1-4

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Body weight  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 150 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
451 18.5 18.8 19.5 19.6 19.7 20.2 20.3 20.5
452 18.9 19.1 19.6 20.0 20.1 20.5 20.3 20.7
453 19.4 19.5 19.7 20.0 20.0 20.3 20.2 20.6
454 19.8 20.3 20.4 20.6 20.7 21.1 214 214
455 20.1 20.7 21.2 21.3 21.0 21.2 21.1 20.8
456 21.6 215 21.9 22.1 22.2 22.2 21.6 215
N 6 6 6 6 6 6 6 6

MEAN 19.72 19.98 20.38 20.60 20.62 20.92 20.82 20.92
S.D. 1.09 1.03 0.98 0.94 0.91 0.75 0.62 0.43

S.E. 0.45 0.42 0.40 0.39 0.37 0.31 0.25 0.17



INDIVIDUAL DATA 2-1-5

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Body weight  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 500 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
551 18.5 18.5 19.1 19.8 20.0 19.7 19.6 19.8
552 19.1 19.5 20.1 20.9 20.8 21.3 21.2 21.2
553 19.9 19.9 20.5 20.9 20.6 20.8 20.7 20.8
554 19.8 19.7 19.8 20.5 20.4 20.6 20.4 20.7
555 20.6 20.9 21.0 21.6 21.5 21.1 21.6 21.6
556 20.5 20.5 20.8 21.0 20.8 20.7 20.9 20.9
N 6 6 6 6 6 6 6 6

MEAN 19.73 19.83 20.22 20.78 20.68 20.70 20.73 20.83
S.D. 0.81 0.84 0.70 0.60 0.50 0.55 0.69 0.60

S.E. 0.33 0.34 0.29 0.24 0.20 0.23 0.28 0.25



INDIVIDUAL DATA 2-1-6

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 18.6 18.7 18.4 18.8 18.7 18.5 18.3 18.5
652 19.3 19.5 19.9 20.4 20.0 20.7 20.2 20.3
653 19.4 20.0 21.0 21.1 20.7 21.1 21.0 21.3
654 20.0 20.7 21.3 215 21.7 21.9 215 21.7
655 20.2 20.8 21.3 21.2 21.4 21.6 21.3 21.5
656 20.7 20.8 21.6 21.9 21.6 215 215 21.7
N 6 6 6 6 6 6 6 6

MEAN 19.70 20.08 20.58 20.82 20.68 20.88 20.63 20.83
S.D. 0.75 0.86 1.22 111 1.17 1.24 1.24 1.26
S.E. 0.31 0.35 0.50 0.45 0.48 0.51 0.51 0.51

EE: Ethynyl Estradiol.



INDIVIDUAL DATA

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Body weight  ANIMAL : Mouse, C57BL/6JJmsSlc

2-2-1

SEX : Ovariectomized female

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

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
161 18.1 18.4 18.4 19.0 18.8 18.7 18.3 18.2
162 19.5 19.7 20.3 20.7 20.6 20.8 20.3 20.6
163 19.3 20.0 20.3 20.9 21.0 21.1 20.8 21.0
164 20.3 20.0 20.4 20.7 20.9 20.7 20.9 21.2
165 20.3 20.2 20.8 21.1 21.3 21.5 21.5 21.9
166 21.3 21.0 21.6 22.3 22.8 22.5 22.3 22.3
N 6 6 6 6 6 6 6 6

MEAN 19.80 19.88 20.30 20.78 20.90 20.88 20.68 20.87
S.D. 1.09 0.85 1.05 1.06 1.29 1.25 1.35 1.44
S.E. 0.45 0.35 0.43 0.43 0.53 0.51 0.55 0.59
M/C 1.0607 0.2617 0.5406 1.6154 1.8968 3.9134 3.3595 2.6441
F 0.1263 0.1295 0.4168 0.2587 0.0900 0.5658 0.5700 0.4478

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-2

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 15 mg/kg + EE 0.6 ng/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
261 18.3 18.4 18.5 18.3 18.5 18.4 18.4 18.3
262 18.6 18.7 19.6 19.9 19.7 19.6 19.6 19.3
263 19.5 20.0 20.8 20.6 21.3 21.3 21.3 21.1
264 20.0 20.6 20.6 215 21.8 21.7 21.3 21.0
265 20.0 20.3 20.6 20.9 21.8 21.8 21.5 20.8
266 20.3 21.0 20.8 21.7 21.7 22.1 22.0 22.0
N 6 6 6 6 6 6 6 6

MEAN 19.45 19.83 20.15 20.48 20.80 20.82 20.68 20.42
S.D. 0.82 1.05 0.92 1.25 1.38 1.48 1.38 1.36
S.E. 0.34 0.43 0.38 0.51 0.56 0.60 0.56 0.55

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-3

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 50 mg/kg + EE 0.6 ng/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
361 18.3 18.7 19.5 19.7 20.1 20.2 19.9 20.6
362 19.5 19.9 20.6 20.7 20.8 21.0 20.5 20.3
363 19.5 20.1 20.9 21.1 21.4 21.1 20.9 20.5
364 19.8 20.2 20.8 214 20.7 21.9 21.7 22.1
365 20.0 20.8 21.2 21.2 20.8 20.8 20.1 20.4
366 20.3 21.3 21.9 21.9 22.4 21.9 215 22.1
N 6 6 6 6 6 6 6 6

MEAN 19.57 20.17 20.82 21.00 21.03 21.15 20.77 21.00
S.D. 0.69 0.88 0.79 0.75 0.79 0.66 0.73 0.86
S.E. 0.28 0.36 0.32 0.31 0.32 0.27 0.30 0.35

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-4

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 18.2 18.2 18.8 19.5 19.1 19.3 19.0 18.9
462 194 19.8 20.2 20.6 20.6 20.9 21.1 214
463 19.2 19.6 19.8 20.0 20.4 20.1 20.0 20.1
464 20.3 20.4 20.8 20.9 21.0 20.8 21.1 21.6
465 20.6 20.6 21.1 20.9 21.1 21.2 21.0 21.2
466 20.4 20.8 21.2 21.8 22.0 214 215 21.6
N 6 6 6 6 6 6 6 6

MEAN 19.68 19.90 20.32 20.62 20.70 20.62 20.62 20.80
S.D. 0.92 0.95 0.92 0.80 0.96 0.78 0.94 1.09
S.E. 0.38 0.39 0.37 0.33 0.39 0.32 0.38 0.44

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-5

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 18.2 18.4 18.6 19.2 19.4 20.1 20.6 20.1
562 18.8 19.1 19.5 20.2 20.3 20.7 20.6 20.5
563 19.7 20.2 20.9 21.4 21.4 22.1 21.8 21.8
564 19.6 20.2 20.9 21.3 21.3 214 21.6 21.7
565 20.5 20.5 21.2 21.4 21.2 21.7 21.3 21.5
566 20.7 20.7 21.1 21.7 22.3 22.8 22.6 22.0
N 6 6 6 6 6 6 6 6

MEAN 19.58 19.85 20.37 20.87 20.98 21.47 21.42 21.27
S.D. 0.96 0.90 1.07 0.97 1.00 0.97 0.77 0.78
S.E. 0.39 0.37 0.43 0.39 0.41 0.40 0.31 0.32

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-1-1

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

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

Animal

No. Findings

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

156 No abnormal findings




INDIVIDUAL DATA 3-1-2

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

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

Animal

No. Findings

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-2

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 15 mg/kg + EE 0.6 ng/kg

Animal

No. Findings

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-3

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 50 mg/kg + EE 0.6 ng/kg

Animal

No. Findings

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-4

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 150 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.o.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)

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

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 19.7 11.7 59.39 10.9 55.33 0.93 4.72 228 1157.36 75 38.07
152 18.6 12.5 67.20 11.7 62.90 0.85 457 207 1112.90 7.7 41.40
153 20.2 12.0 59.41 10.5 51.98 0.92 4.55 222 1099.01 6.2 30.69
154 19.5 114 58.46 10.6 54.36 0.90 4.62 216 1107.69 7.3 37.44
155 20.9 11.6 55.50 9.4 44,98 0.98 4.69 236 1129.19 6.6 31.58
156 22.4 11.7 52.23 9.5 42.41 1.04 4.64 258 1151.79 7.3 32.59
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.22 11.82 58.698 10.43 51.993 0.937 4.632 227.8 1126.323 7.10 35.295
S.D. 1.31 0.39 5.008 0.87 7.439 0.066 0.066 17.8 24.056 0.58 4.287
S.E. 0.54 0.16 2.044 0.36 3.037 0.027 0.027 7.3 9.821 0.24 1.750
M/C 8.9237 29.8873 ** 14.2226 * 26.9358 ** 15.4560 ** 2.4517 9.1166 2.8987 5.5736 3.8870 0.8144
F 1.0061 5.6615 ** 9.0227 ** 1.7972 3.2249 * 0.8513 0.5860
H 18.9589 ** 18.7387 ** 17.6855 ** 17.8769 **



INDIVIDUAL DATA 4-1-2

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 15 mg/kg

Absolute and relative organ weights

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°%%
251 19.7 10.6 53.81 8.7 44.16 1.05 5.33 231 1172.59 5.9 29.95
252 19.9 8.8 44.22 9.7 48.74 0.97 4.87 251 1261.31 8.3 41.71
253 19.4 7.8 40.21 75 38.66 0.92 4.74 223 1149.48 6.3 32.47
254 20.1 12.1 60.20 10.5 52.24 0.90 4.48 220 1094.53 8.4 41.79
255 21.1 10.5 49.76 9.7 45.97 0.99 4.69 235 1113.74 6.0 28.44
256 20.8 10.0 48.08 8.1 38.94 1.02 4.90 238 1144.23 7.1 34.13
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.17 9.97 49.380 9.03 44785 0.975 4.835 233.0 1155.980 7.00 34.748
S.D. 0.66 1.50 7.060 1.13 5.379 0.058 0.285 11.2 58.499 1.13 5.770
S.E. 0.27 0.61 2.882 0.46 2.196 0.023 0.116 4.6 23.882 0.46 2.355
Dunnett's t 0.8735 1.4082 0.9563
Steel's t 2.0853 1.9215 1.8480 1.6013



INDIVIDUAL DATA 4-1-3

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 50 mg/kg

Absolute and relative organ weights

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 19.9 9.4 47.24 8.3 41.71 0.98 4.92 225 1130.65 7.2 36.18
352 20.1 9.1 45.27 8.0 39.80 0.94 4.68 230 1144.28 6.1 30.35
353 19.5 14.3 73.33 12.4 63.59 0.90 4.62 230 1179.49 7.4 37.95
354 20.2 11.0 54.46 9.9 49.01 1.02 5.05 234 1158.42 52 25.74
355 20.1 8.0 39.80 7.4 36.82 1.03 5.12 216 1074.63 8.8 43.78
356 215 10.6 49.30 9.8 45,58 1.12 5.21 252 1172.09 7.0 32.56
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.22 10.40 51.567 9.30 46.085 0.998 4.933 231.2 1143.260 6.95 34.427
S.D. 0.68 2.19 11.696 1.82 9.589 0.077 0.240 11.9 38.062 1.22 6.301
S.E. 0.28 0.90 4.775 0.74 3.915 0.031 0.098 4.9 15.539 0.50 2.573
Dunnett's t 1.4052 2.0892 0.5461
Steel's t 1.9249 1.7614 1.2810 1.2810



INDIVIDUAL DATA 4-1-4
STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)

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

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 20.5 12.9 62.93 10.2 49.76 1.03 5.02 234 1141.46 6.2 30.24
452 20.7 12.0 57.97 10.0 48.31 1.06 5.12 221 1067.63 7.8 37.68
453 20.6 10.1 49.03 9.3 45.15 1.00 4.85 249 1208.74 8.8 42.72
454 21.4 10.8 50.47 9.2 42.99 1.10 5.14 246 1149.53 7.7 35.98
455 20.8 12.8 61.54 111 53.37 1.12 5.38 251 1206.73 8.0 38.46
456 215 11.7 54.42 9.6 44.65 1.17 5.44 263 1223.26 5.6 26.05
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.92 11.72 56.060 9.90 47.372 1.080 5.158 244.0 1166.225 7.35 35.188
S.D. 0.43 111 5.731 0.70 3.850 0.062 0.221 14.6 58.846 1.20 6.038
S.E. 0.17 0.45 2.340 0.29 1.572 0.025 0.090 6.0 24.024 0.49 2.465
Dunnett's t 3.2661 * 3.6474 ** 1.2866
Steel's t 0.2423 0.8006 1.1209 1.1209



INDIVIDUAL DATA 4-1-5
STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)

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

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 500 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°%
551 19.8 7.8 39.39 6.6 33.33 1.10 5.56 216 1090.91 5.9 29.80
552 21.2 13.6 64.15 12.7 59.91 1.10 5.19 262 1235.85 7.9 37.26
553 20.8 8.4 40.38 8.0 38.46 1.15 5.53 229 1100.96 6.1 29.33
554 20.7 10.0 48.31 8.6 41.55 1.10 5.31 238 1149.76 5.9 28.50
555 21.6 8.8 40.74 7.3 33.80 1.27 5.88 269 1245.37 8.9 41.20
556 20.9 13.9 66.51 11.0 52.63 1.05 5.02 253 1210.53 8.5 40.67
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.83 10.42 49.913 9.03 43.280 1.128 5.415 244.5 1172.230 7.20 34.460
S.D. 0.60 2.68 12.381 2.34 10.762 0.076 0.306 20.4 67.913 1.39 5.923
S.E. 0.25 1.09 5.055 0.96 4.393 0.031 0.125 8.3 27.726 0.57 2.418
Dunnett's t 4.3674 ** 5.4249 ** 1.4803
Steel's t 0.9625 1.2810 1.1209 1.6013



INDIVIDUAL DATA 4-1-6

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Positive control (EE 6.0 ng/kg)

Absolute and relative organ weights

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 18.5 33.1 178.92 30.0 162.16 0.79 4.27 196 1059.46 7.2 38.92
652 20.3 29.1 143.35 27.2 133.99 0.91 4.48 207 1019.70 6.8 33.50
653 213 38.1 178.87 32.9 154.46 1.09 5.12 247 1159.62 10.1 47.42
654 21.7 434 200.00 41.6 191.71 1.04 4.79 216 995.39 6.8 31.34
655 215 375 174.42 324 150.70 1.01 4.70 224 1041.86 8.5 39.53
656 21.7 44.0 202.76 38.2 176.04 0.97 4.47 242 1115.21 9.6 44.24
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.83 37.53 179.720 33.72 161.510 0.968 4.638 222.0 1065.207 8.17 39.158
S.D. 1.26 5.79 21.421 5.31 20.236 0.107 0.299 19.8 61.543 1.45 6.122
S.E. 0.51 2.36 8.745 2.17 8.261 0.044 0.122 8.1 25.125 0.59 2.499
Dunnett's t 0.7216 0.0462 1.9707
Steel's t 2.8874 * 2.8823 * 2.8823 * 2.8823 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-1

STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)
Absolute and relative organ weights ~ ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 pg/kg)

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 10%% mg 10%% g % mg 10%% mg 10°%%
161 18.2 28.1 154.40 25.0 137.36 0.79 4.34 217 1192.31 7.0 38.46
162 20.6 30.3 147.09 27.2 132.04 0.99 4.81 229 1111.65 9.1 4417
163 21.0 46.5 221.43 41.4 197.14 0.99 471 239 1138.10 9.2 43.81
164 21.2 29.9 141.04 26.7 125.94 1.09 5.14 229 1080.19 9.7 45.75
165 21.9 51.6 235.62 46.8 213.70 1.10 5.02 237 1082.19 6.7 30.59
166 22.3 36.1 161.88 30.8 138.12 1.24 5.56 262 1174.89 6.5 29.15
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.87 37.08 176.910 32.98 157.383 1.033 4.930 235.5 1129.888 8.03 38.655
S.D. 1.44 9.78 40.835 8.98 37.829 0.151 0.415 15.1 47.046 1.45 7.249
S.E. 0.59 3.99 16.671 3.67 15.444 0.061 0.169 6.2 19.207 0.59 2.959
M/C 2.6441 1.2650 0.9714 0.8928 0.6062 10.8412 * 11.2902 * 2.6795 1.7530 2.0026 2.1450
F 0.4478 1.3140 1.5659 1.2509 1.4841 1.1906 2.7740 * 0.2541 0.4568
H 10.2232 * 11.4889 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-2
STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)

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

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 15 mg/kg + EE 0.6 ng/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 18.3 14.9 81.42 13.2 72.13 0.78 4.26 194 1060.11 6.5 35.52
262 19.3 23.2 120.21 20.7 107.25 0.88 4.56 230 1191.71 8.3 43.01
263 21.1 28.3 134.12 26.4 125.12 1.03 4.88 247 1170.62 10.5 49.76
264 21.0 41.2 196.19 35.8 170.48 1.01 4.81 236 1123.81 7.0 33.33
265 20.8 31.9 153.37 27.1 130.29 0.99 4.76 237 1139.42 7.0 33.65
266 22.0 38.2 173.64 34.3 155.91 1.09 4.95 262 1190.91 9.9 45.00
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.42 29.62 143.158 26.25 126.863 0.963 4.703 234.3 1146.097 8.20 40.045
S.D. 1.36 9.72 40.659 8.46 35.047 0.113 0.254 22.7 50.250 1.67 6.844
S.E. 0.55 3.97 16.599 3.45 14.308 0.046 0.104 9.3 20.514 0.68 2.794
Dunnett's t 0.6005
Steel's t 0.8885 1.0427

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-3
STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)

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

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 50 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°%%
361 20.6 30.1 146.12 27.4 133.01 1.01 4.90 226 1097.09 7.0 33.98
362 20.3 35.1 172.91 315 155.17 0.98 4.83 235 1157.64 7.1 34.98
363 20.5 30.1 146.83 28.6 139.51 0.96 4.68 224 1092.68 7.7 37.56
364 22.1 52.0 235.29 46.9 212.22 1.03 4.66 236 1067.87 8.3 37.56
365 20.4 34.8 170.59 32.8 160.78 0.98 4.80 219 1073.53 9.1 44.61
366 22.1 59.6 269.68 54.3 245.70 1.06 4.80 250 1131.22 8.8 39.82
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.00 40.28 190.237 36.92 174.398 1.003 4778 231.7 1103.338 8.00 38.085
S.D. 0.86 12.45 50.710 11.03 44,721 0.037 0.092 11.1 34.714 0.88 3.811
S.E. 0.35 5.08 20.702 450 18.257 0.015 0.037 45 14.172 0.36 1.556
Dunnett's t 0.9836
Steel's t 0.9642 0.9625

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-4
STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)

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

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 150 mg/kg + EE 0.6 ng/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 10%% mg 10%% g % mg 10%% mg 10°%%
461 18.9 28.3 149.74 23.4 123.81 0.80 4.23 196 1037.04 8.2 43.39
462 21.4 34.0 158.88 28.3 132.24 1.10 5.14 226 1056.07 6.7 31.31
463 20.1 51.7 257.21 37.8 188.06 1.02 5.07 222 1104.48 7.3 36.32
464 21.6 37.8 175.00 34.0 157.41 1.01 4.68 239 1106.48 9.1 42.13
465 21.2 51.0 240.57 45.2 213.21 1.09 5.14 230 1084.91 11.0 51.89
466 21.6 45.6 211.11 415 192.13 1.13 5.23 219 1013.89 9.3 43.06
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.80 41.40 198.752 35.03 167.810 1.025 4,915 222.0 1067.145 8.60 41.350
S.D. 1.09 9.54 44.441 8.18 35.699 0.120 0.387 145 37.741 1.55 6.998
S.E. 0.44 3.90 18.143 3.34 14.574 0.049 0.158 5.9 15.408 0.63 2.857
Dunnett's t 2.3246
Steel's t 0.3220 0.1613

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-5
STUDY NO. SR11135 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (p.0.)

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

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 500 mg/kg + EE 0.6 ng/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 20.1 31.7 157.71 26.3 130.85 1.09 5.42 240 1194.03 6.6 32.84
562 20.5 21.7 135.12 24.0 117.07 1.05 5.12 228 1112.20 8.9 43.41
563 21.8 37.2 170.64 35.3 161.93 1.17 5.37 266 1220.18 8.6 39.45
564 21.7 37.2 171.43 31.6 145.62 1.15 5.30 240 1105.99 7.0 32.26
565 21.5 48.9 227.44 443 206.05 1.17 5.44 228 1060.47 6.5 30.23
566 22.0 32.3 146.82 29.0 131.82 1.11 5.05 247 1122.73 9.5 43.18
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.27 35.83 168.193 31.75 148.890 1.123 5.283 241.5 1135.933 7.85 36.895
S.D. 0.78 7.35 32.209 7.31 31.866 0.048 0.163 14.1 59.668 1.30 5.845
S.E. 0.32 3.00 13.149 2.99 13.009 0.020 0.066 5.8 24.360 0.53 2.386
Dunnett's t 0.2240
Steel's t 1.3683 1.6013

EE: Ethynyl Estradiol.
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Appendix 2
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Certificate of analysis

Cayman

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

ltem number. Molecular Formula; C20H2402 Formula Welght: 296.40
Batch numbe CAS Number .........: 57-63-6 Expiry date ....... : 81712012
Purity Specifica %
Tests Specifications Results
WPLC
Retention Time Actual.: 8.50 min
Purlly coeiened P05 %
Mass Bource Type ... ESI Bpecd Actual
M-He 2954 2855
Mehting Point 188, 102C 185- 188°C
ne Nob, Phasd.......: Hoxana Elyl Acelate Acelic Acid (T0:20:1)
Stationary Phase: Siica Gel [ — o 049
Visualized With ... Sulfuric Acid PUty % et 100,00
uv [}, ¢ pee——— [ PR ] ]

Ca Chemical Company 1180 E. Elsworth Rood  Ann Arbor, M US 48100
Phone: ( 3649097 (734) 9713385  Fax: (T34) 9713840 Website: www.caymanchem.com
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