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ARBIT. HKAat LEMEREMIFREFR QAUILL->T, TREO LBV ERSIE,

SN ERCRCE S H A R
RBEHEE 2010 46 2 A 3 B (20104 2 A 3 B {20104 2 H 3 H
RBEFEELEE No. 1) 2010 4F 3 H 23 A {20104 3 A 23 A | 20104 3 A 23 H
WBRME O » B - RFF 2010 £ 2 A 3 H|2010 £ 2 A 3 B [20104 2 A 3 H
B E RO 20104 2 H 18 H |20104 2 A 18 A |20104 2 A 18 H
Bz - BBk 20104 2 A 10 B | 20104 2 A 10 H | 20104 2 A 10 B
Bad 20104 2 A 17 B [20104 2 A 17 A |20104E 2 A 17 H
%5 20104 2 A 18 A {20104 2 A 18 H |20104 2 A 18 H
— R IEE R 20104 2 A 18 B |20104 2 A 18 A | 20104 2 A 18 H
HERE 20104 2 A 18 A |20104 2 A 18 B (20104 2 A 18 H
ik - BEERAE 20104 2 H 25 B (20104 2 H 25 A |20104E 2 A 25 H
TREAMARERRE EAER) 2010 % 3 H 26 B (20104 3 A 26 H | 20104 3 A 26 R
REAMFHRE ($ER) 20004 4 A 1 H|2010% 48 1L A|20105% 4 A 1H
T —4 20104 4 A 20 B |20104 4 A 20 A {20104 4 A 20 H
BRHEEER  RE 20104 4 A 20 B |2010 4 4 A 20 A (20104 4 A 20 H
RKBEEER) : KX 20104 4 A 20 H |20104 4 A 20 H |20104 4 A 20 H
REBEE 2010 45 4 5 28 H {20104 4 A 28 H | 20104 4 A 28 H

1 ARERIL. BN S IO R 5 RS EH 5 MBI T 5 BRI ST (TR IS 11 A

21 AR 1121003 § « FpR 15-11-17 WFE 3 B - MIRERE 031121004 & EEFBHEEXKR
MRE - REERANBEERE  REARSRREBRARELER) ., [THRALFHREHRIR
Ba ERETI2RBRERICETHIEEICOVT] O—FWEICSWT] (FR20FE T H 4 BERRE
0704001 B + J£5K 20-06-30 BB 2 & - BIRCRE 080704001 F EAFBHEERRLBRE - BFE
EAUSEERR  REEREREERRBRELEM B L UREWHIBRR#MD [0ECD Guideline
for the testing of chemicals; Uterotrophic Bioassay in Rodents:! A short—term screening test
for oestrogenic properties (440), Adopted 16 October 20071 38 XL UF [Protocel for the conduct
of the OECD rodent uterotrophic assay ; Second stage of the OECD work of the validation of the
rodent uterotrophic assay, Protocol C, Mature ovariectomised rats with sub-cutaneous
administration (Contains both multi-chemical and dose-response studies, Draft of 21 April

2000) | (ZEEEEN TV B Protocol C' (A LEBRMEOSITEROICEVWERENT,
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Figures and Tables ST

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 Dibenzoylmethane
(SR09134)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of
Dibenzoylmethane (SR09134)

General appearance of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of
Dibenzoylmethane (SR09134)

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

estrogenic activity in subcutaneous uterotrophic bioassay of
Dibenzoylmethane (SR09134)

Body weight of ovariectomized female mice for detection of estrogenic
activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane
(SR09134)

Body weight of ovariectomized female mice for detection of anti-—
estrogenic activity in subcutaneous uterotrophic bioassay of
Dibenzoylmethane (SR09134)

Autopsy findings of ovariectomized female mice for detection of
estrogenic activity in subcutaneous uterotrophic bioassay of
Dibenzoylmethane (SR09134)

Autopsy findings of ovariectomized female mice for detection of anti-
estrogenic activity in subcutaneous uterotrophic bioassay of
Dibenzoylmethane (SR09134)
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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
Dibenzoylmethane (SR09134)

Table 8 Absolute and relative organ weights of ovariectomized female mice for
detection of anti—-estrogenic activity in subcutaneous uterotrophic
bioassay of Dibenzoylmethane (SR09134)

Table 9 Histopathological findings of ovariectomized female mice for detection of
anti—estrogenic activity in subcutaneous uterotrophic bioassay of
Dibenzoylmethane (SR09134)

Individual data S
Symbols and process for statistical analysis in INDIVIDUAL DATA
1-1-1~1-2-5 General appearance
2-1-1~2-2-5 Body weight
3-1-1~3-2-5 Autopsy findings
4-1-1~4-2-5 Absolute and relative organ weights
5-1-1~5-1-5 Histopathological findings

Appendix ST
1 AR R A
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5%%E : Dibenzoylmethane OUFHEFGH ~ 7 2 BT 5 F 15 B K ER

HEEFES : SR09134

SRERERY : Dibenzoylmethane Z PR~ 7 A2 7 HEIMIER T&E5 L., +EEEOE{NS
TR Mr S AEHB LU= R e S AEHOF A FEN L 72,

AREERESSVHAREASN ST

B 92 B AL E (GLP)

D DA BUE A AR 5 R & 2 9 2 s A s | 2 B9~ % R HEIC o

TJOPRE 1545 11 A 21 A AT 1121003 5« FRR 1501117 8RS
35« BRIRAEFEH 031121004 5 JEA A EHEMEE - RFHEES
BUEERRR - REARAREECR R REL @) B L0

[ B B 2 4R 2 3Bk 2 F2hita 3 5 B ak (2 B 9~ 2 ALHElC D
TIO—FREZDNT] CEAL 2047 H 4 B FEAFEE 0704001 5 -
gk 20-06-30 SR E 2 75 - BRORAEFEES 080704001 5 JEA J7 )4 = 3K
BREE - BEEXEREEXERR - BEAREREECR R R#4 |
)

L. WBWE OS2 RL,

HKEET A RTA 2 : BFEH B D TOECD Guideline for the testing of

WinEE

chemicals; Uterotrophic Bioassay in Rodents: A short-term
screening test for oestrogenic properties (440), Adopted 16
October 2007] 3 X" Protocol for the conduct of the OECD
rodent uterotrophic assay; Second stage of the OECD work of the
validation of the rodent uterotrophic assay, Protocol C, Mature
ovariectomised rats with sub—cutaneous administration (Contains
both multi—chemical and dose-response studies, Draft of 21

April 2000) | |ZFE#H S CTUW 5 Protocol C’

AL, DT OERB L OEEELZ2E L L, Rk OFEERIEFIEE (SOP/APW/001 :
B SRR A BEAL ) (S YL LT 380 L 72,

LR K OEHES

: TV R OVE R B9~ S 154 (BEAD 48 47 10 A 1 B EAEER 105 75,
R 1L AE 12 H 22 B E AR 221 5, CPRR LT AR 6 A 22 HEKIE
LA 68 )

MI2BREN ) O firl 28 K MR IE ONT 37 m OHEIBU B 3 2 JEHE ) Ok 18
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2R

Dibenzoylmethane @ 30, 100, 300 ¥ X T 1000 mg/kg % 1 FEIZDE 6 PLOYRELAG HIMEM: ~ &
A2 T BERKER TS L, FEEEOBENL TR fr 7 U AEHOFEIZ OV TRE L,
& HIZ, Ethynyl Estradiol ZfFH#S LIZEROFHEROZMMNL, fimX Fr s U EHOA
BIZOWTHMF L. LUT Ot & 1572,

L —HeRETIE, WThoREREICH BRFEHRIERD bhinol,

2. KEHEZLTIZ, WTHLORGRIC OB ERE LB L2 TR0 bz oie,

3. HIRRTIE, =R baFUEARERESXOHZ 2 b AEABREEEO WIS 1000
mg/kg #E THFIR DAL R 35880 BTz,

4. WEERETIE, =2 ha 7 UAEABRHBECIIBRYE & 5 & B L 72 Z(IEsE o b o
M, Pl A b e S EABRHEETIE 30 mg/kg L EORETH =X hu S UMERANRD B
77

5. JRELAHMEMIAT AL TIX, 30 38X TN 1000 mg/kg BECTHEAMONE EEOBERD 7 L— RK
T, M ORKROEBLIEOIET ., 726V FEHEMOR T EEORED 7 L — FE T35
O HT,

L7=23o T, AREBRSEMH T CTiL. Dibenzoylmethane = A ha A U AERHIZEM., fio X ko
7 UAERIE 30 mg/kg LA ECREME &R ER S iz,
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Dibenzoylmethane @ 30, 100, 300 X TN 1000 mg/kg % 1 FEIZ-DE 6 VLD IPHLEE HMENE~
22T AEIRER THEEL, FEEEOEENDLT R bu X U AEHOFEIC SOV THRE LT,
& 52, Ethynyl Estradiol ZffA5 LI-BEOTEREREOEIND, oA huF  EHOA
IEIZOWTH IR LTz,

MEtB L U5k

1. HEBRYE
4 R : Dibenzoylmethane ; X A )L A X
IR AR LU =(AF LU ERAAAR=L) EARY
1,37 z=)L X -1,3-UF
,3-Y 7 z=1-1,3-Fu " TF
; 1, 3-Diphenyl-1, 3—propanedione
a-XVA)NTE M7=/ ; a-Benzoylacetophenone
7 xF /N7 ==/ b ;Phenacyl phenyl ketone
w0 A)NNTH® N7/ ; w-Benzoylacetophenone
vy-t R /va ; y-Hydroxychalcone
CAS &&= : 120-46-7
BHATREHE S ABFEYE 5 (4)-1332
CORS 2 :Ci5H, 1,0, M7
HE1E
O O
Ot O
S E :224.25 V| 224.259 ?
WEA R : S TSN T PN R RVAY- Y
AR/ B S A ;221C Y
Ei¥ ; 78.4°C (Appendix 1), 78°CY
BA L ) — AR ; &9 (Appendix 1)



=
K

N
RAFSRAT

RAFS T

o o EoEE

MG
VNI
TR

. hEBRXRYME

AR

CAS &=
oyf-
RUEHEE
HR7e 48
7y b
il
PRAFSRAT
RAF S5 T

{5 I PR

. WA

2
RuEEE

c 2 TOMBRBIENK TR, BERLS 5720
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2 99.9% (GC, Appendix 1),

99. 5% (FFNE &, Appendix 1)

125 gX2 A (BEEEER & L)

DEE OB SISO TTRE Y,
D RREER LR, MRFITICRE TS Y,

KESRPEE R EDOEKFENSGES TS Y,

: BRI R O R AR OR AT 2

(F2HHIPH 2~9°C, ZANLHEEMTHET)

D BRI O K VIEFTCAT S Y, bR R A A

Do B CARTRE LW E S ICHE# D PV, B ZIZ T8
REER LS Y,

7w b BO#&S LD >500 mg/kg V

WH Lo,
o, PEEBEIEY L
LClEUN L7z,

: Ethynyl Estradiol

: 57-63-6

2 296. 4

: Cayman Chemical Co.

s AEAERE TR N4

: 0407671

1 99. 3% (HPLC)

D IR

s AR R O R AR PRAT S D 1 DR

(FEHEEPH-28~-22C, = AL G THET)

: 2010411 H 3 H

L AASER A AU 7
Bt 7 S T
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vy &R - 85706
RIS ==t/
5 IR : 201246 H

4. BREBOAR
(1) BB E

LTIk D BRI A REFEL . BAER G AV TIICETE OREIZR D X
I L, A¥—F—lZTH kLT,

A U S : FHREF R,

L o EE 7= RUFEMEHL, v A7 REFRB X OREIRSEE
rEM LT,

BRBEGRONE BEHWT 572010, FEEFEIEM L LTI LT,

(2) el B

ATk DI R E A RFE L, 99.5% =% ) — /L IZER% . B AR

HAVTWMEMZTCARAT v F Lz, =& ) —/LORIT2HE
BO5%UNE LT,

L BB A E T 1 RIFERLL 7=,

BHRORAFEME ERREB AR, RRRT LT,

BSROBRGEEET  RBR% ORI E

P G-k O A5 FH IR : 2 T
(F2MFEPH 23~25°C, A ANLHER G- THET)

. EoFE )= R_RUTFEMEHL, v A7 REFRB L OUREIRE A
HH L,

PR G DO JLE D BEEML Y DTS, BEZEREFEM L L TR LTz,

5. HERAE

(1) B R

- R .~ A, C57BL/6]JmsSlc

Tt : SPF

EREFEE c BAT AT LY —KRR A

WAEmME=21 T  CEMEEEELVT X EATFL,

B g B il v U AFHEERBRETEEAOATW I BMETHY . §T
(B S TZBRBRIC B W TR SN TS 2 b 2O Rt %
BE LT,
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FEILENEL : DNELAR M 72 PT

B B H P 308 i : 6 T p

= NI fip L 7 D

HH fp R (A B AL 1 15~20 g

= NRFR E :13.3~16.6 g

P 5 BH hA IR i : 8 T in

HEXL D11 B

F RV L 6 L

(2) B L UL

W ik D MOIRREEIZR A 1 B 1 EIBIEE L, (RE A5 ARER X OBESY 1F RF

(B G-BaaaRT H) ICHE Lz,

Hi Bk 8 HETD 7 HIH
Mg R L OBIMEIM I, 16 C/NMRER2NGR® b=y, oI BRE IR bh
otz

(3) BET

g 3 KX OBIMEIIR i 0 L 7= — ik gl g2 LMK R OR R A2 S BT
T, BHOFAOESEEZRE Lz, T7bb, MRERD | B2 BT RIS L, 5%
DO TLIEH S, R X OBIHEIRE T B OREICIESN T, #5BAET B I LK
VEAMHIEIC X0 SO PR ENE—I1272 5 L 2 IS T 21T, RBRICHERT 2
66 DLA i3tk L7, 18K SN E OIREGEMIL, 16.9~20.3 ¢ TH V| VK E
(18.65 g) DE20%LUNTH D Z & &l LTz, BRIMIID 1 13 KON & 4 =8
Y 5 TEITRRBR D HERAN L. EEMEBRIETFIAE T > THR - 72,
@) ' L OV — 2 ok
) CMET = b R R TREICHI Z AT, BT A1T o T,
HEr— DB T ANE T ~VCERERE S K OEWE S AL L. KT —
CORTENAER LT,
B THRITT ~VICREE S, RBREES L OB &5 2 5
L. &7 — Y OHiEICHER LT,

(5) Byt E

1) BB

B =L : 202 B

IREE - B : 22+ 3°C (SRMAIPH 21~24°C) . 50+20% (F2HIFIPH 46~55%)
b EID : 10~18 [a] /FE[H]

HE A IR R : NLHEBA 12 FFRE (8:00~20:00)
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2) fH&M B L OE A

r— T OFEIA

77y bRE RIS HER 7 — 2 (260W X 380D X 180H, mm)

1 r—oH72 0 OINEEE

B L OBIMEIIRI A 3~5 DL, B 1T R TR 6 PLUE

L7,

Ir— U REO TR 1 B FEME LT,

= LA #a 3 2 [\IPL RS hE L7z,

i e A A CREO VTR 1[I L7,

H B A AE & DKk &
I 1B L7,

ERNOER D1 1 [ESE LT,

N D7 HFRRMEEL L0 3 UERIHEEZ 1 RR A TRAIHEH
THERMEEL 1B 1R L7,

3) Skt

S - 405 &Y ERIEE, CRF-1

7y R : 091203

UGS D A = X OV TS

LI DRES S RBREERS A VT HBICER S,

IGYE R L O AE R
DB KT TRND & D15 YE & 5 WIEMAE OF
A ALy SOFEHI DWW THHT e, 1HRWE D5y
Brid Eurofins Analytics #£ (0T &=+ + AR-09-JP-001534-
02) 23, PAEMR A ITERHGE S (Pt s =&
09G03-070) N ZNENAT o T2, T —# ZEEHUEREE D
AT LT, OVTEE & PRI EE (L 2IERFTERT
OIFERIEFIAF ISR L7z, D OfR. WTFHoHEAICS
TPREE 2 DI bR o T,

4) fRBK

TS : AL T AKIE K

faK 1k C HEhAACEE 2 VT HBICER S 7,

154 E iy DRI AL LFTRNO & DI EOF A | 2010 4F 1

A4 HBXU20104E 4 A 1 BIZYHEAE=E L RRREE Ok
Kt (205 53) 7 BB 2 8RB L CoMr Lz, o#rid B Af 4
MR OKEME RS RFE - No. A214124, A220008) 23TV, 4y



(6) WeBRE OG-
1) BH5EEOHRE
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P & RFPAR IR ARt (LB L VR TEET O ERIET
NEFZHEIL L7, AT OfER, W OHBIZ b IFA L 2
LR 6N o T,

Bh & 20 CREEEEE) . 30, 100, 300 33 LN 1000 mg/kg & L7,

FXE PR : Dibenzoylmethane ¢ 100, 300 3 X T 1000 mg/kg & Mt~ 7 &
(27 BB R TG U= Pk GRER &5 -
SRO09134P)TiE, &&EEHLE LHBRWERS & BE 3
HEALITR D SN o7, LD ->T, =X ha X AR
HEEE L CiE, BB R G L D FEORBIDN R SN2 0 -
72 1000 mg/kg #EHEREL L, K 3 T L7Z 300, 1008
L V30 mg/kg #ENE R EHERE., FIEHERS X OEH
AL L, RO E BTG53 DM REER KOV Ethynyl
Estradiol 0.2 pg/kg ZF FHGT HB5MEXTRREA N Z 7251 6
AT T,

Pl A b AERBEEE S LCiX, 1000, 300, 100 38 L
30 mg/kg DHERWE (K2 TH5) 121 % T Ethynyl Estradiol
0.6 pg/kg (2 THH) Z[RIRFICH 592 4 BEZRE L, SR (K2
TH5) I Z T Ethynyl Estradiol 0.6 ug/kg(Fz F#5) % [A]
R\ 3 5.4 2 fa el FREE (BE ) 2N 2 723 b BE &2 a% 1T 7=,
FRBREE DRERR

Ethynyl Estradiol BRI

Bh5E V=35 B b =354 B (B )

AR AL (ng/kg)  (ug/mL) (mg/kg)  (mg/mL) i3

<R ha o ANERBHEE

Re P st R R - - 0 0 6 (151~156)

IBaER=vies - - 30 6 6 (251~256)

FRE = - - 100 20 6 (351~356)

i i - - 300 60 6 (451~456)

= AR - - 1000 200 6 (551~556)

R P Sk HE 0.2 0.4 - - 6 (651~656)

Prm A b ua s o AER B R

EE &£ * 0.6 1.2 0 0 6 (161~166)

1K &+EE BE 0.6 1.2 30 6 6 (261~266)

HR R & +EE A 0.6 1.2 100 20 6 (361~366)

o & ] E+EE B 0.6 1.2 300 60 6 (461~466)

5 &+EE R 0.6 1.2 1000 200 6 (561~566)

1 BASKG A 7 ME R T &5 LT,
%2 : Ethynyl Estradiol (EE) Z & F# 5 L 7=,

_10_
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*3 1 AARIKFH AV TME K T 5%, Ethynyl Estradiol (EE) /% F#& 5 L7-,
%4 WEBRMVE e 5k & T 5%, Ethynyl Estradiol (EE) & F# 5 L 7=,
2) &5

O HHRWE I K OB

55k X OB 5%
B OME 10% =& /) — /)L Cil#%, 256X5/8 OyESt
OO EREE AV TR FRE Lz,

£ SA b~ c1HE1EL 7 HREEGHR S LT,

P07k, B BRI & O G-Ik o038 i FE
RBRIETA RTA v 2BEL LT,

5 : 13 : 00~14 : 30,
ERSER ANy 5 ml/kg & L7z, BMEKOEGIKEITHRS A OEEREIZHESNT
BHH L.

@ kIR
Be 50715 KO 58
TR b7 AR R
D WHEE R O E 10% =4 ) — /L TiHE%R, v~ 7av )y
VEMRNTER TG LT,
Pl A ka7 R AR HEE
s RS D WITHRBR I E & L TG LTk, EE R R oM %
0%T% ) —/LTHEL, ~1 278 V2 HWTE RS
L7,
51 c1HE 1R, 7 HREER G LT,
Be b7k, BehARIEES L UM G- RI%k oD 8 E B
RBRIETA FoA ) 255 L LT,

B 5 : 13 :30~15 : 00,
ThEE 0.5 nl/kg & L7, BMEEOEGHEIIHE A OEEICHES
WTHEH LT,

(MNBg, WERLUCHmAER

UFOEBIZOWTER Lz, &5ARTHRGRAGAZRE 1 RS LTRR L,
1) —ieikneslee

B3 : A

EIE B 1 ENOEREG T HOBHOHKRA T,

BEEE RO Bh5% (FtR) oFt20E, 72720, HIRBAIET
ARz 1 El,

_11_



SRO9134

Bk E 2 OB OAFE, SMEL ATEVEICOWTHEIZE LT,

2) ENE

1% : 2

HIE H 51 HPABHEE T HETOEHOERERIZ L IZHIRHE OF
AT HE LT,

WIE J7 1k PR EMRFEEZHANTHIEL, 0.1 ¢ AL TRIE LT,

3) Hfk

Bl : 2

A iy 4 L B AR D 22~25 BRI #%1C FEHE L 7=,

A7k AR EBIE L, = — T VMEE F OIS K D RS, &

B OZE -2 RIRMCBIZR L=, FEIZOW CIREARERK
BN CROEVZRE LT, TFEBIOEE 10% FiEdE
A<V ARIZEE - RATF LT,

4) a'E HEEE

Bil%k :
A AR L B
HIE Tk cEFAEMREEZANTFEEESL 0.1 ng BAZTHIE L7,

FEEEIIFENEE S AT EE (vet weight) B IO FEHEED
—I¥BALIBH L CHFEWNIRZBRWZEE (blotted weight) IZ-DW

THE L7z,
P R DR AT ORI ERE TR H L,
WA R (10°%) = R E R me) o

HIRARE (2)
5) JrELRLAR RO MR A

Pl 2 e S A RO E HE IR ERE LB L 2B ErRBo bhi
7=, i A b S AEABRHEEIC O W T 2floFE A, ST XL T 7 ¢
VEBEUIL, A RV v s U OEAR R L CTEIR LT,

BB, A Pa S UERBRHEEIC OV TR, BRWE RS L B LB B S
MR o T T2 O B PO A XS L e o e

6. #ETFMAHE
KEB L OSWEEREOMBIC OV COEYER LU HERAELZ R L, Bartlett ORME
HEEATO, SWIEE N L2, S50 (p>0. 05) DA — LRl 0 1k T 15 CREsT
L. R4S (p=0.05) DA 1T Kruskal-Wallis O EE T L=, — cBLE S8
MrofsR, AEENAZLNTZEA (p=0.10) 1% Dunnett DREEZ AWV TR RIS 5

_12_
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WM EE BE & O A 1T 572, Kruskal-Wallis JEDfETOFER, HEENALNIZHE
=0. 10) [T Mann-Whitney 0> U-HR7ETE & O ERPERIIREE D 5 VT EE B & O 21T > 72,
Pl A s a P AERABRHEEO 75 8B L OEORBEMEBR PN LO 95 1 BfED 7 L —
RAFRD LT RIZOW TR, ZiEL I A Z/-IREEAITV, TORRER, AEENRED
LN HEITIT 2 5B A S RMRE CEEREE O AT o7, 72720, 25k 1 3k
BUEICAE A DY &I Fisher OEHEMERRELEZ Wz, 2 BEU LD 7 L— F3iR
D HNTZFTRIT DWW TIE, Kruskal-Wallis JE TR L. AEERAZLNSE (p=0.10)
I% Mann—-Whitney O U-F7E ¥ % AV T BE BE & DI AT o 7.

Rtk BRRE 8 2 M T BE B & ORI EIZ DWW T, AEAKES 5% & L=, o8, #
FHEER IR BT A FoR )51k % INDIVIDUAL DATA O BB R T,

1. —fikAE

— IR E DR & Table 1 3 X102, INDIVIDUAL DATA 1-1-1~1-2-5 (-7,
(1) =R vl AEAR R

WTNOR G THRE TR b Rh o7,

(2) Fi= A b7 AR

WTNOREGHETHRFITRO ORI o7,

2. {KH

REOMAE % Figure 1 8LV 2, Table 3 38X 004, INDIVIDUAL DATA 2-1-1~2-2-5 (Z7R
R

(1) =& kb ARHRHRE

W OEGRET b Bt BREE & I L CHERZTRD o7z,

(2) L= A b7 AF M R

30 mg/kg BETIEL, BG4, 5B LT H 72 5 ONTHIME B IZ EE #f & Hoik U CHE R IRE TR
DO, HERIFEDRNENTH Y | BEFHRERITR VD E W LT,

100 mg/kg PLEDRETIZ, AERETRD bLeh o7z,

BRI LA Table 5 3 X TV6, INDIVIDUAL DATA 3-1-1~3-2-5 TR 7,
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SRO9134

(1) =& b5 e R

30, 100 33 XUV 300 mg/kg BE T, BH AT RLIEGED HNRn-oTz,

1000 mg/kg FE I, 261 THIROIE KGR Hil,

Rtk FREE S K Ot BRI VX B AT IR0 B e o 72,

(2) PR ba R

EE BE72 5 TNT 30, 100 38 L T8 300 mg/kg BETIE, BEFTRIZRD SR -7,
1000 mg/kg FETIE, 261 THIROIE KGO B,

B

4. fEH
B Ok L OWE T EE A Table 7 38 X OV8, INDIVIDUAL DATA 4-1-1~4-2-5 |[Z/R7,
(1) =& kw5 AR R

BHRE B G-RE L BITFRMERT IR & el L TR ERZITRO b o Tz,

BE st FRAETIX, wet weight 35X (M blotted weight Oifaxtds K OFHxHE &IC A & 722 Bl
DERD BT,

(2) JL— R b AR R

100 33 X T 300 mg/kg BETIE, wet weight B X W blotted weight Diffaxtds L OFHXS E &
TEE BEL i L TAHERETRD bNRho 72 b O DRMEMAAFED b,

30 3B L1000 mg/kg HETIX, wet weight 3L N blotted weight O#fiktds X ONHX & &
A BAREAGE O vz,

P2

5. JH B SRR A

LR b AEABRERIC DV TS L 7R BAR AR P T L& Table 9, INDIVIDUAL
DATA 5-1-1~5-1-5 |27,

ABEIZ Ethynyl Bstradiol (29 2t E LT, FEAER TIIAROIEK, WIE EEZ O R
RZEfuft, B OIEKRE, TEETCE TR EEOEESAERRD B, ZhbD
FTR.ON, 1000 mg/kg BE T EH AT ONEE EROIEKIZEE BEL LT/ L— FOAER
KT, HEORKICEAGIBOAERIET. ROCICTFEHBOR - ELEOREREIZ7 L—F
DHBRIERTRBO b, £lo, FEATOHEDOERIZOWTIE, 30 mg/kg FETHIEHL
B OHE KT ARO Bz, 100 B L300 mg/kg BETIE, TEABBOTHE ORI
DONRWMINRD bz, ZOEITAEEDOHEIZED S J Ethynyl Estradiol (2x9
% OGO T &l S iz,

flLlZ, 1000 mg/kg B TIT B ATBONILDIEKFS L WD 4 FERIZ I R BLBIEL DK T
i, Flo, FEEHORFE EEOMAMIZZ L— FOK FEIBFED Hivi,
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SRO9134

5

pih

Dibenzoylmethane ¢ 30, 100, 300 5 J T8 1000 mg/kg % 1 FEIZ-D & 6 PLO>PRELAG HHEME <
DAL T HRER PG L, FEEROZI» LA bu Z AEHOAEIZ OV TRET L
7z, &BIZ, Ethynyl Estradiol Zfff#G LIZEROFHEEOLNL, HioA bri Yy
EROA I OWT B RF L7z,

FREL IS RERS T OMREICIT, =2 ba AU BRI L O X b uZ B
e & & ICHBR B 5- 12 B L 72 23R b e dh o 7z,

FIRRAT A TIX, =& b ZF AR KO 2 e Z AR EREO VT RICE
1000 mg/kg HED B THFIRDIERAGRD Haviz, T OEAUIT TR CTILRRO b o7z
B BFITHEIEL TV ZENOHBRMEDRELEZ DI, T LV bEMERBLN R
<L LO LRI,

—F. FEERICOWTE, = A ha S o AEATE R 3R B & 5 B L 722 ki
BOOLNIEo =0, Pio A ha A AEHBHEEED 30 mg/kg LA EDORET wet weight B L
blotted weight Ot L OHH B &I REMBM 378D 17z, 30 mg/kg BETIE, (KEHN
AL L TETRMETH L OO T EEEOHEITAEEZ £ 1000 mg/kg B & [F1%5
DEETH Y . 30 mg/kg FEDOEALITHEWE 5\ BhET 2 2 b L R ST,

I PR AU LTI, 30 mg/kg LA EORET = A E O 8 D IEKICFE B DA B 72K
T2 WIHE B, 1000 mg/kg #ETHEAIBONIED KIS L WD 47 Hh ERIZ I FEEL
B OIER TR, £72, FESETORTEEROAICZ L— FOBKRTHEHANRD bz, =

—

NHDOEE, Wb Ethynyl Estradiol (234 2 A RKISOMEZRT D LEZ LN
7o

ARBRTIE, FEEER L OYWEHME LR RO WFIZE N TH, 100 B8 X0 300
mg/kg #F & H#E LT 30 mg/keg #F THEEKRISOMA N LV RFRBO BNz, D LITH
LT, 30 mg/kg FEDOHBEHRITIZIZTRIIRABIZITVIRRE TH - 7228, 100 mg/kg LLEDORET
TRBORENE S o TV Z END, WBRWHE 2 ERIKIC L0 KRG Lo oD iRk igIc
EWREL, fERE L THEBRME O ENE CTomREMENE 2 bz,
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SRO9134

= T

AL T HEIRKEKR TES L, TEEEOZNL X va 7 AEHOAEIZ OV TRET L
72 S HIT,

Dibenzoylmethane @ 30, 100, 300 33 L TN 1000 mg/kg % 1 FEIZ-D = 6 VT PP G HilEME~
Ethynyl Estradiol Z{fHE5S LzBO+EEHEEOEINS, Bl A hr by

EHOBFIIZOWTHRET Lz, TO/RE., =X ha F U AEHABRERECIIgRmE &5 L B
H LB BT 6NN, fim X be 7 UAERBRERE T 30 mg/kg UL EORETH

T2 RS AR b, FEEEOK TR S 5 WA ERIET 2 b DN RELHk:
HIFT RLIZ BT 5 FEAEO R E OIERIZEIFIEL DT & 5 VIR T EE 23558 0 S, 1000

mg/kg FE TITFEAEONEDIEKR I K OO 4 P ERIZIEIC IO T, £/,
TEIHOR T EEOAIZ T L— ROK FEM 2R b,

L7203 T, AFRERSA: T Tlx, Dibenzoylmethane = X ka4 UAEMAIXREME, i X k
a7 U AERIE 30 mg/kg LA_E TR & fifam S A7z,

W

il

5

= v

/

D N T (KR O e T — 2 — |

2) HALEEWeb : JST OFBALAWEEE DB | H AL FWEREE) MR —E A,
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SR09134

EEREOEENICREERIZFLELBEDIIRERER
ABRAROGRECREE RIELE L BDhSREERII R o7,

RHORE

THROEKZRBRKRTH 10 £, kX2tt LEHRLUEFEFOBRRTFRIRET 2.

ZDERDORFIZHSDVTITRARERE L OBRIC I VIRET 5,

O HBRHEEFRIUHBRHEEELEE

@ £7F—¥ZTOMORELE

@ EMBEE

@ EA  EERE - ERk
DREEEER (RZ 7 s vEE T T v 7 B I UREER)

HEERREEOKERL D]
RBMERR : k2t LEHR MR

RBRELE
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Body weight (g)

25

15

10

1

—— Negative control (Olive oil)

— B - Dibenzoylmethane 30 mg/kg
---A--- Dibenzoylmethane 100 mg/kg
— O— Dibenzoylmethane 300 mg/kg
— O— Dibenzoylmethane 1000 mg/kg
—&— Positive control (EE 0.2 pg/kg)

EE: Ethynyl Estradiol.

Figure 1

4 5
Administration period (day)

Body weight of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Autopsy day



Body weight (g)

25

15

10

—e— EE (Olive oil + EE 0.6 pg/kg)

— B - Dibenzoylmethane 30 mg/kg + EE 0.6 pg/kg
---A--- Dibenzoylmethane 100 mg/kg + EE 0.6 pg/kg
— O— - Dibenzoylmethane 300 mg/kg + EE 0.6 pg/kg

— O— Dibenzoylmethane 1000 mg/kg + EE 0.6 pg/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 subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)
*: Significantly different from the EE (Olive oil + EE 0.6 pg/kg) group at p=0.05 (Dunnett's test).



Table 1
General appearance of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Administration period (day) Autopsy

G Findi
roup indings 7 day
Negative control (Olive oil) Number of animals examined 6 6
No abnormal findings 6 6
Dibenzoylmethane 30 mg/kg Number of animals examined 6 6
No abnormal findings 6 6
Dibenzoylmethane 100 mg/kg Number of animals examined 6 6
No abnormal findings 6 6
Dibenzoylmethane 300 mg/kg Number of animals examined 6 6
No abnormal findings 6 6
Dibenzoylmethane 1000 mg/kg Number of animals examined 6 6
No abnormal findings 6 6
Positive control (EE 0.2 pug/kg) Number of animals examined 6 6
No abnormal findings 6 6

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



Table 2
General appearance of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Administration period (day) Autopsy

Group Findings E; day
EE (Olive oil + EE 0.6 ng/kg) Number of animals examined 6 6
No abnormal findings 6 6
Dibenzoylmethane 30 mg/kg + EE 0.6 ng/kg  Number of animals examined 6 6
No abnormal findings 6 6
Dibenzoylmethane 100 mg/kg + EE 0.6 pg/kg  Number of animals examined 6 6
No abnormal findings 6 6
Dibenzoylmethane 300 mg/kg + EE 0.6 pg/kg  Number of animals examined 6 6
No abnormal findings 6 6
Dibenzoylmethane 1000 mg/kg + EE 0.6 pg/kg Number of animals examined 6 6
No abnormal findings 6 6

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



Table 3

Body weight of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Number
of Body weight (g) on administration period (day) Autopsy
Group animals 1 2 3 4 5 6 7 day
Negative control (Olive oil) 6 MEAN 18.37 18.77 19.05 19.17 19.55 19.78 20.02 19.98
S.D. 0.58 0.67 0.73 0.63 0.57 0.55 0.48 0.53
Dibenzoylmethane 30 mg/kg 6 MEAN 18.30 18.67 18.80 19.53 19.47 19.73 19.83 19.97
S.D. 0.40 0.58 0.50 0.58 0.67 0.82 0.90 0.93
Dibenzoylmethane 100 mg/kg 6 MEAN 18.32 18.95 19.02 19.05 19.68 19.97 20.02 20.13
S.D. 0.72 0.96 0.73 0.71 0.92 0.97 1.05 1.03
Dibenzoylmethane 300 mg/kg 6 MEAN 18.30 19.02 19.27 19.58 19.65 19.85 20.00 19.85
S.D. 0.64 0.88 0.88 0.92 0.98 0.89 0.93 0.87
Dibenzoylmethane 1000 mg/kg 6 MEAN 18.67 19.15 18.95 19.68 20.05 20.37 20.42 20.75
S.D. 0.69 0.82 1.02 0.93 0.93 0.85 0.77 0.80
Positive control (EE 0.2 pg/kg) 6 MEAN 18.43 18.82 18.75 19.25 19.25 19.23 19.27 18.90
S.D. 0.83 0.96 1.10 1.10 1.13 1.23 1.19 1.24

EE: Ethynyl Estradiol.



Table 4

Body weight of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Number
of Body weight (g) on administration period (day) Autopsy
Group animals 1 2 3 4 5 6 7 day
EE (Olive oil + EE 0.6 ug/kg) 6 MEAN 18.33 19.28 19.45 20.15 20.25 19.95 20.17 19.95
S.D. 0.65 0.71 0.74 0.74 0.75 0.89 0.87 1.07
Dibenzoylmethane 30 mg/kg + EE 0.6 pg/kg 6 MEAN 18.27 18.70 18.35 18.93 * 19.12 * 18.97 19.07 * 18.83 *
S.D. 0.48 0.49 0.64 0.62 0.74 0.65 0.48 0.55
Dibenzoylmethane 100 mg/kg + EE 0.6 pg/kg 6 MEAN 18.35 18.98 18.98 19.22 19.40 19.82 19.90 19.92
S.D. 0.87 0.86 0.71 0.74 0.67 0.70 0.57 0.61
Dibenzoylmethane 300 mg/kg + EE 0.6 pg/kg 6 MEAN 18.35 19.05 19.03 19.53 19.98 20.15 20.23 19.95
S.D. 0.59 0.46 0.57 0.55 0.67 0.73 0.64 0.54
Dibenzoylmethane 1000 mg/kg + EE 0.6 pg/kg 6 MEAN 18.68 19.38 18.97 19.67 20.07 20.30 20.52 20.33
S.D. 0.70 0.66 0.62 0.74 0.69 0.83 0.79 0.72

EE: Ethynyl Estradiol.

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



Table 5

Autopsy findings of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Negative Positive
control Dibenzoylmethane control
Item 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
Organ : Findings
Liver : Hypertrophy 0 0 0 0 6 0

Values are number of animals with findings.

EE: Ethynyl Estradiol.



Table 6
Autopsy findings of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Dibenzoylmethane
EE (Olive oil 30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Item Group  +EE 0.6 ug/kg) +EE 0.6 ug’lkg +EEO0.6 ug’lkg +EE0.6 ug’kg  + EE 0.6 ug/kg
Number of animals examined 6 6 6 6 6
Organ : Findings
Liver : Hypertrophy 0 0 0 0 6

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



Table 7
Absolute and relative organ weights of ovariectomized female mice for detection of estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight)
Group animals g mg 10739 mg 10739
Negative control (Olive oil) 6 MEAN 19.98 13.23 66.483 11.07 55.575
S.D. 0.53 2.36 13.507 1.73 10.050
Dibenzoylmethane 30 mg/kg 6 MEAN 19.97 13.12 65.707 10.83 54.287
S.D. 0.93 1.60 7.496 1.50 7.367
Dibenzoylmethane 100 mg/kg 6 MEAN 20.13 12.63 62.775 10.57 52.600
S.D. 1.03 1.11 5.048 1.00 5.736
Dibenzoylmethane 300 mg/kg 6 MEAN 19.85 13.12 66.103 11.10 55.965
S.D. 0.87 1.45 6.960 1.24 6.269
Dibenzoylmethane 1000 mg/kg 6 MEAN 20.75 12.92 62.320 11.08 53.475
S.D. 0.80 1.73 8.617 1.18 6.040
Positive control (EE 0.2 pg/kg) 6 MEAN 18.90 25.48 ** 134.985 ++ 22.48 ++ 119.003 ++
S.D. 1.24 3.82 20.103 4.19 21.571

EE: Ethynyl Estradiol.
*%: 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=0.01 (Mann-Whitney's U-test).



Table 8
Absolute and relative organ weights of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Number Body
of weight Uterus (wet weight) Uterus (blotted weight)
Group animals g mg 10739 mg 10739
EE (Olive oil + EE 0.6 ug/kg) 6 MEAN 19.95 92.57 464.212 73.28 367.188
S.D. 1.07 19.83 99.068 8.05 34.489
Dibenzoylmethane 30 mg/kg + EE 0.6 ng/kg 6 MEAN 18.83 * 53.20 ** 281.765 ** 46.87 ** 248.228 **
S.D. 0.55 12.40 61.170 10.25 50.148
Dibenzoylmethane 100 mg/kg + EE 0.6 pg/kg 6 MEAN 19.92 77.38 389.198 66.93 336.450
S.D. 0.61 11.88 63.882 9.89 51.875
Dibenzoylmethane 300 mg/kg + EE 0.6 pg/kg 6 MEAN 19.95 73.95 371.067 63.33 317.698
S.D. 0.54 8.23 43.747 9.00 45.962
Dibenzoylmethane 1000 mg/kg + EE 0.6 pg/kg 6 MEAN 20.33 53.57 ** 262.877 ** 48.13 ** 236.105 **
S.D. 0.72 13.05 59.248 12.54 56.913

EE: Ethynyl Estradiol.
*: Significantly different from the EE (Olive oil + EE 0.6 ug/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).



Table 9

Histopathological findings of ovariectomized female mice for detection of anti-estrogenic activity in subcutaneous uterotrophic bioassay of Dibenzoylmethane (SR09134)

Item Group

EE (Olive oil
+EE 0.6 pg/kg) + EE 0.6 pg/kg

Dibenzoylmethane
30 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
+EE 0.6 pg’kg  + EE 0.6 ug’lkg + EE 0.6 pg/kg

Number of animals examined

Organ: Findings

Uterine horn: Hypertrophy, endometrium
Hypertrophy, endometrial epithelium
Vacuolation, endometrial epithelium
Mitosis, endometrial epithelium
Vacuolation, glandular epithelium

Cellular infiltration, neutrophil, endometrium
Hypertrophy, myometrium

Uterine cervix: Thickening, squamous epithelium

Keratinization, squamous epithelium

Vagina: Thickening, squamous epithelium

Keratinization, squamous epithelium

Grade

++

++

++

++

++
+++

++
+++
+++

— L N N O OO NN

AN AN W = W N =

S N AN —= O N =

AN N = W= NN W

S L N A~ B = AW WD

AN NN W N NN

S A NN O N N WL

AN N W= RO =

S = N AN = BN B O DN

AN N O O O b

++

Values are number of animals with findings.
Grade; +: slight, ++: moderate, +++: severe change.

[ ]+, [ ]++ : Significantly different from the EE (Olive oil + EE 0.6 pg/kg) group at p=0.05, 0.01 (Mann-Whitney's U-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

1 : Significant difference, p=0.10
* . Significant difference, p=0.05

**  Significant difference, p=0.01

t': Values for Dunnett's test
U : Values for Mann-Whitney’s U-test

* . Significant difference, p=0.05

** . Significant difference, p=0.01

X?: Values for chi-square test
p : Values for Fisher's exact probability test

* . Significant difference, p=0.05

**  Significant difference, p=0.01



INDIVIDUAL DATA 1-1-1

STUDY NO. SR09134  TITLE : Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

General appearance  ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 100 mg/kg + EE 0.6 ng/kg

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

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-4

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 300 mg/kg + EE 0.6 ng/kg

Animal Administration period (day) Autopsy
No. 1-7 day
461 N N
462 N N
463 N N
464 N N
465 N N
466 N N

EE: Ethynyl Estradiol.
N: No abnormal findings.



INDIVIDUAL DATA 1-2-5

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6]JImsSlc
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Body weight

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
151 17.3 17.6 17.6 18.2 18.5 18.8 19.1 19.0
152 18.1 18.4 19.3 18.9 19.6 20.0 20.4 20.1
153 18.6 18.9 19.2 19.5 19.8 19.9 20.0 20.0
154 18.6 19.1 19.4 19.1 19.4 19.6 20.0 20.2
155 18.8 19.2 19.6 20.1 20.1 20.4 20.4 20.6
156 18.8 19.4 19.2 19.2 19.9 20.0 20.2 20.0

N 6 6 6 6 6 6 6 6

MEAN 18.37 18.77 19.05 19.17 19.55 19.78 20.02 19.98
S.D. 0.58 0.67 0.73 0.63 0.57 0.55 0.48 0.53
S.E. 0.24 0.27 0.30 0.26 0.23 0.22 0.20 0.22
M/C 2.5341 1.8454 3.4268 2.8851 2.7767 2.9976 3.7972 3.3608

F 0.2787 0.2793 0.2895 0.5676 0.5400 0.9837 1.0121 2.5041



INDIVIDUAL DATA 2-1-2

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Body weight

ANIMAL : Mouse, C57BL/6JImsSlc

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 30 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
251 18.0 17.8 18.4 18.9 19.1 19.4 19.0 19.3
252 17.9 18.3 18.3 19.2 18.8 18.8 18.9 19.0
253 18.2 18.7 18.7 19.5 19.3 19.9 20.0 20.0
254 18.2 18.8 18.8 19.5 19.7 19.8 20.3 20.3
255 18.5 18.9 18.9 19.5 19.2 19.3 19.5 19.6
256 19.0 19.5 19.7 20.6 20.7 21.2 21.3 21.6

N 6 6 6 6 6 6 6 6

MEAN 18.30 18.67 18.80 19.53 19.47 19.73 19.83 19.97
S.D. 0.40 0.58 0.50 0.58 0.67 0.82 0.90 0.93
S.E. 0.16 0.23 0.20 0.23 0.27 0.33 0.37 0.38

tl

0.0312



INDIVIDUAL DATA 2-1-3

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Body weight

ANIMAL : Mouse, C57BL/6JImsSlc

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 100 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
351 17.7 18.1 18.3 18.4 18.9 19.4 19.5 19.6
352 18.3 18.7 19.0 19.2 19.3 19.6 19.7 19.7
353 17.5 17.8 18.1 18.1 18.7 18.6 18.5 18.7
354 18.1 19.0 19.1 19.0 19.6 20.1 20.0 20.2
355 18.9 20.2 19.6 19.6 20.9 21.1 21.3 21.5
356 19.4 19.9 20.0 20.0 20.7 21.0 21.1 21.1

N 6 6 6 6 6 6 6 6

MEAN 18.32 18.95 19.02 19.05 19.68 19.97 20.02 20.13
S.D. 0.72 0.96 0.73 0.71 0.92 0.97 1.05 1.03
S.E. 0.29 0.39 0.30 0.29 0.38 0.40 0.43 0.42

tl

0.2809



INDIVIDUAL DATA 2-1-4

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Body weight

ANIMAL : Mouse, C57BL/6JImsSlc

SEX : Ovariectomized female

GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 300 mg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
451 17.5 18.1 18.6 18.9 19.0 19.4 19.4 19.8
452 18.0 18.8 18.9 19.1 19.2 19.3 19.4 19.2
453 17.8 18.1 18.2 18.4 18.3 18.6 18.8 18.5
454 18.5 19.2 19.5 20.2 20.4 20.6 20.9 20.5
455 18.9 19.5 19.8 20.1 20.1 20.3 20.4 20.3
456 19.1 20.4 20.6 20.8 20.9 20.9 21.1 20.8

N 6 6 6 6 6 6 6 6

MEAN 18.30 19.02 19.27 19.58 19.65 19.85 20.00 19.85
S.D. 0.64 0.88 0.88 0.92 0.98 0.89 0.93 0.87
S.E. 0.26 0.36 0.36 0.38 0.40 0.36 0.38 0.35

tl

0.2497



INDIVIDUAL DATA 2-1-5

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Body weight

ANIMAL : Mouse, C57BL/6JImsSlc

SEX : Ovariectomized female

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

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
551 17.3 17.6 17.2 18.1 18.2 18.7 19.0 19.3
552 18.7 19.0 18.4 19.1 20.1 20.3 20.3 20.7
553 19.1 19.6 20.0 20.5 20.3 20.6 20.3 21.5
554 19.0 19.7 19.4 20.1 20.4 21.0 20.9 21.4
555 18.8 19.2 19.0 19.8 20.6 20.7 21.0 21.0
556 19.1 19.8 19.7 20.5 20.7 20.9 21.0 20.6

N 6 6 6 6 6 6 6 6

MEAN 18.67 19.15 18.95 19.68 20.05 20.37 20.42 20.75
S.D. 0.69 0.82 1.02 0.93 0.93 0.85 0.77 0.80
S.E. 0.28 0.33 0.42 0.38 0.38 0.35 0.31 0.33

tl

1.4357



INDIVIDUAL DATA 2-1-6

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JImsSlc
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 18.0 18.3 18.2 18.5 18.3 18.2 18.3 17.9
652 18.0 18.5 18.3 18.9 18.7 18.8 18.8 18.2
653 18.0 18.1 17.8 18.2 18.3 18.4 18.3 18.0
654 18.1 18.4 18.7 19.2 19.4 19.1 19.3 18.9
655 18.4 18.9 18.6 19.4 19.5 19.3 19.4 19.2
656 20.1 20.7 20.9 21.3 21.3 21.6 21.5 21.2

N 6 6 6 6 6 6 6 6

MEAN 18.43 18.82 18.75 19.25 19.25 19.23 19.27 18.90
S.D. 0.83 0.96 1.10 1.10 1.13 1.23 1.19 1.24
S.E. 0.34 0.39 0.45 0.45 0.46 0.50 0.49 0.51

t 2.0287

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-1

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Body weight

ANIMAL : Mouse, C57BL/6JImsSlc

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 17.8 18.5 18.6 19.3 19.6 19.2 19.4 19.2
162 17.9 19.0 19.5 20.2 20.2 19.6 19.7 19.3
163 18.1 19.0 19.5 20.5 20.7 20.3 20.6 20.2
164 18.3 19.2 19.1 19.8 19.5 19.5 19.5 19.3
165 18.3 19.4 19.2 19.7 20.0 19.5 20.1 19.7
166 19.6 20.6 20.8 21.4 21.5 21.6 21.7 22.0
N 6 6 6 6 6 6 6 6

MEAN 18.33 19.28 19.45 20.15 20.25 19.95 20.17 19.95
S.D. 0.65 0.71 0.74 0.74 0.75 0.89 0.87 1.07
S.E. 0.27 0.29 0.30 0.30 0.31 0.36 0.36 0.44
M/C 1.7895 24417 0.4117 0.6428 0.1012 0.5894 2.1671 3.3684

F 0.3583 1.0169 2.1413 2.7419 ¥ 2.7991 * 2.7871 * 3.9250 * 3.6443 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-2

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JImsSlc

Body weight

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 30 mg/kg + EE 0.6 ng/kg

SEX : Ovariectomized female

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
261 17.6 18.1 17.5 18.1 18.3 18.2 18.4 18.1
262 18.0 18.8 18.7 19.0 18.8 18.9 19.1 18.8
263 18.0 18.5 18.0 18.6 18.8 18.6 18.9 18.4
264 18.6 19.2 19.3 19.9 20.3 19.9 19.5 19.6
265 18.5 18.3 18.0 18.7 18.8 18.6 18.8 18.8
266 18.9 19.3 18.6 19.3 19.7 19.6 19.7 19.3
N 6 6 6 6 6 6 6 6

MEAN 18.27 18.70 18.35 18.93 19.12 18.97 19.07 18.83
S.D. 0.48 0.49 0.64 0.62 0.74 0.65 0.48 0.55
S.E. 0.20 0.20 0.26 0.25 0.30 0.27 0.19 0.23
t 3.0853 * 2.7845 * 2.2309 2.7817 * 2.6673 *

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-3

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JImsSlc

Body weight

SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 100 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 17.1 18.0 18.1 18.5 18.7 19.0 19.2 19.4
362 18.0 18.7 18.9 19.5 19.5 19.8 20.0 19.9
363 18.0 18.3 18.2 18.2 18.6 19.0 19.2 19.1
364 18.7 19.2 19.4 19.6 19.7 20.3 20.2 20.3
365 18.6 19.3 19.5 19.3 19.5 20.1 20.3 20.0
366 19.7 20.4 19.8 20.2 20.4 20.7 20.5 20.8

N 6 6 6 6 6 6 6 6

MEAN 18.35 18.98 18.98 19.22 19.40 19.82 19.90 19.92
S.D. 0.87 0.86 0.71 0.74 0.67 0.70 0.57 0.61
S.E. 0.36 0.35 0.29 0.30 0.27 0.28 0.23 0.25

t 2.3668 2.0883 0.3025 0.6743 0.0796

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-4

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JImsSlc

Body weight

SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 300 mg/kg + EE 0.6 ng/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
461 17.8 18.7 18.4 19.0 19.2 19.6 19.7 19.9
462 17.8 18.5 18.6 19.0 19.4 19.3 19.6 19.5
463 18.3 19.3 19.2 19.9 20.2 20.3 20.8 20.2
464 18.4 19.1 19.4 19.3 20.1 20.3 20.2 19.7
465 18.4 18.9 18.7 19.6 19.9 20.0 19.9 19.5
466 19.4 19.8 19.9 20.4 21.1 21.4 21.2 20.9

N 6 6 6 6 6 6 6 6

MEAN 18.35 19.05 19.03 19.53 19.98 20.15 20.23 19.95
S.D. 0.59 0.46 0.57 0.55 0.67 0.73 0.64 0.54
S.E. 0.24 0.19 0.23 0.22 0.27 0.30 0.26 0.22

t 1.5638 0.6552 0.4537 0.1686 0.0000

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 2-2-5

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
ANIMAL : Mouse, C57BL/6JImsSlc

Body weight

SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 1000 mg/kg + EE 0.6 pg/kg

Animal Body weight (g) on administration period (day) Autopsy
No. 1 2 3 4 5 6 7 day
561 17.8 18.8 18.7 19.1 19.3 19.5 19.9 19.7
562 18.0 18.6 18.1 19.0 19.4 19.5 19.7 19.6
563 18.7 19.4 19.1 19.9 20.2 20.3 20.4 20.3
564 18.7 19.2 18.9 19.0 19.8 20.0 20.2 20.0
565 19.4 20.2 20.0 20.7 21.0 21.6 21.8 21.3
566 19.5 20.1 19.0 20.3 20.7 20.9 21.1 21.1

N 6 6 6 6 6 6 6 6

MEAN 18.68 19.38 18.97 19.67 20.07 20.30 20.52 20.33
S.D. 0.70 0.66 0.62 0.74 0.69 0.83 0.79 0.72
S.E. 0.28 0.27 0.25 0.30 0.28 0.34 0.32 0.29

t 1.2256 0.4504 0.7940 0.8851 0.9156

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-1-1

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Negative control (Olive oil)

Ar;;?al 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 30 mg/kg

Ar;;?al 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 100 mg/kg

Ar;;?al 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)
Autopsy findings ANIMAL : Mouse, C57BL/6JJmsSlc ~ SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 300 mg/kg

Ar;;?al 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Autopsy findings

ANIMAL : Mouse, C57BL/6JImsSlc

SEX : Ovariectomized female

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

Ar;;?al Findings
551 Liver : Hypertrophy
552 Liver : Hypertrophy
553 Liver : Hypertrophy
554 Liver : Hypertrophy
555 Liver : Hypertrophy
556 Liver : Hypertrophy




INDIVIDUAL DATA 3-1-6
STUDY NO. SR09134  TITLE : Dibenzoylmethane 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
652
653
654
655
656

No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-1
STUDY NO. SR09134  TITLE : Dibenzoylmethane 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
162
163
164
165
166

No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings
No abnormal findings

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 3-2-2

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 30 mg/kg + EE 0.6 pg/kg

Ar;;?al 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 100 mg/kg + EE 0.6 ng/kg

Ar;;?al 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 300 mg/kg + EE 0.6 ng/kg

Ar;;?al 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. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

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

Ar;;?al Findings
561 Liver : Hypertrophy
562 Liver : Hypertrophy
563 Liver : Hypertrophy
564 Liver : Hypertrophy
565 Liver : Hypertrophy
566 Liver : Hypertrophy

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-1-1

STUDY NO. SR09134  TITLE : Dibenzoylmethane 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)
No. g mg 10°% mg 107%
151 19.0 16.8 88.42 13.6 71.58
152 20.1 12.8 63.68 10.8 53.73
153 20.0 12.5 62.50 11.0 55.00
154 20.2 15.0 74.26 12.3 60.89
155 20.6 10.0 48.54 8.6 41.75
156 20.0 12.3 61.50 10.1 50.50
N 6 6 6 6 6

MEAN 19.98 13.23 66.483 11.07 55.575
S.D. 0.53 2.36 13.507 1.73 10.050
S.E. 0.22 0.96 5.514 0.71 4.103
M/C 3.3608 9.6331 12.1831 * 15.8396 ** 15.2543 **
F 2.5041 ¥ 32.1775 **

H 16.2372 ** 15.8053 ** 15.7477 **



INDIVIDUAL DATA 4-1-2

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 30 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 107%
251 19.3 13.4 69.43 114 59.07
252 19.0 13.2 69.47 10.3 54.21
253 20.0 10.2 51.00 8.1 40.50
254 20.3 13.1 64.53 11.0 54.19
255 19.6 13.7 69.90 12.1 61.73
256 21.6 15.1 69.91 12.1 56.02
N 6 6 6 6 6
MEAN 19.97 13.12 65.707 10.83 54.287
S.D. 0.93 1.60 7.496 1.50 7.367
S.E. 0.38 0.65 3.060 0.61 3.008
t' 0.0312 0.0918

U 15.0000 17.5000 17.0000



INDIVIDUAL DATA 4-1-3

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 100 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 10°%
351 19.6 10.7 54.59 8.9 4541
352 19.7 13.3 67.51 10.7 54.31
353 18.7 12.0 64.17 11.0 58.82
354 20.2 13.7 67.82 11.8 58.42
355 21.5 12.8 59.53 10.0 46.51
356 21.1 13.3 63.03 11.0 52.13
N 6 6 6 6 6
MEAN 20.13 12.63 62.775 10.57 52.600
S.D. 1.03 1.11 5.048 1.00 5.736
S.E. 0.42 0.45 2.061 0.41 2.342
t 0.2809 0.4720

U 17.0000 15.0000 15.0000



INDIVIDUAL DATA 4-1-4

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 300 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 10°%
451 19.8 10.4 52.53 8.7 43.94
452 19.2 13.1 68.23 11.4 59.38
453 18.5 13.0 70.27 11.1 60.00
454 20.5 14.1 68.78 11.7 57.07
455 20.3 14.5 71.43 12.3 60.59
456 20.8 13.6 65.38 11.4 54.81
N 6 6 6 6 6
MEAN 19.85 13.12 66.103 11.10 55.965
S.D. 0.87 1.45 6.960 1.24 6.269
S.E. 0.35 0.59 2.841 0.51 2.559
t 0.2497 0.0918

U 15.0000 14.5000 16.0000



INDIVIDUAL DATA 4-1-5

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Dibenzoylmethane 1000 mg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 10°%
551 19.3 13.9 72.02 11.7 60.62
552 20.7 10.1 48.79 8.9 43.00
553 21.5 13.4 62.33 11.7 54.42
554 214 15.2 71.03 12.2 57.01
555 21.0 12.2 58.10 10.7 50.95
556 20.6 12.7 61.65 11.3 54.85
N 6 6 6 6 6
MEAN 20.75 12.92 62.320 11.08 53.475
S.D. 0.80 1.73 8.617 1.18 6.040
S.E. 0.33 0.70 3.518 0.48 2.466
t 1.4357 0.2491

U 14.0000 17.0000 17.0000



INDIVIDUAL DATA 4-1-6

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of estrogenic activity ; Positive control (EE 0.2 pg/kg)

Body
Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 107%
651 17.9 24.0 134.08 22.0 122.91
652 18.2 21.3 117.03 16.9 92.86
653 18.0 31.1 172.78 28.0 155.56
654 18.9 23.9 126.46 20.4 107.94
655 19.2 23.3 121.35 20.8 108.33
656 21.2 29.3 138.21 26.8 126.42
N 6 6 6 6 6
MEAN 18.90 25.48 134.985 2248 119.003
S.D. 1.24 3.82 20.103 4.19 21.571
S.E. 0.51 1.56 8.207 1.71 8.806
t' 2.0287 9.6358 **
U 0.0000 ** 0.0000 ** 0.0000 **

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-1

STUDY NO. SR09134  TITLE : Dibenzoylmethane 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 pug/kg)

Body
Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 107%
161 19.2 66.0 343.75 58.5 304.69
162 19.3 84.2 436.27 70.8 366.84
163 20.2 119.9 593.56 81.1 401.49
164 19.3 111.3 576.68 75.7 392.23
165 19.7 83.1 421.83 74.8 379.70
166 22.0 90.9 413.18 78.8 358.18
N 6 6 6 6 6
MEAN 19.95 92.57 464.212 73.28 367.188
S.D. 1.07 19.83 99.068 8.05 34.489
S.E. 0.44 8.10 40.444 3.29 14.080
M/C 3.3684 3.6837 3.3752 1.0335 1.2127
F 3.6443 * 9.1647 ** 8.8454 ** 8.1306 ** 8.2443 **

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-2

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 30 mg/kg + EE 0.6 pg/kg

Body
Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 10°%
261 18.1 49.1 271.27 42.0 232.04
262 18.8 66.3 352.66 57.2 304.26
263 18.4 37.0 201.09 334 181.52
264 19.6 69.7 355.61 60.5 308.67
265 18.8 49.7 264.36 46.5 247.34
266 19.3 47.4 245.60 41.6 215.54
N 6 6 6 6 6
MEAN 18.83 53.20 281.765 46.87 248.228
S.D. 0.55 12.40 61.170 10.25 50.148
S.E. 0.23 5.06 24.972 4.19 20.473
t 2.6673 * 5.0103 ** 4.6531 ** 4.5484 ** 42509 **

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-3

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 100 mg/kg + EE 0.6 ng/kg

Body

Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 10°%
361 19.4 96.3 496.39 80.6 415.46
362 19.9 68.5 344.22 57.3 287.94
363 19.1 71.1 372.25 60.6 317.28
364 20.3 88.2 434.48 78.1 384.73
365 20.0 71.8 359.00 64.1 320.50
366 20.8 68.4 328.85 60.9 292.79
N 6 6 6 6 6
MEAN 19.92 77.38 389.198 66.93 336.450
S.D. 0.61 11.88 63.882 9.89 51.875
S.E. 0.25 4.85 26.080 4.04 21.178
t 0.0796 1.9324 1.9131 1.0933 1.0984

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-4

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 300 mg/kg + EE 0.6 ng/kg

Body

Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 10°%
461 19.9 68.0 341.71 58.5 293.97
462 19.5 72.5 371.79 55.6 285.13
463 20.2 84.4 417.82 76.2 377.23
464 19.7 84.0 426.40 73.0 370.56
465 19.5 69.0 353.85 60.9 312.31
466 20.9 65.8 314.83 55.8 266.99
N 6 6 6 6 6
MEAN 19.95 73.95 371.067 63.33 317.698
S.D. 0.54 8.23 43.747 9.00 45.962
S.E. 0.22 3.36 17.860 3.67 18.764
t 0.0000 2.3694 2.3755 1.7132 1.7685

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 4-2-5

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

Absolute and relative organ weights ANIMAL : Mouse, C57BL/6JJmsSlc  SEX : Ovariectomized female
GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 1000 mg/kg + EE 0.6 pg/kg

Body

Animal weight Uterus (wet weight) Uterus (blotted weight)
No. g mg 10°% mg 107%
561 19.7 56.8 288.32 50.6 256.85
562 19.6 41.2 210.20 35.7 182.14
563 20.3 50.2 247.29 43.7 215.27
564 20.0 48.6 243.00 44.7 223.50
565 21.3 46.5 218.31 423 198.59
566 21.1 78.1 370.14 71.8 340.28
N 6 6 6 6 6

MEAN 20.33 53.57 262.877 48.13 236.105
S.D. 0.72 13.05 59.248 12.54 56.913
S.E. 0.29 5.33 24.188 5.12 23.235
t' 0.9156 49636 ** 5.1348 ** 4.3303 ** 4.6842 **

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-1-1

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

Animal No. 161 162 163 164 165 166
Organ: Findings

Right uterine horn: Hypertrophy, endometrium + + + + + +

Hypertrophy, endometrial epithelium + ++ ++ ++ + +

Vacuolation, endometrial epithelium + + + + + +

Mitosis, endometrial epithelium + + + + + +

Vacuolation, glandular epithelium + + - + + +

Cellular infiltration, neutrophil, endometrium + + + + + +

Hypertrophy, myometrium + ++ + + + +

Left uterine horn: Hypertrophy, endometrium + + + + + +
Hypertrophy, endometrial epithelium + ++ ++ ++ + ++

Vacuolation, endometrial epithelium + + + + + +

Mitosis, endometrial epithelium + + + + + +

Vacuolation, glandular epithelium + - + - - -

Cellular infiltration, neutrophil, endometrium + + + + + +

Hypertrophy, myometrium + ++ + + + +
Uterine cervix: Thickening, squamous epithelium ++ + ++ et ++ bt
Keratinization, squamous epithelium + - ++ ++ - ++
Vagina: Thickening, squamous epithelium +++ +++ +++ +++ +++ +++
Keratinization, squamous epithelium +++ +++ +++ +++ ++ +4+

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-1-2

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

Animal No. 261 262 263 264 265 266
Organ: Findings
Right uterine horn: Hypertrophy, endometrium + + - + + +
Hypertrophy, endometrial epithelium + + + ++ + +
Vacuolation, endometrial epithelium + + + + + +
Mitosis, endometrial epithelium + + + + + +
Vacuolation, glandular epithelium + + + + + +
Cellular infiltration, neutrophil, endometrium - + - + - +
Hypertrophy, myometrium + - - + - -
Left uterine horn: Hypertrophy, endometrium + + - + + +
Hypertrophy, endometrial epithelium + + + ++ + +
Vacuolation, endometrial epithelium + + + + + +
Mitosis, endometrial epithelium + + ++ - + +
Vacuolation, glandular epithelium + + + + + +
Cellular infiltration, neutrophil, endometrium + + - + + -
Hypertrophy, myometrium + - - + - -
Uterine cervix: Thickening, squamous epithelium + + + +++ ++ ++
Keratinization, squamous epithelium - - + ++ + +
Vagina: Thickening, squamous epithelium +++ +++ +++ +++ +++ +++
Keratinization, squamous epithelium +++ +++ +++ +++ ++ +4+

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-1-3

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

Animal No. 361 362 363 364 365 366
Organ: Findings
Right uterine horn: Hypertrophy, endometrium + + + + + +
Hypertrophy, endometrial epithelium ++ + ++ ++ + +
Vacuolation, endometrial epithelium + + - - ++
Mitosis, endometrial epithelium + + + + + _
Vacuolation, glandular epithelium + - + - + -
Cellular infiltration, neutrophil, endometrium + + + + - +
Hypertrophy, myometrium + + + + + -
Left uterine horn: Hypertrophy, endometrium + + + + + +
Hypertrophy, endometrial epithelium ++ + + ++ + +
Vacuolation, endometrial epithelium + - + + + +
Mitosis, endometrial epithelium + + + + ++ -
Vacuolation, glandular epithelium + - + - + +
Cellular infiltration, neutrophil, endometrium + + + + + +
Hypertrophy, myometrium + + + + + -
Uterine cervix: Thickening, squamous epithelium 4+ ++ ++ +++ + +
Keratinization, squamous epithelium ++ + + ++ - +
Vagina: Thickening, squamous epithelium +++ +++ +++ +++ +++ +++
Keratinization, squamous epithelium +++ 4+ 4+ +++ A+ -+

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-1-4

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

GROUP : Group for detection of anti-estrogenic activity ; Dibenzoylmethane 300 mg/kg + EE 0.6 ug/kg

Animal No. 461 462 463 464 465 466
Organ: Findings
Right uterine horn: Hypertrophy, endometrium + + + + + +
Hypertrophy, endometrial epithelium + ++ ++ ++ + +
Vacuolation, endometrial epithelium + - + + + +
Mitosis, endometrial epithelium + + + + + +
Vacuolation, glandular epithelium - + + - + +
Cellular infiltration, neutrophil, endometrium + + + + + +
Hypertrophy, myometrium + + + - - +
Left uterine horn: Hypertrophy, endometrium + + + + + +
Hypertrophy, endometrial epithelium + ++ ++ ++ + +
Vacuolation, endometrial epithelium + + + + + +
Mitosis, endometrial epithelium + + - - + +
Vacuolation, glandular epithelium + - + + + +
Cellular infiltration, neutrophil, endometrium + + + + + +
Hypertrophy, myometrium + + + - - +
Uterine cervix: Thickening, squamous epithelium +++ +++ +++ +++ + -
Keratinization, squamous epithelium ++ ++ + ++ - -
Vagina: Thickening, squamous epithelium -+ -+ -+ +++ +++ +++
Keratinization, squamous epithelium -+ -+ 4+ 4+ A+ -+

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

EE: Ethynyl Estradiol.



INDIVIDUAL DATA 5-1-5

STUDY NO. SR09134  TITLE : Dibenzoylmethane Uterotrophic bioassay (s.c.)

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

Animal No. 561 562 563 564 565 566
Organ: Findings
Right uterine horn: Hypertrophy, endometrium + - - - - +
Hypertrophy, endometrial epithelium + - + + + +
Vacuolation, endometrial epithelium ++ + + + + +
Mitosis, endometrial epithelium - + - + - ++
Vacuolation, glandular epithelium + + + + + +
Cellular infiltration, neutrophil, endometrium - - - - - -
Hypertrophy, myometrium - - - - - +
Left uterine horn: Hypertrophy, endometrium + - - - - +
Hypertrophy, endometrial epithelium + - + + + +
Vacuolation, endometrial epithelium + + ++ + + +
Mitosis, endometrial epithelium + - + + - ++
Vacuolation, glandular epithelium + + + + + +
Cellular infiltration, neutrophil, endometrium - - - - + +
Hypertrophy, myometrium - - - - - +
Uterine cervix: Thickening, squamous epithelium + + + - - +
Keratinization, squamous epithelium + + + - - +
Vagina: Thickening, squamous epithelium +++ +++ +++ +++ +++ +++
Keratinization, squamous epithelium +++ +++ +++ +++ 4+ +++

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

EE: Ethynyl Estradiol.



Appendix 1
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