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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 Phosphorous acid, 2-
Ethylhexyl diphenyl ester (SR11136)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous
acid, 2-Ethylhexyl diphenyl ester (SR11136)

General appearance of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous
acid, 2-Ethylhexyl diphenyl ester (SR11136)

General appearance of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous
acid, 2-Ethylhexyl diphenyl ester (SR11136)

Body weight of ovariectomized female mice for detection of estrogenic
activity in subcutaneous uterotrophic bioassay of Phosphorous acid, 2-
Ethylhexyl diphenyl ester (SR11136)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous
acid, 2-Ethylhexyl diphenyl ester (SR11136)

Autopsy findings of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous
acid, 2-Ethylhexyl diphenyl ester (SR11136)

Autopsy findings of ovariectomized female mice for detection of anti-
estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous
acid, 2-Ethylhexyl diphenyl ester (SR11136)
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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
Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11136)

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

bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11136)

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 Rk (322-26072)
2 Certificate of analysis(10006486)

,ii,
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Phosphorous acid, 2-Ethylhexyl diphenyl ester ZUlEfH~ v 2|2 7 ABNEK FT& 5
L, TEHEEEOZ(NLA ha VM AEAB I OH=A ba U AEHOF AL L 7=,

AR ML S L ORBRIE T A KT 4 v

ARBR SN FEHE (GLP)  « DU bW 24k 2 kB & it 9~ 2 skt sk |2 B 3~ % JEHEIC D
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 > BEW 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 ¢ 30, 100, 300 35 & T* 1000 mg/kg % 1 #f
[Zo& 6 VCOINERMHMENE~ Y 212 7 HRRKER THE L, FEEEOE{LNbT A hr sy
TER OB IZ O TR L7z, & 512, Bthynyl Estradiol Zfff#& 5 L0 T HEEDOZE(L
NhH, Pl A b F AAERAOFEICOWTHRA L, UL FOkEE 57,

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

2. EHBETIE, =R b F U ERARHEER L O X b e 7 UAERABREEEO 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 LN hoT,

4, BWEEETIZ. =2 o XU ERBRHEED 300 33X 1000 mg/kg BECHTIEO BRI,
TR b UERABREEED 100 mg/kg LA OB TR O BN F 72 (X8 MME . 1000
mg/kg FECEIROBREIEMNFE D bNTZH, FHRERICITZ=A e ERHBHEER X O
T A b u S U ARHBEEEO W I BRI E R G OREITRD i o T,

Uk g, AFRERSM: T Tl Phosphorous acid, 2-Ethylhexyl diphenyl ester D=
A2 baF AERB L O A b S AR OW T btk &R ST,
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Phosphorous acid, 2-Ethylhexyl diphenyl ester ¢ 30, 100, 300 35 & T* 1000 mg/kg % 1 #f
(ZoE 6 PEOIIRMHMEME~ ¥ 212 7 AMRER TS L, FEEEOL(LNEZX hua
TEROFEIZ O TR L7z, & 512, Ethynyl Bstradiol Z0ff#&5 LIzBRoO+EEEDZEL
2D, Pl A b S AR OB EIZOW T H R LT,

B L OJ71E
1. #BmE
4, B : Phosphorous acid, 2-Ethylhexyl diphenyl ester
Bl 2 S AERY T = =L (- FLNF 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
WE bR M : S8l ; A H ] O (Appendix 1)
Lk 5 206°C (27 ) —7F > RBIHED) Y
R ; 1.02(25°C) Y

WiEE =X )=V ROT ' NIRRT A, KITIEE
o EWT RN,
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D BB D GRESRREZR L)

125 gX2 A (BHEEER &4 H)

T —He LY,
DR A OG AT HAKID LR DRI LWIEETICE R L TR

BLY, KKEEY, A Z R IZEN RN Y, 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 BRIV E RAFE O I R

[FZHEFH-28~-24°C, 201149 H 29 H (Z N) B 5T
H % <]

1201248 H 17 A
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3. XfEE

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

PRAFESRAt: ;=R

it FH A R D 2014 4E 9 H

4. PeHIROFHE

(1) BB E

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

A LA o R

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

BABGIRONE R T A0, EEEREFEM L L TR LT,

(2) bt F'E

AT ik PRI E A RERE L. Bk & ) — VIZEEfRR . BARIER
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 To 0N, BEREBEIEM & LTI LT,

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

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

FEIEENMEL : DN BLA i 72 T

B B H R 20 : 6 T n

= NIRE I fip 2 7

HH f AR (A B RL : 15~20 ¢

SN RN 0 14.2~17.9 g

P - BR A IRE 3 i ;9 T

FE D11 B

F RV EL ;6 L

(2) % B L OEIE

e 751k DR REBIZR A 1 B 1 EIBIEE L, REAZZARE, B9 Ak X
OBE 1 Iy (B B-BRAATT F) ICHIE L7z,

Hi ] Bk 17 B E T 16 HIH

Bk L OBIMEIIR i, EOIERTR X ORI OBAT 234 1 LT BT a8,
ICIZBREIIGRD Doz, ek, FUEORIrEIIBIL 5 BIZIXEE L,
(3) RESIT

e 3 KL OB i 520 L 7= — R IB B B L OMEAEIE DR R E S BT L
T, BHOFEHAOESEEZRE Lz, T7bb, BITORD O 1 a4 71T
ARG LT, RERLOBHEIIRS T B OREICK ST, &55ART A I ELE
TEAMHEEIC L0 S BEOFEEREN Y —I1270 5 L OIS 2470, RIS 2
66 Pz stfh L7z, FHBAAA HIC L ICOMKRENREITREL D § 2.6 g LCunizic
D, BT BT & ASH L CRBRICE R L7z, 2 b 0@ O (R HEFH X
19.1~21.8 ¢ TH Y, FHKE (20.57 g) DE20%LINTH D Z & 2B LT,

BAT OB, (KERD OB 72 b ONTRE D S AN =B O3 6 ITIEERERD HERIL
L. EEERIEFIEE I > TREES BT,
@) i L OV — 2 ok

ELY) B RN AEEER OBWE 52 . BRI %
T =L X TREBICEI A2 AT . RS AT o 7
B r— CREST RN T VSRR E B L 0EmE S AR L, £ —

SOMEIR L,
BT IE T ~UCRIRE B, SIBRBES L OB 54 W13
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L. &7 —VORIEICER LT,

(5) Bt

1) FBEBREE

B =L : 301 B

TR - W 0 2243°C (FEHIFPE 19~23°C), 50+£20% (FEHIFPH 48~54%)
N EIE o : 10~15 [A] /B

FR A AR ] : NTREBA 12 BT (8:00~20:00)

Y EEORERS IORELZEAKBR L, RENBOOLNRNT L 2R LT,
2) fHSM B L OEE A
r— Y O : 770y AR EHEK 7 — 2 (260X 380D X 180H, mm)
1 r—2 o720 OINEEYE
D ER LOBIMEMIM X 2 £ 235 08, BT Le L

77
r— VA : BIMEEIR 3 ZOBES LT RRLC A& 1 [B] 580 L 7=,
Z MAZH#Ha A 2 [\ %R L7z,
i A 25 AT A : BIEIART h d J OBESY P RRIC A5 1 [B] 506 L 7=,
H B A SE & DKk &
D 1 [EIFEE L7,
EAN DTG c 1A 1 [ESE LT,
BNOHHE D HESRRIHE R L OV T U RIH R A 1 HFE AL TR A
THHERMEEL 1A 1%L,
3) flkt
FHSH - 405 : [EUEREE, CRF-1
7y hES : 111011
BUERAE DAY = HOVERRE TR A S A
I DRrS AR RGAE R A O T H ISR S,

IGYE F L OAEY R

D RBRICEREE KITTRNADO S DIERWE H 5 W IEMAE Of
W R L0y FOFEHZIOWTON Lz, HERWE DY
Brid Eurofins Analytics ft (0HT#&E= + AR-11-JP-002889-
01) A3, A A L EDRI LSS (S HTak Bl S 3 - No.
11603-148) WENENAT T2, T — & ZfBHLEEE 7 5
AT LT, OVTEE & FFREIIHRRE (LE e 2 ERT
DIFEBRAEFIRE M L2, SITORER. WIhoOEAICH
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FFAREZ 2 D EILRE O o Tz,

4) BBHK

L : LR ZKIE K

feKIT 5 c HEhA AR E 2 VT H BRI E W7,

RS /AL S CRBRICERE L KT RO D I RME O AL 2011 4

10 A 3 BB XO20124 1 A 5 BIZYEEE EOEE O K%
MOFEHE BRI L TN LT, ZaiT i B AT AR U OKE
FRATHE R ZE - No. A233146 35 LY A234348) 23T\, /#rHHHE &
PRI IR St (LA VST O REESE FIEE 2 e
L7z, SHTOFRR. WTNOHAIZ S FFAE A 2 2 HEIE5E

oI oT,
(6) HERME OG-
1) &E5EBEORE
b & 0 CRPFEREE) . 30, 100, 300 3 LT 1000 mg/kg & L7z,
A E B : Phosphorous acid, 2-Ethylhexyl diphenyl ester ® 40, 200

FBLUV1000 mg/kg ZMEME~ 7 22 T A IIE R TG L= T
st GRERE 5« SR11136P) TIX, F#RGHELE b1 —fRIRAE,
REE, IR RO WIS b BRI B 12 51 B L 7= 28I 3R
Do oTe, TOT END, YA~ D BT LT
BhHTEERBROT 2 ha S o ERBREREE LT, BHE
Z 1000 mg/kg & L, LA FAEK 3 TR L 72 300, 100 35 K130
mg/kg NP EHERE, TMEHEHS I OMEHERE L
TRE L., HRWE D% B TG 2 Rt B K OVEE
0.2 pg/kg & TG DM REEZ N2 7251 6 BEZ 3T
7

=X b AERMBHEEE LTk, BEC & FERIZ 1000,
300, 100 3 &0 30 mg/kg DHPERWE (B F#H5) 12N A T EE
0.6 pg/kg (B F#h) & FRFICE 92 4 BEARRE L. xR
B (2 F#Y5) 1T TEE 0.6 pg/kg (2 F#5) % REf 25
32 Bk FERE (BE BE) 20 2 7251 5 BEZRRIT 72,
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AR DO RERK
EE PR E

Beh B R Beh B TR B (B )
BT (ug/kg)  (ug/mL) (mg/kg)  (mg/mL) i3
<A a7 AERBREED
P P S FE ! - - 0 0 6 (151~156)
B H Bt - - 30 6 6 (251~256)
FRARH SR - - 100 20 6 (351~356)
Hh o R E - - 300 60 6 (451~456)
= - - 1000 200 6 (551~556)
B Pt ot R 0.2 0.4 - - 6 (651~656)
Fr= A ba s UoERmHED
EE #f * 0.6 1.2 0 0 6 (161~166)
{ES A &:+EE B 0.6 1.2 30 6 6 (261~266)
HRAC A S HEE B 0.6 1.2 100 20 6 (361~366)
of v B +ER B 0.6 1.2 300 60 6 (461~466)
7 JH & +EE e 0.6 1.2 1000 200 6 (561~566)

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

*2 . FE 2 TG L7,

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

2) &b

O BB S L O RYE

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

BG4 :1H 1R, 7 ARG L,

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

B 5 - 13 :09~14 : 57
bR E 5 mL/kg & L77, BEDBEGHEEIIRE B OEEICHESNT
BHH LT,

@ Leigkt IR
P 571 L O 5
TR ks R
L EHEREOME 10% =4 ) —VTHEER, T 4 AR—%7
NEREB IO~ 70 ) v OEHWTR TS Lz,
P A a7 R R HEE
; XFREE (B ARIER[ITA D 7)) & 2 WITHBRE & e T 5 L
7R, WEEREOME 10% =% ) —/LTH#EL, T4 A
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R=PTNERBB IO~ 70 ) VPRV TE FREL
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 :37~15: 19
SRS 0.5 mL/kg & L7-, BAEOEGHEEIIRYE A OEEICE SN
THEH LT,

(MBI, WELIOWMEERH
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
—EEYIB L CHENIKREZRWZEE (blotted weight) [ZDUY

— 11 —
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THIE L=,
b, Ik B, B 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,
N RS pIR

KER LOSWEEREOMBEIC OV TR L OISR AL F M U, Bartlett ORE
EEATV, BRI Z T LTz, 08 (p>0. 05) D& 13— JolliE 52 8 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
WP ORERE T H BIE IR & I L TAERZITRD b Rno T,

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

HIFET R % Table 5 3 X UV6, INDIVIDUAL DATA 3-1-1
(1) =& kel AR RE
WTNORGHETHRFEFTRITERD bh o7,
(2) i A ko AR R

3-2-5 {TRT,

WFROFRERETH REFTRITEED bheh o7z,

4, SREEE

2E DRkt L OFERTE &4 Table 7 33 L 1OV8, INDIVIDUAL DATA 4-1-1

4-2-5 |2~
(1) =& buZ AEHRB R

30 5 L TN 100 mg/keg FETIE, BRI & it L THERZITRD bh o7,

300 mg/kg FECIX, HFROMX EREICHFHFAMICHBERBENRD b,
1000 mg/kg FETIE, FFIEOHMERT I L OFE E =ICHEFHFHICAH B R SENRD Hiv,
BHEXTBREETlX, 72 wet weight 72 5 TNZ blotted weight Ofaxtds L O EEICA
BREENRD b,

(2) Pr=R b7 AR
30 mg/kg FETIE, EE REL HIE L THEREITRD OIRN -T2,
100 mg/kg #ETIE, AFIR ORI K OFHX B B ICHE AR H R &S EDI RO b v,

300 mg/kg FETIE, FMEHERICHBERETEO bR Ld o7,

1000 mg/kg BETIX, FFlEF L OO #xt 3 L O B B ICHEHFMICH B2 B 58
LTz,

#

plih

Phosphorous acid, 2-Ethylhexyl diphenyl ester @ 30, 100. 300 X 1000 mg/kg %

1 BRSO & 6 IEDIREATIHMEIE~ w7 212 7 AMIRER TG L, FEEEOZE(LNHT A

o ANEROFREIZOWTHRS LT, X512, Ethynyl Estradiol Z#0fH&E L-BRO+&=
HEOZNG, Pl A Fa S AEHOAE IOV T H G Lz,

ZORER. B E RGO KR, REB LOHBRET R TIE=X b e 7 AER B H

7137
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BB L OWLT X b r 7 UAEARR RO WU BRI E 5 O EITRD b o T,

HEEETE, HRYERESHOFEEREICHBRMER G OB REBRWEIC
T A~ AERNE R &fllE LTz,
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Hillbr U7z,

fiiiz, 1000 mg/kg Ff CHFfigids L OB O %t ds L OMHXT E EICH B2 EENRD b,
ZOZAIE, Mk I K OHXRTE B W H A b KB E e 52 B U TR EL L 7o A b
EEZ b, 100 mg/kg BET HIFIROMERT I L ORI E RICHE R EHEARO bz, =
DHBAITOW T, 300 mg/kg BEICH BN K HBKFHZREI TITRVWA, =X b
T AR EED 300 mg/kg HELFRREOBMETHD Z &b, HERME R G- (ZBH L T3
BL7zbo RN,

Phosphorous acid, 2-Ethylhexyl diphenyl ester @ 30, 100, 300 35 J ¢ 1000 mg/kg %
1 BEIZD&E 6 PLoPPEA MM~ 7 212 7 AMREKR THREG L, FEEREOZENE T X K
27 AERHOFEIZOWTHE Lz, S 51T, Ethynyl Estradiol Zf0FM#&L L7ZBEOFE
HEOBNDL, i A ba 7 AEHOFEIZOWNT BB L7,

ZORER, WBRYERGICEE L P EEEOZMIIRO T, AEBRYEOT A o
TFAERB L0 A e A ERIEO TS OWT BRI & fifm S 7,

iz, =2 ha X AEfARERED 300 83X 1000 mg/kg BECTATIRO E&EEM, Hio A b

17 AERRRHERED 100 mg/ke LA ORE TP o> B B8N E 72 (33 IEIR . 1000 mg/kg FET
Bl > BB INANEED Hav, W bR E G K o mE L &Ik L7,
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Body weight (g)

25

15

10

—— Negative control (Olive oil)

— I — Phosphorous acid, 2-Ethylhexy! diphenyl ester 30 mg/kg
---A--- Phosphorous acid, 2-Ethylhexyl diphenyl ester 100 mg/kg
i — O— Phosphorous acid, 2-Ethylhexyl diphenyl ester 300 mg/kg
— O— Phosphorous acid, 2-Ethylhexyl diphenyl ester 1000 mg/kg

—2— Positive control (EE 0.2 pg/kg)

1 2 3 4 5 6 7 Autopsy day
Administration period (day)
EE: Ethynyl Estradiol.

Figure 1
Body weight of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11136)



Body weight (g)

25

15

10

—— EE (Olive oil + EE 0.6 pug/kg)

— B - Phosphorous acid, 2-Ethylhexyl diphenyl ester 30 mg/kg + EE 0.6 pg/kg
---A--- Phosphorous acid, 2-Ethylhexyl diphenyl ester 100 mg/kg + EE 0.6 pug/kg
— O— - Phosphorous acid, 2-Ethylhexyl diphenyl ester 300 mg/kg + EE 0.6 ng/kg

— O — Phosphorous acid, 2-Ethylhexyl diphenyl ester 1000 mg/kg + EE 0.6 pg/kg

1 2 3 4 5 6 7 Autopsy day

Administration period (day)
EE: Ethynyl Estradiol.

Figure 2
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11136)



Table 1

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

ester (SR11136)
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
30 mg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
100 mg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
300 mg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
1000 mg/kg No abnormal findings 6 6
Positive control (EE 0.2 ug/kg) Number of animals examined 6 6
No abnormal findings 6 6

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



Table 2
General appearance of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl
diphenyl ester (SR11136)

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
30 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
100 mg/kg + EE 0.6 png/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
300 mg/kg + EE 0.6 pg/kg No abnormal findings 6 6
Phosphorous acid, 2-Ethylhexyl diphenyl ester  Number of animals examined 6 6
1000 mg/kg + EE 0.6 ng/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 Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11136)

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 20.57 21.15 21.50 21.52 21.92 21.73 22.35 22.22
S.D. 0.62 0.93 0.91 111 0.93 0.85 111 1.00
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.28 20.95 21.25 21.38 21.63 21.52 22.00 21.78
30 mg/kg S.D. 0.70 0.90 1.06 1.04 1.03 1.08 1.31 1.47
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.25 20.55 20.93 21.15 21.37 21.37 21.52 21.43
100 mg/kg S.D. 0.86 0.71 0.73 0.77 0.75 0.77 0.91 0.81
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.02 20.68 20.83 20.97 21.05 21.17 21.23 21.35
300 mg/kg S.D. 0.67 0.58 0.71 0.67 0.65 0.65 0.70 0.72
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.43 21.05 21.70 22.00 22.07 22.12 22.63 22.43
1000 mg/kg S.D. 0.83 0.90 0.80 0.79 0.97 1.15 0.88 0.98
Positive control (EE 0.2 pg/kg) 6 MEAN 20.47 20.75 20.92 20.93 20.98 20.95 20.97 20.90
S.D. 0.57 0.73 0.75 0.83 0.89 0.95 1.01 1.01

EE: Ethynyl Estradiol.



Table 4
Body weight of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11136)

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 20.30 20.73 21.12 21.18 21.35 21.12 21.55 21.43
S.D. 0.45 0.39 0.60 0.53 0.58 0.47 0.61 0.60
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.63 21.05 21.63 21.60 21.88 21.72 22.28 21.97
30 mg/kg + EE 0.6 pg/kg S.D. 0.70 0.90 0.94 0.98 0.95 1.12 1.21 1.30
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.38 21.07 21.10 21.25 21.67 21.65 21.63 21.78
100 mg/kg + EE 0.6 ng/kg S.D. 0.74 0.59 0.81 0.83 0.96 1.02 0.97 1.27
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.40 20.68 21.20 21.33 21.58 21.47 21.70 21.50
300 mg/kg + EE 0.6 pg/kg S.D. 0.55 0.70 0.73 0.51 0.56 0.60 0.44 0.53
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 20.67 21.43 22.10 22.40 22.60 22.57 22.67 21.48
1000 mg/kg + EE 0.6 ug/kg S.D. 0.72 0.60 0.75 1.04 1.13 1.15 1.34 1.99

EE: Ethynyl Estradiol.



Table 5
Autopsy findings of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl
ester (SR11136)

Negative Positive
control Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 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 subcutaneous uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl
diphenyl ester (SR11136)

Phosphorous acid, 2-Ethylhexyl diphenyl ester
EE (Olive oil 30 mg/kg 100 mg/kg 300 mg/kg 1000 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 subcutaneous uterotrophic bioassay of Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11136)

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 22.22 15.70 70.813 13.70 61.822 1.050 4.730 253.7 1143.833 6.48 29.162
S.D. 1.00 2.41 11.521 2.03 10.003 0.055 0.235 13.7 83.823 1.37 5.788
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.78 13.75 62.798 12.38 56.690 0.977 4.473 239.3 1098.023 6.88 31.425
30 mg/kg S.D. 1.47 2.59 8.779 1.84 5.986 0.107 0.245 20.1 35.926 1.76 6.586
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.43 14.87 69.407 13.37 62.338 1.003 4.685 239.5 1117.815 6.65 31.067
100 mg/kg S.D. 0.81 1.94 9.212 2.12 9.458 0.039 0.139 12.3 51.523 1.06 5.145
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.35 14.25 66.870 12.45 58.420 1.123 5.268 ** 237.5 1114.152 6.85 32.108
300 mg/kg S.D. 0.72 1.69 8.727 2.00 9.900 0.054 0.361 14.2 87.593 0.73 3.457
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 22.43 13.87 61.763 12.52 55.725 1.283 ** 5727 ** 266.3 1186.612 8.07 35.983
1000 mg/kg S.D. 0.98 2.33 9.596 2.15 8.754 0.045 0.263 175 41.091 1.77 8.059
Positive control (EE 0.2 ng/kg) 6 MEAN 20.90 27.67 **  132.588 ** 24.88 ** 119.157 ** 1.008 4.822 236.7 1131.780 6.95 33.235
S.D. 1.01 3.23 16.395 4.08 19.295 0.083 0.282 15.4 30.867 1.37 6.097

EE: Ethynyl Estradiol.

**: 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 Phosphorous acid, 2-Ethylhexyl diphenyl ester (SR11136)

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 21.43 101.32 471.283 85.38 397.717 0.995 4.643 235.5 1098.897 7.20 33.612
S.D. 0.60 26.17 112.882 17.16 74.940 0.069 0.300 8.3 30.732 1.08 5.088
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.97 96.67 441.842 84.68 387.533 1.057 4.803 248.0 1129.618 7.85 35.910
30 mg/kg + EE 0.6 pg/kg S.D. 1.30 12.20 63.364 8.83 53.587 0.101 0.261 13.7 34.226 0.73 4.658
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.78 98.87 456.400 85.23 392.653 1.147 * 5.260 * 243.3 1118.298 7.62 35.118
100 mg/kg + EE 0.6 pg/kg S.D. 1.27 23.73 113.745 17.72 82.717 0.107 0.303 10.0 32.657 0.74 4.500
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.50 88.22 410.317 77.12 358.955 1.102 5.120 248.0 1154.448 7.20 33.543
300 mg/kg + EE 0.6 ng/kg S.D. 0.53 22.42 102.420 15.63 72.592 0.105 0.426 14.3 79.319 0.85 4.448
Phosphorous acid, 2-Ethylhexyl diphenyl ester 6 MEAN 21.48 80.40 371.068 71.65 331.338 1.283 **  6.002 ** 272.8 ** 1276.840 + 7.65 36.035
1000 mg/kg + EE 0.6 pg/kg S.D. 1.99 19.22 72.055 16.15 63.183 0.106 0.584 10.3 94.853 0.65 6.000

EE: Ethynyl Estradiol.

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

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

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



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. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female

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

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

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-2

STUDY NO. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 30 mg/kg + EE 0.6 ng/kg

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

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-3

STUDY NO. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
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 19.7 20.5 20.8 20.6 21.1 21.1 21.8 22.2
152 20.6 20.5 20.7 20.4 21.0 20.7 20.6 20.7
153 20.0 20.3 20.8 20.7 21.5 21.6 22.2 21.6
154 20.9 225 224 22.8 23.2 22.6 23.3 23.2
155 21.4 22.1 22.8 22.8 22.9 22.9 23.7 23.4
156 20.8 21.0 21.5 21.8 21.8 215 22.5 22.2

N 6 6 6 6 6 6 6 6

MEAN 20.57 21.15 21.50 21.52 21.92 21.73 22.35 22.22
S.D. 0.62 0.93 0.91 1.11 0.93 0.85 1.11 1.00
S.E. 0.25 0.38 0.37 0.45 0.38 0.35 0.45 0.41
M/C 1.1941 1.4911 1.1402 1.7426 1.2781 2.0483 2.0581 2.9351

F 0.4483 0.4975 1.0743 1.2477 1.5518 1.2041 25317 + 1.8743



INDIVIDUAL DATA 2-1-2

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 19.5 20.1 20.2 20.7 20.7 20.9 20.7 20.9
252 19.6 19.8 20.0 20.0 20.4 20.1 20.7 19.7
253 20.1 214 21.3 215 21.9 21.9 22.2 22.1
254 20.4 21.1 21.7 21.7 22.4 22.0 23.1 23.4
255 20.8 21.0 214 21.3 21.3 21.0 214 21.2
256 21.3 22.3 22.9 23.1 23.1 23.2 23.9 234
N 6 6 6 6 6 6 6 6

MEAN 20.28 20.95 21.25 21.38 21.63 21.52 22.00 21.78
S.D. 0.70 0.90 1.06 1.04 1.03 1.08 1.31 1.47
S.E. 0.28 0.37 0.43 0.43 0.42 0.44 0.54 0.60

Dunnett's t 0.6032



INDIVIDUAL DATA 2-1-3

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 19.3 19.8 20.3 20.6 20.6 20.5 20.6 20.8
352 20.0 20.3 20.5 20.9 21.3 214 21.1 20.9
353 19.6 20.1 20.6 20.7 21.1 21.2 21.7 21.6
354 20.0 20.3 20.5 20.7 20.7 20.8 20.8 20.8
355 214 21.7 221 22.6 22.5 22.7 23.1 22.9
356 21.2 21.1 21.6 214 22.0 21.6 21.8 21.6
N 6 6 6 6 6 6 6 6

MEAN 20.25 20.55 20.93 21.15 21.37 21.37 21.52 21.43
S.D. 0.86 0.71 0.73 0.77 0.75 0.77 0.91 0.81
S.E. 0.35 0.29 0.30 0.31 0.31 0.31 0.37 0.33

Dunnett's t 1.4361



INDIVIDUAL DATA 2-1-4

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 19.3 20.7 20.9 21.0 215 21.8 22.1 22.2
452 20.1 20.5 20.6 20.5 20.8 20.5 20.9 20.9
453 20.3 20.6 20.8 20.8 20.9 21.2 21.2 21.2
454 20.2 20.9 20.7 214 21.2 21.1 21.3 21.2
455 19.2 19.8 19.9 20.1 20.0 20.4 20.1 20.4
456 21.0 21.6 22.1 22.0 21.9 22.0 21.8 22.2
N 6 6 6 6 6 6 6 6

MEAN 20.02 20.68 20.83 20.97 21.05 21.17 21.23 21.35
S.D. 0.67 0.58 0.71 0.67 0.65 0.65 0.70 0.72
S.E. 0.27 0.24 0.29 0.27 0.27 0.27 0.29 0.29

Dunnett's t 1.9244



INDIVIDUAL DATA 2-1-5

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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 19.1 19.5 20.5 21.0 20.7 20.9 21.7 21.8
552 20.6 21.4 22.2 22.7 22.6 22.6 23.1 23.3
553 20.6 214 22.3 22.4 22.0 21.9 224 22.3
554 20.3 21.1 21.4 21.8 22.2 22.7 23.2 22.8
555 20.3 20.7 21.2 21.2 214 20.8 21.6 20.9
556 21.7 22.2 22.6 229 23.5 23.8 23.8 235
N 6 6 6 6 6 6 6 6

MEAN 20.43 21.05 21.70 22.00 22.07 22.12 22.63 22.43
S.D. 0.83 0.90 0.80 0.79 0.97 1.15 0.88 0.98
S.E. 0.34 0.37 0.33 0.32 0.39 0.47 0.36 0.40

Dunnett's t 0.4883



INDIVIDUAL DATA 2-1-6

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
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 20.4 20.9 21.2 21.2 214 215 215 215
652 194 19.5 19.5 19.5 19.6 19.3 19.2 19.1
653 20.9 21.5 21.5 215 21.9 22.0 21.9 21.9
654 20.4 20.7 21.1 21.1 20.8 21.0 21.2 20.8
655 20.9 214 21.5 21.8 21.8 214 21.6 215
656 20.8 20.5 20.7 20.5 20.4 20.5 20.4 20.6
N 6 6 6 6 6 6 6 6

MEAN 20.47 20.75 20.92 20.93 20.98 20.95 20.97 20.90
S.D. 0.57 0.73 0.75 0.83 0.89 0.95 1.01 1.01
S.E. 0.23 0.30 0.31 0.34 0.36 0.39 0.41 0.41

Dunnett's t 2.3840

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-1

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc

Body weight

SEX : Ovariectomized female

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

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
161 19.9 20.3 20.6 20.8 21.1 21.3 21.6 21.2
162 19.9 20.6 20.8 20.9 21.2 21.2 21.6 214
163 20.2 20.7 20.7 20.7 20.8 20.7 20.8 20.8
164 20.2 20.4 20.9 21.0 20.9 20.4 20.9 20.9
165 20.5 21.1 21.6 21.7 21.8 21.5 22.1 22.1
166 21.1 21.3 22.1 22.0 22.3 21.6 22.3 22.2

N 6 6 6 6 6 6 6 6

MEAN 20.30 20.73 21.12 21.18 21.35 21.12 21.55 21.43
S.D. 0.45 0.39 0.60 0.53 0.58 0.47 0.61 0.60
S.E. 0.18 0.16 0.24 0.22 0.24 0.19 0.25 0.24
M/C 1.4860 3.1119 0.9633 3.8216 3.4008 5.1183 6.8208 10.2650 *

F 0.3877 1.2724 1.8854 2.2787 1 1.8280 2.0512 1.4913
H 1.1593

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-2

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 30 mg/kg + EE 0.6 ng/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
261 19.5 20.3 20.9 21.0 215 21.2 21.7 21.1
262 20.3 19.7 20.2 20.4 20.5 20.3 20.8 20.6
263 20.6 21.0 21.7 21.0 215 21.2 21.8 21.2
264 20.7 21.7 224 22.1 22.6 22.1 22.5 22.4
265 21.3 21.6 21.9 22.0 22.0 21.9 22.5 22.3
266 21.4 22.0 22.7 23.1 23.2 23.6 24.4 24.2
N 6 6 6 6 6 6 6 6

MEAN 20.63 21.05 21.63 21.60 21.88 21.72 22.28 21.97
S.D. 0.70 0.90 0.94 0.98 0.95 1.12 1.21 1.30
S.E. 0.28 0.37 0.38 0.40 0.39 0.46 0.49 0.53

Dunnett's t 0.8911

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-3

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 100 mg/kg + EE 0.6 pg/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
361 19.1 20.3 19.9 19.9 20.3 20.2 20.3 19.6
362 20.4 21.2 21.2 21.7 22.1 22.3 22.2 22.1
363 20.3 20.9 21.1 214 21.6 21.8 21.7 21.9
364 20.3 215 21.9 22.0 22.4 22.3 22.4 22.4
365 21.2 20.6 20.5 20.6 20.8 20.6 20.6 21.3
366 21.0 21.9 22.0 21.9 22.8 22.7 22.6 234
N 6 6 6 6 6 6 6 6

MEAN 20.38 21.07 21.10 21.25 21.67 21.65 21.63 21.78
S.D. 0.74 0.59 0.81 0.83 0.96 1.02 0.97 1.27
S.E. 0.30 0.24 0.33 0.34 0.39 0.42 0.40 0.52

Dunnett's t 0.1426

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-4

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 300 mg/kg + EE 0.6 pg/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
461 19.5 19.6 20.1 20.8 21.2 21.1 21.3 20.9
462 20.6 20.3 21.0 21.3 21.2 214 21.6 21.6
463 20.2 21.1 214 21.3 21.8 22.0 22.2 22.0
464 20.9 20.4 20.8 20.8 20.9 20.5 21.1 20.8
465 20.2 214 22.2 22.1 22.3 22.1 22.1 22.0
466 21.0 21.3 21.7 21.7 22.1 21.7 21.9 21.7
N 6 6 6 6 6 6 6 6

MEAN 20.40 20.68 21.20 21.33 21.58 21.47 21.70 21.50
S.D. 0.55 0.70 0.73 0.51 0.56 0.60 0.44 0.53
S.E. 0.23 0.29 0.30 0.21 0.23 0.25 0.18 0.22

Dunnett's t 0.3208

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-5

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 1000 mg/kg + EE 0.6 pg/kg

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
561 20.0 21.1 22.0 21.8 22.0 21.9 224 224
562 20.5 21.8 22.3 22.7 22.8 22.5 23.9 23.5
563 20.4 21.0 21.6 215 21.8 21.6 21.6 19.8
564 20.2 20.7 21.1 215 215 21.8 214 18.6
565 20.9 21.7 22.3 22.7 22.9 22.9 22.0 21.2
566 22.0 22.3 23.3 24.2 24.6 24.7 24.7 234
N 6 6 6 6 6 6 6 6

MEAN 20.67 21.43 22.10 22.40 22.60 22.57 22.67 21.48
S.D. 0.72 0.60 0.75 1.04 1.13 1.15 1.34 1.99
S.E. 0.29 0.24 0.30 0.42 0.46 0.47 0.55 0.81

Dunnett's t 2.6021

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-1-1

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

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

Animal

No. Findings

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

156 No abnormal findings




INDIVIDUAL DATA 3-1-2

STUDY NO. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 1000 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
Autopsy findings  ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female

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

Animal

No. Findings

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-2

STUDY NO. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 30 mg/kg + EE 0.6 ng/kg

Animal

No. Findings

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-3

STUDY NO. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 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. SR11136 TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 1000 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. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
Absolute and relative organ weights ~ ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Body

Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 10%% mg 10%% g % mg 10%% mg 10°%%
151 22.2 12.2 54.95 9.8 44.14 1.03 4.64 240 1081.08 7.1 31.98
152 20.7 16.3 78.74 14.8 71.50 1.06 5.12 268 1294.69 6.8 32.85
153 21.6 15.0 69.44 14.4 66.67 1.01 4.68 252 1166.67 52 24.07
154 23.2 15.0 64.66 13.2 56.90 1.09 4,70 255 1099.14 5.6 24.14
155 23.4 16.1 68.80 14.8 63.25 1.13 4.83 270 1153.85 8.8 37.61
156 22.2 19.6 88.29 15.2 68.47 0.98 4.41 237 1067.57 5.4 24.32
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 22.22 15.70 70.813 13.70 61.822 1.050 4.730 253.7 1143.833 6.48 29.162
S.D. 1.00 241 11.521 2.03 10.003 0.055 0.235 13.7 83.823 1.37 5.788
S.E. 0.41 0.98 4.704 0.83 4.084 0.022 0.096 5.6 34.220 0.56 2.363
M/C 2.9351 2.3258 3.2389 5.0733 7.5312 7.1338 3.9244 1.5073 8.8299 4.4575 3.3071

F 1.8743 30.3540 ** 36.6216 ** 23.4789 ** 28.4457 ** 17.0887 ** 18.5630 ** 3.4672 * 1.6225 0.9669 0.8776



INDIVIDUAL DATA 4-1-2

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 30 mg/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°%%
251 20.9 114 54.55 10.9 52.15 0.87 4.16 232 1110.05 6.9 33.01
252 19.7 10.3 52.28 9.9 50.25 0.83 4.21 209 1060.91 5.1 25.89
253 22.1 15.6 70.59 13.8 62.44 1.02 4.62 249 1126.70 6.9 31.22
254 23.4 13.9 59.40 12.1 51.71 1.11 4.74 247 1055.56 6.1 26.07
255 21.2 14.0 66.04 12.7 59.91 0.99 4.67 231 1089.62 6.1 28.77
256 23.4 17.3 73.93 14.9 63.68 1.04 4.44 268 1145.30 10.2 43.59
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.78 13.75 62.798 12.38 56.690 0.977 4.473 239.3 1098.023 6.88 31.425
S.D. 1.47 2.59 8.779 1.84 5.986 0.107 0.245 20.1 35.926 1.76 6.586
S.E. 0.60 1.06 3.584 0.75 2.444 0.043 0.100 8.2 14.667 0.72 2.689

Dunnett's t 1.3993 1.2571 0.9153 0.7834 1.8713 1.6928 1.5762



INDIVIDUAL DATA 4-1-3
STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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 100 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°%%
351 20.8 16.0 76.92 14.1 67.79 0.98 471 229 1100.96 7.1 34.13
352 20.9 12.4 59.33 10.4 49.76 1.03 4.93 221 1057.42 4.9 23.44
353 21.6 12.5 57.87 11.0 50.93 1.01 4.68 243 1125.00 7.6 35.19
354 20.8 16.8 80.77 14.9 71.63 0.94 4,52 244 1173.08 6.8 32.69
355 22.9 16.3 71.18 15.4 67.25 1.05 4,59 245 1069.87 5.9 25.76
356 21.6 15.2 70.37 14.4 66.67 1.01 4.68 255 1180.56 7.6 35.19
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.43 14.87 69.407 13.37 62.338 1.003 4.685 239.5 1117.815 6.65 31.067
S.D. 0.81 1.94 9.212 2.12 9.458 0.039 0.139 12.3 51.523 1.06 5.145
S.E. 0.33 0.79 3.761 0.87 3.861 0.016 0.057 5.0 21.034 0.43 2.100

Dunnett's t 0.5980 0.2206 0.2317 0.0789 1.1908 0.2968 1.5579



INDIVIDUAL DATA 4-1-4
STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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 300 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 22.2 11.6 52.25 10.2 45.95 1.05 4.73 222 1000.00 6.2 27.93
452 20.9 12.8 61.24 10.7 51.20 1.11 5.31 264 1263.16 7.6 36.36
453 21.2 14.6 68.87 11.1 52.36 1.08 5.09 231 1089.62 6.0 28.30
454 21.2 16.0 75.47 14.8 69.81 1.14 5.38 235 1108.49 6.8 32.08
455 20.4 15.1 74.02 13.9 68.14 1.19 5.83 234 1147.06 6.7 32.84
456 22.2 15.4 69.37 14.0 63.06 1.17 5.27 239 1076.58 7.8 35.14
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.35 14.25 66.870 12.45 58.420 1.123 5.268 237.5 1114.152 6.85 32.108
S.D. 0.72 1.69 8.727 2.00 9.900 0.054 0.361 14.2 87.593 0.73 3.457
S.E. 0.29 0.69 3.563 0.82 4.042 0.022 0.147 5.8 35.760 0.30 1.411

Dunnett's t 1.0405 0.6185 0.8689 0.5193 1.8713 3.5505 ** 1.7778



INDIVIDUAL DATA 4-1-5
STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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 1000 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 21.8 15.8 72.48 14.2 65.14 1.29 5.92 254 1165.14 11.1 50.92
552 23.3 16.0 68.67 14.4 61.80 1.30 5.58 284 1218.88 7.1 30.47
553 22.3 13.5 60.54 12.8 57.40 1.34 6.01 276 1237.67 7.6 34.08
554 22.8 10.5 46.05 9.6 42.11 1.22 5.35 258 1131.58 7.1 31.14
555 20.9 11.8 56.46 10.1 48.33 1.24 5.93 242 1157.89 6.3 30.14
556 235 15.6 66.38 14.0 59.57 1.31 5.57 284 1208.51 9.2 39.15
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 22.43 13.87 61.763 12.52 55.725 1.283 5.727 266.3 1186.612 8.07 35.983
S.D. 0.98 2.33 9.596 2.15 8.754 0.045 0.263 175 41.091 1.77 8.059
S.E. 0.40 0.95 3.917 0.88 3.574 0.018 0.108 7.1 16.775 0.72 3.290
Dunnett's t 1.3156 1.4195 0.8226 0.9307 5.9541 ** 6.5734 ** 1.3929



INDIVIDUAL DATA 4-1-6

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JJmsSlc
GROUP : Group for detection of estrogenic activity ; Positive control (EE 0.2 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 21.5 26.2 121.86 235 109.30 0.95 4.42 236 1097.67 9.4 43.72
652 19.1 29.7 155.50 26.9 140.84 0.89 4.66 210 1099.48 6.1 31.94
653 21.9 32.3 147.49 31.4 143.38 1.05 4.79 254 1159.82 5.9 26.94
654 20.8 26.6 127.88 21.7 104.33 1.03 4.95 232 1115.38 7.6 36.54
655 21.5 28.3 131.63 25.8 120.00 1.13 5.26 249 1158.14 6.8 31.63
656 20.6 22.9 111.17 20.0 97.09 1.00 4.85 239 1160.19 5.9 28.64
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 20.90 27.67 132.588 24.88 119.157 1.008 4.822 236.7 1131.780 6.95 33.235
S.D. 1.01 3.23 16.395 4.08 19.295 0.083 0.282 15.4 30.867 1.37 6.097
S.E. 0.41 1.32 6.693 1.67 7.877 0.034 0.115 6.3 12.602 0.56 2.489
Dunnett's t 8.5874 ** 9.6891 ** 7.7739 ** 8.7530 ** 1.0632 0.6046 1.8695

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-1

STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)
Absolute and relative organ weights ~ ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; EE (Olive oil + EE 0.6 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%%
161 21.2 78.1 368.40 69.5 327.83 0.95 4.48 239 1127.36 6.9 32.55
162 21.4 72.1 336.92 63.5 296.73 0.88 411 231 1079.44 9.1 42.52
163 20.8 90.4 434.62 78.4 376.92 1.01 4.86 224 1076.92 6.3 30.29
164 20.9 110.3 527.75 97.8 467.94 1.02 4.88 235 1124.40 7.3 34.93
165 22.1 115.2 521.27 98.8 447.06 1.04 4,71 249 1126.70 6.1 27.60
166 22.2 141.8 638.74 104.3 469.82 1.07 4.82 235 1058.56 75 33.78
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.43 101.32 471.283 85.38 397.717 0.995 4.643 235.5 1098.897 7.20 33.612
S.D. 0.60 26.17 112.882 17.16 74.940 0.069 0.300 8.3 30.732 1.08 5.088
S.E. 0.24 10.68 46.084 7.00 30.594 0.028 0.122 34 12.546 0.44 2.077
M/C 10.2650 * 2.7363 2.4778 2.3850 0.9951 1.1154 4.3012 1.8618 10.7977 * 1.5221 0.6076
F 0.9871 1.0581 0.9636 0.9574 7.2693 ** 10.8087 ** 8.8181 ** 0.7513 0.3544
H 1.1593 13.5355 **

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-2
STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl dipheny! ester 30 mg/kg + EE 0.6 pg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 10%% mg 10°%% g % mg 10°%% mg 10%%
261 21.1 93.8 44455 83.6 396.21 0.91 431 235 1113.74 9.2 43.60
262 20.6 100.9 489.81 94.3 457.77 1.03 5.00 234 1135.92 7.9 38.35
263 21.2 84.9 400.47 76.7 361.79 1.02 481 251 1183.96 7.3 34.43
264 22.4 111.9 499.55 87.0 388.39 1.08 4.82 257 1147.32 7.4 33.04
265 22.3 107.2 480.72 93.8 420.63 1.08 4.84 242 1085.20 8.0 35.87
266 24.2 81.3 335.95 72.7 300.41 1.22 5.04 269 1111.57 7.3 30.17
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.97 96.67 441.842 84.68 387.533 1.057 4.803 248.0 1129.618 7.85 35.910
S.D. 1.30 12.20 63.364 8.83 53.587 0.101 0.261 13.7 34.226 0.73 4.658
S.E. 0.53 4.98 25.868 3.60 21.877 0.041 0.106 5.6 13.973 0.30 1.901
Dunnett's t 1.0811 0.7048 1.8760
Steel's t 1.4412

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-3
STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 100 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 19.6 87.5 446.43 71.6 365.31 1.07 5.46 230 1173.47 8.0 40.82
362 22.1 100.9 456.56 92.6 419.00 1.13 5.11 246 1113.12 6.8 30.77
363 21.9 103.9 474.43 93.5 426.94 1.10 5.02 249 1136.99 8.9 40.64
364 22.4 117.3 523.66 99.7 445.09 1.17 5.22 242 1080.36 7.3 32.59
365 21.3 125.1 587.32 98.4 461.97 1.06 4,98 235 1103.29 7.3 34.27
366 23.4 58.5 250.00 55.6 237.61 1.35 5.77 258 1102.56 7.4 31.62
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.78 98.87 456.400 85.23 392.653 1.147 5.260 243.3 1118.298 7.62 35.118
S.D. 1.27 23.73 113.745 17.72 82.717 0.107 0.303 10.0 32.657 0.74 4.500
S.E. 0.52 9.69 46.436 7.23 33.769 0.044 0.124 4.1 13.332 0.30 1.837
Dunnett's t 2.6589 * 2.7165 * 1.1756
Steel's t 0.9608

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-4
STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 300 mg/kg + EE 0.6 pg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Kidney Adrenal
No. g mg 10%% mg 10°%% g % mg 10°%% mg 10%%
461 20.9 91.1 435.89 82.0 392.34 1.04 4,98 264 1263.16 7.4 35.41
462 21.6 74.0 342.59 67.9 314.35 1.16 5.37 265 1226.85 6.0 27.78
463 22.0 59.5 270.45 53.1 241.36 1.03 4.68 240 1090.91 7.8 35.45
464 20.8 77.8 374.04 73.4 352.88 1.02 4.90 241 1158.65 8.4 40.38
465 22.0 106.5 484.09 91.2 414.55 1.29 5.86 249 1131.82 6.9 31.36
466 21.7 120.4 554.84 95.1 438.25 1.07 4.93 229 1055.30 6.7 30.88
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.50 88.22 410.317 77.12 358.955 1.102 5.120 248.0 1154.448 7.20 33.543
S.D. 0.53 22.42 102.420 15.63 72.592 0.105 0.426 14.3 79.319 0.85 4.448
S.E. 0.22 9.15 41.813 6.38 29.636 0.043 0.174 5.8 32.382 0.35 1.816
Dunnett's t 1.8700 2.0998 1.8760
Steel's t 1.4412

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-5
STUDY NO. SR11136  TITLE : Phosphorous acid, 2-Ethylhexyl diphenyl ester Uterotrophic bioassay (s.c.)

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

SEX : Ovariectomized female

GROUP : Group for detection of anti-estrogenic activity ; Phosphorous acid, 2-Ethylhexyl diphenyl ester 1000 mg/kg + EE 0.6 pg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight) Liver Kidney Adrenal
No. g mg 10%% mg 10°%% g % mg 10°%% mg 10%%
561 22.4 93.8 418.75 82.4 367.86 1.30 5.80 278 1241.07 6.5 29.02
562 235 97.1 413.19 81.4 346.38 1.23 5.23 274 1165.96 75 31.91
563 19.8 83.6 422.22 77.6 391.92 1.12 5.66 263 1328.28 7.9 39.90
564 18.6 43.4 233.33 39.4 211.83 1.29 6.94 259 1392.47 8.4 45.16
565 21.2 81.0 382.08 74.1 349.53 1.32 6.23 287 1353.77 8.0 37.74
566 23.4 83.5 356.84 75.0 320.51 1.44 6.15 276 1179.49 7.6 32.48
N 6 6 6 6 6 6 6 6 6 6 6
MEAN 21.48 80.40 371.068 71.65 331.338 1.283 6.002 272.8 1276.840 7.65 36.035
S.D. 1.99 19.22 72.055 16.15 63.183 0.106 0.584 10.3 94.853 0.65 6.000
S.E. 0.81 7.85 29.416 6.59 25.794 0.043 0.239 4.2 38.724 0.26 2.449
Dunnett's t 5.0548 ** 5.9836 ** 5.6031 **
Steel's t 2.8823 *

EE: Ethynyl Estradiol.



Appendix 1

@ E Eﬁ ﬁ?ﬁa % 20114 9H 148

Iy

BHAB ZFAL~FLNIST =

Bk

Lot N, e
¥R 25g

wEm B & ki

A B B {4 R 1 Ok

u & N RERLE -

R ERITE S 3000002859




Appendix 2

I @ooz/on:

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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