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TH 25 HiEOERE 53 HEERG- L, REMERHOTE L0 Y, ik 25 B O R1H
(FHR24 H) FTR5LE.

B SR ORI I L OWR 5k

WRWE OV GEBIT, A R o THRENTOBRORE L Lz, BRWEIT
BRIZRB L, 77 AF o 7 RERGB LT 7 /B U7 2 AWT, 80 119,
TR (I TRHOMEIMR) ICRR RS L.

SRR, RE 100 g 4720 1 mL & U, ARCHTE K OSBRI & ONC ARC R
T OB SR OMERETIE, EERNCRIE L BRI SO CE L. E7,
SRS X OV Mk OMEE, (IR0 CRRFERH), 7, 14, 20 X OWHEO0 B (50
SETH) CHIE U AR R SO L7

SHHRRE I I TR DA 2[RRI 5 LT,

BERE DT

BEAROFREY

AL LT 0.1%Tween80 #1 0.5%CMC-Na V&R 2 T U7z, MEEO CMC-Na % FF
= GHRE : 500 mL 72,5 g) L, FHELED 23 BOINE L7-ERNHAKIINZ, A
B —T —THEP LR OIEM ST, LR omHEIEET- CMC-Na FFRIC, M2
D Tween80 ZfEE (G : 500 mL 3R 05¢) L, BIILTZ. SHIZAZ—F—
TR LR HIRES B 724, MK CRREEIER Uz, TR L 72 3mRReE
(BEIGRT - 7 S48 2 AR AR A, 7 L TIRIREE ch. 66, EHIE : 3.2~8.5°C)
L, 2 HBLNICEER L.

B HR DR

8, 40, 200 33 TF 1,000 mgkg/day $%5-HIC, 0.8, 4, 20 3 LT 100 mg/mL 7% FHEL
L.

VBB LSOO S PR L, PR L BRES, By (R—% 7
JVERE R T R IV, KR R 0 0) 2T L. FBREOR SR LI,
VEEDWHSWE %, BT R (PM4800, A hT— -+ R K) ZHWTE®RICHEE GR
45 1,200 mL FHEUEE ; 0.96, 4.80, 240 BETN1200g) L, FLéks AL V- THIYA
BB S, TN ENOREIREFRBE U, A USR5, | Ha 3 o/aid L,
AR E T TRE Le (BRESERT - 7 588 2 IR ERRRE A, 7 L7 IR
ch. 66, SEHHE : 3.2~8.5°C). 2pd, ik DOFRKIEEEIIL S LT
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B 5 DLEME

WEARE & VT 28 BEIEREHENERRE (AF LU 7/ DTy
5 28 HRCIERE 0% G ERRl, (L E MR vol.8, 2001 128\ T,
0.4 3 T 200 mg/mL OF SRR 2RO THBEGREE T8 ARIOZENMENMER ST
W5,

B EHRDIREE /Y —E T

'Dihydroxydiphenylmethane O &35 32 TR0.1 w/v%Tween80 N 0.5 w/ivY%e 71 V7R %3 A
Fm—2F [y AERT dihydroxydiphenylmethane OJRERIE R NY 77— 3
v, RS E784 ( 115—234 ) ) DICResr S ikic S0 T, SRR O#RS

RIZHOWT, FlElS X ORI A B DR E R LU — P2 RlE L.

53 ORI DR EREIS T 528G 4, £, 5OV IREED HFRRHE
BRAZEN U, WEORER, sEREICT 2868 LOFAEEREEE, JEH
BURF 103.5~106.7 B LT 1.7~32%, FAHEUIR 97.2~104.0 B LT 0.8~74% TH D,
WO ERE FaeOfITEEARm L, MmO stz Z Lt s i,
HITETTER K OVRERS RO A Reference data 2 (2759,

5k ) 7 HE A
\ o OHITE A 1= B 3
SR B I;Lﬂ;gilr\oi(yf1phenyhnethane WEZETS 7DD B
WP BRERE T 2 EIG 23 100.0£15.0% L N THDH 2 &
P FHFER A 100% A FThDH Z L.

HIREER TR

16. B2, HEBXURE

16.1.

16.2,

BHBEHZRS0H (Day0) EED, E0/H6 HETERS 1HE L.

—fR DB

EFEMO—RINEL, TSGR (850 B) 1385HTR LU 30~60 437%
(2, ENLEOR IR 3 R GG, RGEE~RG 30 0% L 0% S 3~
6 Iefdlf%) (T L7-. Zeds, MERIRICOWTIE, EiiiEanc 1 Bl L7z,

k5

HEx, 50 (RERAMEE), 7, 14, 21, 28, 35 BXUN42 B EA) ([ZRIE
BE 01D 42 BETORERNELEH L.

MeiE, 250 (GREMLER), 7THXV14 BIZAVEL, %5025 14 B £ TORER
MEEEH U7, ZEVHEEESN 2o o T ZN LIRS 21, 28, 35, 42, 498
L3 A FREA) (CRELZ. £, RESHEREINMIL, TR0, 7, 4 BIT
20 AL, i L-HEIEE 0B LU B EgR) ICBIEL, FRFNAER 0 735 20

- 16 -
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ABIOEE 07254 A £ TCOREMINELZEH L.
HIEITEFRKAE (XS4001S, A T —+ FLK) ZHWTITHo 7.

R

i, 50 BeHBEMAH), 7, 14, 21, 28, 35 BLU42 B EHRA) (CAFEEE
HiE L, HEBOROBE R £ CTORMELRD, Y1 ARHEEZEITH L L8
GO0 D 14 DB LOME 21 265 42 0 £ CORMEMHELFEH L

My, B50 (BEBIGR), 7RIV 14 RIZEEREELEIEL, HIER»HKROBIE
0¥ COFEEEA KD, T 1 DFEELRENTHE L BIC5 0006 14 DETOH
FEEMEARIN L. REMSHERS o I3 Fn LIS 28, 35, 42, 49 B
FOS3 HICAEERZMEL, WEBSKROIER £ COBIEZ R, T 1 AE
BrEAEM U, En, KRESHERINTMEITRO, 7, 14, 18 BLTN20 AT, Mk
L7l IHE 0 B LU BICAHEEZJIE L, #IE B HROWPITER £ COBHES R
D, 1 BEEEZEHT S & EHIATIR025 20 B E TORBEBHELEH L.
HIEFETRFE (XS4001S) #HTiTo7-.

7B, REHIE S OFFREM ISR B AT Led o 7.

2B

2ZRNE, ACECHT 14 A ROVEEIHEIER 21T - 72 & FREORER | %71 T2 B ERE
E LT, REMHERSND £ CEfERE S, REOMRL, FEOF, sk
WS OB T OEELBIET 5 2 &L TITD, WIS N A IR0 D & L
7z.

PERETRZNE, PeEBRMA 0 S RRHER O £ CITV, RBIED GG 0 258 A [EiE
[ZDOWTHE, BHIOFIER) 2 HLROFEE B OTHE £ TOMOBEAERAKE LT
THEEEE R U, E, MRS IR YR (4 EiE s HUS oM
JEH) 2SR OIVEHER O AESEEE (FEMEEI 2o~ EE B/ BIRMEE 0
AR UL

ECRERDP D EBUZ OV TRRE [(RRASTEEL / FEEWAD * 100] ZHEH L
7-.

BRI X AR OBisR
BHEOEISR

A LTI T R T ESRSM S, HE S

BRI WIRR S RRE DB A AT o 7. D RORERA TR 20 225 25 B DR 8 B
30 53~10 FEDRIZATV, Z ORI OHOTE T 7 e S AL 7-Bids X OVl x PRtk
L7=B8WEniese TETRHD, TOHEMHHE 0 H & L7z, il 10 KA B & Torife 4 BR
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2 U735 53R B IS0 ike T OB 530 L7, £/, (TYREE (HE 0 HOFH B»
DIFRO HOFR HEMW U HED, ia= [ / Z2RASIEE) < 100]
BROMHER [VER P / fHRMEED < 100] 28 L7z, #5348 25 B OAAT9 Ik
FTITHBDRD bW iEl) (EEs 2007, 2012, 2203, 2207, 2401, 2405,
2412) 1, RHERCAEEZHE L, 2830 - MEORIRMERZE Gl 27 EL 7. Sk
IZBWT, FEWNICZIGEM B b nawy @ 2007, 2012, 2203, 2207,
2401, 2412) 1%, FE% 10 volofift T v =7 LAKEIR TR L, BERBOAHEL I
A L7oFER, ARESHRO BT, IR EHIE L. 48R 25 RIZHIR L7 1,000
mg/kg/day BED 1 $i] (B 2405) TiE, TEAICERIER JOWIIRIER0O Hi,
FOARBEDSSIEE L T2 b D S S,

BEMWIINTE 4 HDICEIRZ Ef L, soffdos KUBERIBEEAR, BRE [CERR
5/ SRR AED < 100] AEIL 7=

HIZEIR (F1) g

R = &, E 0 BISRHEE S CEAFIE + SEE + Rl 238, olfier [
HERE / ARRE) x 100] BLUOWE 0 BOWMBIRAFR [(HEERE / dHpE
W) x 100] ZEM U, HERTESE 0 FICHEHEL, BEZ Lottt Gk
HUEIRE ) BEORHEIRE) BIOREMW = & oM (EHERE / RHERE) %
BH L7 B 0 B, AFEROMELE E IR A SRz TR L
foo WAERIZOWTIETE 0 BICAARER (D&EET) OFELZEEL, HEmT LI
AERIEREE [ORAFE 2L AR ) BEHAERS) < 100] 2B L. WE
4 HETOWMEMMPIEER, HAEROAFRBIEGS IO CRES MR L, £F0RIC
WTIE—RINEEZBR LTz, £/, WE 4 AOWERAEFER [(6E 4 B4R / HE
AWM = 1001, FEZ & DML FEORAETEER / BEORAERIIED) BIORE) T L
OYER (TR / AN R2EH U

AAEVE, B 0B IO BIZETREE (PG2002-S, PG6002-S, A hT— -« ML I)
AHOCCEEBICEEZREL, 1| ORI FAREZ R L.

AT, WE 4 BICRBlZ A Y 74T U REYE THRINZEIESE, S, AR
FIFFERAZ OV TIE, 10 vol%H B AR L~ U ARIZEE Lz, FERERS L U%EE
Yk, AL T7 7 R (Polysciences) (ZIEE L7214, FRVLOPIBMEFIEIZNE -
THEZ I L.
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B RRA
FE - AERONIRAIEIZE (FIR) BLURFEEENT

OO EOIFZL T HEMIC OV TEIRZ B/ L, SWEEBZHIE L.
HTIE, aflokk, NIRRT A BIZE L, HEE, Mok, B X OVAESIEN A
Ih¥h & § A EBy DR MR BIZR L. T TORIRARTIZOWT, iz, K&
S, EIHEATEL LT

SEEERTE, MEWORE, RBERLE, fiide JUNE (GHEREET), M
W OSRBEOEES, B T-RKE (PG403-S, A FT—-+ FLF) 2AVWTHIEL, BE
BREREE FEBMER) %, 5o 5REORERSIUSREERNOREN L (@R
THE / FIRAOKTE) x100]. 7pds, 558 (BEEMRAZTe) 1310 vol% P VAR R /v
~ U AR TCIE LT-t4, EELXHIE L7

WINOIITERNLS g & L, /M 3 LECagik Lz, FrlE, Hiid e UNEGE 2
fLET), MOZFETImg ) & L7

OB (EHEE 1400, 2406, 2410) B L UGREEW) (E#)E5 2405)
FECEMWIIR AR DI A M U7z, S (R 25 H OSIRRER C3iE LT
W2 E DGR SIZEMY) (31 Y 7T RRER O ZEREE S, H A FEhE L7z
AR, K5, DR, 1E, BB K ORIRMEESL (il - 85 1409, 2410,
ITH - 2410, H : 2406, 2410) i, 10 vol%HFHEEE R~ Y AR CTET Lz, BEPB
FONER LR T 7 AR CRIEE L7215, 10 vol%FHEREE R~ U R CEE L7z
v, BRI IR L ORISR Fegk L7z,

QHtEE)

4 ARG L7-8R (&5 42 B) 12, 4 V70T BT TRINZEEE S, H
L7z, 2OV TN, B3E (RERE ST B IOWRMEFEL (i - 311
51304, 1309, ATR: 1401, 1407, 1408, 1412, T :1201, 1401, 1403, 1404, 1405,
1406, 1407, 1408, 1411, 1412, "%l : 1202, 1205, 1307, 1405, 1407, 1408, /DM :
1209, NEE(R : 1304) 1L, 10 vol% P WEEER L~ U AR CHEE L7z, R L URER
T T i CRIEE L2, 10 vol% T PR E A L~ U ik CREE L.

@RS L 7t
W4 AIZ, A Y 7T e FChHIMZEESE X8, FlfE FEhE Lis. 2Eiicon
TONE, E, I ZOVIRMEFENL (1T - %5 2008, 2303, 2310, 2408,
B 12106, 2402, 2403, 2408, 2409, 2411, T : 2005, 2108, 2110, 2212, 2411, /s
-19-
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5% : 2110) % 10 vol% "Mt & /L~ ) i CHEE Lz, SRR B R L OB KRE
(G aTak A B

DR U7 (B 2001, 2103)
53 RIS ORA (5 53 B), A V7T R FCHRIMZE S, Sk T
WL~ JIE, FEB L UMEE 10 vol% P HEE R~ U Uik CREE LT,

ORARIWOD LI (EFEZ 2007, 2012, 2203, 2207, 2401, 2412)

FHR 25 D2, A YV 70T BRI T CRUZZRSE S, SlRESSii Uz, IRN, 7,
ks L ORIRMEFE RO (BFE : 2412, § @ 2401) % 10 vol% sk~ U LR T
BEE L7z, WIho@ghbERENRD LN, HRARESLEHE L.

O NHIFETORD bLME (E)FE i) 2404)

AERTRTOREEIMBEIHER SN (FE2 B) 1214 Y 7V T VBT
U Z RIS, 2 - MBRORIRBIEAITo7-. IR, T8, KL OWIRMNE T
iz (Mg, ™) % 10 vol%TMEREfEiAR /L~ U AR CIEE L. SRR s L U9
FIRAE 7Rk LT-.

SRR TR

T ERALARAT A D1

Bk LOVEE 4 AAGFROBEE SN STORE - EIicONT, ~v ¥y
Uy oA Yy (HE) REOEAZER Lz, Nz T, SHEMIORER X ORI BRI
DUVWNTIISE B A FR & PAS ROSEARZ (ER L7=.

HEW) OB RRF RO

FFRREER & OY 1,000 mg/kg/day BEOLFIZHOWNT, (BRI NTORFE - ko
JRERARRR R A & ke L 7.

BRI, REOHEBIVORELZELEMAIC DWW THABRAS AT A
(PATHOTOX) & HWT o B a2 — X THEIEAS) LTz, FEREB LURE LRIz o0 T,
HEYLEIIART—RVRE E A L, PAS BUMEAR TREDORE TR 7L (A7 —
OVILE 7213V Wk L7z

72, FHASEHIBNTY, ORSIORD LR o TR, KR L o7z
SERE, IR BT S0 o o ER L ONHR RESTOMEORE, FF, IR, B, R
AR, HEFE, BTVIRE X ORGSR FERALT O CORBESEE AR 4, R Leho
T3 L OVEIR 2 RS S 72 0o T HEDRS HUZ W TR IR A 27 L OME & £
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L.

HAE R OIREAH AR AR AT

HE 4 HOHEROSR TR HIV-RIRAIERE A (I : 2005-6F, 2309-6F, &
figi : 2011-4M) (22T, JRERAHAR AT A 50t L 7=

T — & AL

WHEBROBK T — 2L, 3 Ea—%2 « VAT 0 [REMERY 2T 2oy r—
(LATOX-F/V5, FFC) BL Ot Z—Da Ea—F « VAT L] ZRWT, o8k
AR 7.

HAERIZEET Dl (HAENRUKE, SAREEFBRIS IUOEMR) 1, 1 /HE4720
D)% AL UTHER LTz,

Hea T

AFER T DAV ERE (KE, (REENE, Bl SEEHs MR, 8]
R, AARIREL, WEREAR, HEEIREL, AEFREL RO, RN, REmT e o
PEEE, ERE, WE 0 BOAFE, e, SRENREEER, WAERD4 AEFEER, 2R
BHEREBIUWEER MKEL) 2oV T, B2 Bartlett O%5SHHED 2 20%0
WG BEKBETHEM L7-. Z 2 THESE GEAER) DBAIZIET T AT —HIZHE
IE S M- TERERESRGH LIS Dumnett DS EHEMENZ M, RE0H (BE)
OB Satterthwaite ¥ & % Dunnett B10D step-down 2 B2 V72, g
AUH ARRRE & BB SRR O A EEE miH 5%36 X UM %D R EKETHE L7-.

HESR, REFB LOZIBRIC OV T O RERHVE (B : Flll 5%8 L Ot
1%) .

BV AEERE, BED & OMLER S OYREERREAITR, (WA ERL) ORE
ROV VTCHE Fisher 1IEMERE % FV 7= step-down permutation 26 TLFRZEIZ L 5 2 XFHER T
SR L B ERE L 2 E Ul (BEAKYE - W] 5% KT8 1%) .

TR A 7 LD AT — 2V ORIBEHERIZ-2U T iE Wilcoxon D IEMEMEERIGE 21T
\, Holm {5 T P EOZEMAMIEL, XL SR FHMOTEFRL W 5% LW
1%DA EKECHIT L.

—WARBEDPTH, HIEAT A KON F1 RO FHIRT RAZ DU TOMGHRATIIAT
 oYAYIR oY
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17. HERREE
171, HEMWICRITTRE
17.1.1. B IOARIKEE (Table 1-1~1-3, Appendix 1-1~1-3)

17.1.2.

1,000 mg/kg/day £ C, HETIIHES 16 HIT 1 ], HECITUTIR 4 B3 L0022 HICK 1 6lD
FLEREH L, FEC LTI, &5 14 BOLTIES A0 R G106 B R
DB EN, 1THR4 DIZEE L-MECHE, R 3 H Oofeb4% 3 R LA I AR EEREN S &
DEFEFALSEPEREE SN, 8 22 AIZFEL L-ETIE, B AT T iRREDE
FIERO BV T, 728, R4 DI LMW TR O 72 O F R D
BENHIETE R o7, iR 22 BIZ3EL LTZMEE, FERNICERDSRD LIV REE
Thol-Z LRI,

—fERIRREDZE L E LT, 200 35 L0 1,000 mg/kg/day BEOMEHE CRVENRE S NT-. it
HEVIHERE & B 200 mg/kg/day BECIIADEBI TEUREAIIZ, 1,000 mg/kg/day B TIRUFIZEH)
ISR E U CGRO b, SEEEN LG 30 SRR L, 5% 3 R
HETS BMEORBTH -7, FOM, 1,000 mgkg/day FEOMERE TIHAZEDHER (i
JRAGEZ 3 L ONIFERFE) B K OREERERDEENCES bz, £72, 1,000
mg/kg/day BEOME 1 T, 1R 20 RUIZIMRAERZRH LT vz, MkEE & 8 B X
Y40 mg/kg/day FETIE,  MROREEOZ(KITRD bz Tz

A8 (Figure 1~2, Table2-1~2-3, Appendix 2-1~2-3)

HETIE, 1,000 mg/kg/day T, &GBHMLIGE (G 7 DLIRE) OREED, SRR
Bt ECE B AR L, S50 (85 0~42 B) ORESNELAEERK
%5 U7z, 200 mg/ke/day LA FOIELEHCOWTIE, WERORIEDIZEW T HRH
#EL O THRHANICHERETRO b ko7

HEDZZRELATHAB Cid, 200 3 L0 1,000 mg/kg/day FET, FeE-BRAELIE (857 H LR
DREEDFA ARG BEZETRD O NN S OOKEERM 27~ L, CRCATHRE (%5
0~14 A) OEEHEMEITHEEE S DATEMKMEEZ R Lz, R - WEBHMoEE/RIZ
WT b, 200 3 £ TN,000 mg/kg/day BETIIWTAORIE BIZB WL AERIEELZ L,
1,000 mg/kg/day AfF TIZENENOHMOEEREME LA ERMLMEAE R L2, 40
mg/kg/day LI FOPEEREHI DN TIE, W IHIORGE B IZBUWTC H RERE & O TR
HIC BRI b7
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17.14.

17.14.1.

17.14.2.
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{BfH & (Figure 3~4, Table 3-1~3-3, Appendix 3-1~3-3)

HETIE, 1,000 mg/kg/day BECRe5-BtER 1 B (%5 0~7 B) O 1 BEIEN
KTHRRE & LR A B AR A R U, AR (5 0~14 A) o REEEE
PABRMEEZ R L. 200 mgkg/day LL FOBERAZOWTHEL, WTRORIERIZE
DT HRIHREE & ORI CHGHAINCE B Z IR Hive o7z,

HECIE, 200 35500 1,000 mg/kg/day FET, #LBAMATL 2 @M (%5 0~7 O, 7~14
A) O¥#% 1 ABEENEERMKEZ R L, ZCEATHM (5 0~14 A) OREE=
LEBERMMEEZ R L. 200 mg/kg/day B CHETRE 0~7 DB LN 18~20 HOHE 1 [
FEEEY, 1,000 mg/kg/day BETIIAHR 0~7 A, 14~18 A, B 0~4 ADFH 1 A
BHET B2 E R L, 200 3 20 1,000 mg/kg/day BECESRBIM] (ER 0~20 H) @
BB RS AEMEE LR LS. 40 mgkg/day L F OBEEEZOWTIE, Wi
TE RIZHUWNT & XTHERE & O CREGGHFANICAH BR300 b7,

SRELSR AR A

FFEER (Table 4-1~4-2, Appendix 4-1, 4-2)
HECIE, MO E &3S LOMHRTEEDY 8, 200 33 LT 1,000 mg/kg/day #ECU T4
) XHREEE & LEA~SHEH AT A B2 IEE A7~ L7, 1,000 mg/kg/day B CIEIRINARODHEX
BEPAERKEE R U2 $£72, 1,000 mgkg/day #E CIIREROMBEESHERRES
ARUTER, FREORMEEICER U722 b & Il L7z,
METIE, PPELE RO REE & BRI IR G L ORI TR A A B R EITRD b
AVINY

HFRAT A, (Table 5-1~5-6, Appendix 5)

BRI E R G- & ORERE X L AFTH .S LT, TFBOERD 200 mg/kg/day FEDOHE,
1,000 mg/kg/day BEOWERE GECEM)S 25 8) TEILEN2/12, 212 BE R 4/12 HiliZ,
HOBEMGBERN 1,000 me/kg/day BEDOMEEET 7/12 BLON6/12 BB I, &5,
1,000 mg/kg/day #EDORET, BODOIEEMN 3/12 HiZ, 1,000 mgkg/day #EOMETHE DEEDE
SN 212 BlCBIER STz, 72, 40 meg/ke/day TEODRERS KO8 meg/kg/day REDMEZ I
Th, BOAGMANRE | BB SNZD, BAEREZET D L HREEEOE(LE
Ez6hie.

DM, ARBIEMEEEZ ONDELE LT, HETIIMOBANSR, /MEORE, &
BB EBEA, FERIS LOMWHE, FEHRO/NMULB IOV 18BN, FBR EEoBEkis &
UMEEN72 HONT NERROFENDS, B L2 Tl MO, FRo BB B X
OVEROBHED T S D EFN R, S a7

1,000 mg/kg/day BETRR&D BV ETEMWY T, MEREThiOIRMEDS, MECITRO Bt
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BERASTRD HALIZ. 1,000 mg/kg/day BEORWIE U NSEH N HETIE, FH, TEBLIV
FEDFREBINE 2 B N RO ZHEDFED DTz

RFEREES OV 8 mg/kg/day BED AR U7 7-fEHE e © TNT 1,000 mg/kg/day BEDFLPE
L CUVZETH, BREFTRIZEESD biigh-7z.

FRELMAREAFT A, (Table 6-1~6-7, 7, Appendix 6, 7)

HWHRERG & OBENE 2 b HFTAE LT, NI/ NEEHOMEDNTHBRAD R AS
200 mg/kg/day HEOMER J TN 1,000 mg/kg/day #1 O GE LB EEED) TENLEN
2, 2RIV HIZ, OFANMOIFRIEAERAS 1,000 mgke TEORET 3 41, AiIE O E
BOBRIZAAY 1,000 mgkg/day BEOMERET 7 B XU 9 Bliz@igE 7. X5, 1,000
mg/kg/day FEOMET, IRE OGS AN 1 BllIBE ST,

EAFEM) DRETIX, FERORSHIE ZMa 5 cHHBHERS KO8 1,000 mg/kg/day B TH 1 1,
FEH RO B NHIRRFRA S SRR L O 1,000 me/kg/day BEC 2 5L O3 f, K LA
DOFET-RZEREZS 1,000 mg/kg/day £ C 141, BISTAROISAEVERIIRIRE 236 FREESS 1 0M,000
mg/kg/day BT 8 BLON 6 HlicBIES N, WINOFTRORARIZ G BEEE 1,000
mg/kg/day Bf & O CHEHFR B BEZITRD bV oTz. BRDIR LIZiEoO 75T
%, 1,000 mgkg BBV THRRLT R EFTRIGRD Hivien o7z, £ O, FEEEW
a0, WERERSTHCB O CHiOIL, Mo RBEMSEELL, BRYE 0%, 225
DR, BIEOEN, BIRORTIESEZEL, FTEEDOFE, o5 -, AiZiRo
SOERNIRI, MNROZENES L O OB BIZL S NTD, Wb Hplo3E
H£THY, BRBAMOEILEEZ B,

R LIl ToMiERE, 418 % Bl 70 n o 7ol X OMHIRAR RN L ORE, =T
T HAVIZMER K OWREE L QO IECHE, TSR OBE R E R G Op B L E
HIVDEERTIIERD o7,

KR A 7 VOBIETIE, 1,000 mgkg/day FEDE /L b U RHARECY 72 W ORSHAA
¥, 7L L7 T USRI, 3T IR RN L O AL PR
STHREE FRRETH Y, HRWEREOEIGRD biviroilz. £z, R Lo
7o bR L OMHRZ AR SR> T REZ DUV T, ¥ (TR A 7 LV OB TR
DBV T
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AFase A

Rk LUONIATE (Table 8, Appendix 8, 9)

REIE, FPEIER LUV mg/kg/day TEDOZNZI 1 HIEOTHT, “hHOREORE
L 91.7% TH o7z, 40 mghkg/day LL EOZGHETIE, 2HITRESHOLL, ZKBRIT
WL 100% Th o 7o, S2lRE, xHBRIES LUV 40 mg/kg/day BEDZAZ4L 2 1 TR
B, ZHRIT 818 BL1UY83.3% ThH 7=, 1,000 mg/kg/day HETIIAE B | FlaEie
3PITEIAPRRILAT, F72, 161 @ 2410) MR 4 RIZFET L7272 D3ER
AREDSEWTCX T, FREOZHRERIL 72.7% (ZHREMW AL / KRS =8/11) T
Btz 8 FBIU200 mgkg/day FETIE, £HITEBAKILL, ZHEEZWTRE 100%
THoTe.

M E T, MR EIRIRRIE, fFREE, 8, 40, 200 38 L TN 1,000 mg/kg/day B
T, FNEN40, 42, 42, 42 BLXT63 HTHY, 1,000 mgkg/day Ff CHERIER D
WO, BRI R TEWA T RRRE, 8, 40, 200 35K UM 1,000 mgkg/day #ET
1, 2, 3, 0 BLOR8 BIZEED B, 1,000 mgke/day FED M E AR RRNA B RS
EE/RLTZ. 2350 1,000 mgkg/day #ECRED LIV MERIAORFE Y, B L7-%E
INIEEAG 2 13 B 3R S - ISR LB Th o 7.

I L OB (Table 9, Appendix 10)

1,000 mg/kg/day BED 1 $1THE, 4THR 25 H OFENRE CERED GO B, (R
FIFRZIREEE LT 2 & 2SR &4, 1,000 mg/kg/day REOHEESRIL 87.5% Th 7. %I
HERE, 8, 40 BLU 200 mgkg/day FETIIDPRREBICREIIBIRZ ST, HERTNT
NOEEHES 100% Th > 7. SFEOHRER R L OEAEIE, IREFERROEE = L7z,
KTHRFE L LE~, 1,000 mg/kg/day BT, ERBEECS JOHEIEDTEREEZ R L,
EBIREB LOGIHZRICOWTHEERKESA R Lz, £72, 1,000 mg/kg/day £ CriHFE
WO, B 0 HOMEA RS B EAINE A = L.

B0 HOHEROBE T, MERIOThORI bEE S e oTz. R
KTHREE, 8, 40, 200 35 LT 1,000 mgkg/day BT, ZEH0, 0, 1, 0LV Bilic#E
LN, BEBICHRZEEEDONT, HE 0 D OAFERICHLETZO i) o

(\“{.,

BB OBIE2TIE, 1,000 mgkg/day TED | 4] (BipEr- 2404) T, HFE LM
BFIREE 2 B £ TIC2BIEL Lz, 1,000 mgkg/day #ETHE, "HE 4 A OAAFRSITH
BAEMA R LA, W 4 A OB WAETRRIOIRBIGRD bivken -, WE
BEO4 AOMEEITHE, WIS ERIZEITRED bivRaoTz.
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AR DOREE, RERS L USRI (Table9, 10, 11, Appendix 10, 11-1~11-2)

HAEROARRE T, MRIEZES0RWLThORSEICE BB o7,
B AR P OAELEL O—RCIRREEIEE T, ®IPERER L OV 8 mg/kg/day BEDRE THERD/)N
SUVEEDE | BB STy, BRI G- OB L 12l L g o Tz, 2 OMo
AL, MiEE b, —ARIRBOERFIIERS b o7,

HARORE 0 B LU B OMEIZIE, MedE & & 3THRRE X g e e 558 & o)
THEHFIZ A BATRED bie o iz,

BRI OIEC RO T, 40 mg/kg/day ﬁi@f’&fﬂlw HERE B LU aEE
MR —0 1 FlZE860 B3, TR BTRIZRD LT, BRRE
MO EE Z LTz (Table, Appendix (2137 L TR0,

WE 4 OOFRTIL, MRS b, FBRWERSORELEZ CNHEBETTRIIZED S
Motz FiE LT, BETIIIBELD 1 4 @ES 20114M) (ZBIROZENEAS,
MECIZoe BRRED 1 51 (BT 70 2005-6F) (ZHTIBODRS 45 L O 200 mg/kg/day F0D 1 451 (&)
W& 2309-6F) (ZHiRO O EBLENBIE SV, Fio, OO OWTHE
TR % SEbE LTRSS, MEORIECIIFRRIAY, MEDNITE CIIR BT R
HHT.

18. EBEB IR

18.1.

E# G =M
BeG5HARHIZ 1,000 mg/kg/day BEORE 1 36 T OME 2 FIASEL L, Kk X OMED 1 51
THEH—ARKEEOZ & U CHET HATIE TRE R E SBIL 7z, 1,000 mg/kg/day FET
D EB D AAFHEZ FU TR Tl do 2 23 BT 77 23 BE2 S, YL E OB
M 58RI 515 A TEN (2,000 mgkg/day 55 TiE, SHEPE X ORI 25
ERBDHITND Z &b, SRIORER TR i/ BF TS & g E e s L o
BEEMAVRIR S, L L, SECCEM ORI Gl BRI 5kt & [FREOZELITER
WA Ny
—fIREEDZE L E LT, 200 mg/kg/day HELL EOMERE T B OFRIEAEIER STz,
REARERE T GHS 7 AIC W T TR S A R OVRIREE | OIRR A3 45 2 1SR4 L,
MR LTV 5. CYssdBmE D 28 ARIREHR SRR 0T, B5%I0HE
BESZRD B, HEEE ORI L DB LA SN TV D Z &b, SEORERIC
BB S FRROE EE 2 bivde. F7=, WIRAERERR XU RO EOIEL
2, DEBITIESH B 1,000 mgkg/day FAZDHZRBD B, EMOIREE(LIZBE L7z
ElebHEran.
{RECIE, HED 1,000 mg/kg/day #E, WED 200 1 X T8 1,000 mg/kg/day FECHe 54 %
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U CEEE IR EER 2R L, 2D ORFCIEEEOKE LR S, WS
PEORBLEZ i,

PYEEENIE T, 200 mg/kg/day BELL O CHEERRE (ol BEER L OHEER)
DMEAEZ, 1,000 mg/kg/day B CRITAZR OO B EAMKIEZ R U7z, SRS E O fE%
AW THHERT7 =/ —h A AV E 28 BRERS R k0T,
1,000 mg/kg/day $£5-12 L 0 RISZIREE ORI DGED HIVTW 5. HBIBORRIZ, Hi%iR
WEIIMOVERIIC BB R L, =X haF U REREAT 5 2 &ﬁrﬂﬁéﬂt_&b:
5, BEZHOWTHARRICEE L ME LTI Z 2 bive. LA L, RRZIROmEHE
MFORAICIO UL, ERERG DR LEZ LNDHTRITERD bhizinoT.
mg/kg/day FEOREZ IV T HIFREEORIED RO HLIZAS, 40 mgkg/day FETILZEN
BoOHNT, HEICEEMEDR RN ORI E R G OB L 1R L e~ 7z,

JRERAHIRAE IV T, FRRAT LS LT 1,000 mg/kg/day #EDMERE TR HZF D

2L (DB, JUE) IZHY 9 280TR & LT, filH O EEGRER#EE S,
WERYEOR T HHREMECER L EENREEFRA LB o/, HETIE, 200
mg/kg/day BEDMER X TR 1,000 mg/kg/day FEDMEME TERD &N - TR IERITF S 35 FF

FLE LT, MRS 1T/ NER RO AFIRERL IS RS Hivlo. Mgy E o 28 A
A SRR T, SRR S L AT L L B 2 S/ NETLL
MEDOIFHIREIER2SER O G THR Y, SEIOFEBRICE T RROE(LEE 2 bz, M
HEDAFER Y L ORIETHEI BRI B 1% 5- OB E IR L v o 7.

AERES AT

KHREER LU 8 mgkg/day BETEILZEN 1 fAORBERLALAFRD HATZ03, 40
mg/kg/day UL EDOPSFETII BB TRELEILL TWDH Z Ehh, BEMREkEEZ
bl YRR G RRRBIRIET RN & LTz
x%%_omfm,ﬂ%ﬁ,mﬁi@nmwkawﬁfyu,mzﬁ;@ynw
DR T o 7=, MEEEIERZRIZBV T, 1,000 mgkg/day £, JHyi R AR
DR L OB M NFERBOEEAEZRD b TE Y, FIEOHRERR ST O 3 4
B2 FlZRBW T S RIFRIEIAS 18~22 A fEke L7 EWME AR L Tne, @il
CRIE R I B IR YRR B O T A2 TR K A AR ORAE N — RN B Y,
LBl OFERIZ 1T D 1,000 mg/kg/day BETLY, &GBM% 4~5 BH (EFMHEERO 1 E
H}53) EOSRIFIRIEIRRE 2 R TEMWIRLEUIZRD b, MW E O L&Y
ThHhHERAT7 =/ —/v A ZRAVWESRE 28 BERGSEERIZEBOVTE, 1,000
mg/kg/day $&54Z X0 R L RIERIER 2R s Ssh T sl e .
J=v A=A ba A AR ER T 2 EBONTRY, YR EIC o0 T
FEOIEMN A2 L omE 4 52 = Lnd, REMEHIOFKBC T 2 b oy U HEE
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& OBREMESRB SN, Lzado T, 1,000 mgkg/day BEDORZIGFR (8/11=72.7%) I
TIRFRRTE (9/11=81.8%) & DRICHERTERIZR A BTEIFRO bR b DD, ZNGREIZ K&
E BRI ORI, 723, 200 mgkg/day BETIIMEEICE RO B
T, RRBLOZHRLEHIZRO LN TWAH T LD, 200 mgkg/day AT ORERET
L, BB RS L MR, RRRER LUV IRRRIC RITTRAN I EE 2 BT

SIPIRHRER T, SPeREORFIINThoORER THE0 ben Tz, o
SEIRHAR 3 L OSRIREI R B e 5 D3RR B h o 72, 1,000 mg/kg/day #£ T
I3, AR, HEER S L OMHEEA B L, 5 RER L O E b EEE R L,
R E R G L D FRAFEN e Sz, $£72, 1,000 mgkg/day TETHE, B5-H
RIFHTIREE L TN 2B s3R S, 1 BIOHOIILTILdH D MERPLERE L oM
PEDNEEDILTZ.

B AR T 0 JREMWZ O T, 1,000 mg/kg/day K1 THIBEVEER DS D 722050 T2 72 D1 20
T 4 HOAEFRBOEMEZ R L720S, WEWOATFRE JOMREISIEMT 0 B3 L0
H4 B & HPRWER LS OREIRD bnieh ot Fi, HAEROHIICHERYE
HORBITZEO LT, SAFRMEBLUWE 4 BOFRRICOWT S, #ER 5128
H U7 EBEIIERO b o 7o, THEHRTPIC 1,000 mgkg/day B TRDO LN T-HEHER
ORI DNTUE, 1 FIOLDFEILTH D Z &b, (BRAIRREAE & L.

UEDZ E2b, ApBREMN T T, RIERSICEIT 28R (NOAEL) I, #t
Tid 200 mgkg/day 1 5ICHWTHGE, HEHEOEENED LNATZZ L5 40
mg/kg/day, WETIE 200 mg/kg/day Fe5-12 BV THEHE, ARTHEINING], ERIEORD R X
OTFHIRAE R AR BT Z & H 5 40 mg/kg/day, AEFEFEAEIZEIT A NOAEL i, 1,000
mg/kg/day P& 5BV TRFEVEREIAZ: & ONERTS,  HEEREUS LSO R4 IR
DIFRD BV Z &6 200 mg/kg/day, VREMAIZATE S NOAEL i3 1,000 mg/kg/day £
BIZBW T HARRPRIEAUIZ BN bz o7-2Z L 225 1,000 mgkg/day &
iy L7z,
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1) [l oibydroxydiphenyimethane (= v FES : 230422) ORHERER. BERE

= E785 ( 115—235 ), foismEE. Lt #—;2013.

2] -Dihydroxydiphenylmethane DOEEE L ON0.1 wiv%Tween80 F¥I10.5 wiv%

HIVIRF T AF A — AT ) T LR dihydroxydiphenylmethane O FE
TEEANY T = a v, WBRESEI84 (115234 ), FfkipsE &t ra—;
2013.

L E SRS S - AF LY T2 ) —ADT » hERWDS 28 AKX
ERENEGEERR, (P EFRIREE vol8 (2001).

BEEA (W) TSRO OOBME T b7 A1, pp.15-20, V7 bAoA
Y A%E, B 1994,

Snedecor GW, Cochran WG Statistical Methods: 8th ed. lowa State University Press; 1989.

Abe K and Iwasaki M. Assessment of the Influence of Heteroscedasticity in Multiple
Comparison Procedures (in Japanese). Jpn J Appl Statist 1999; 28(2): 55-78.

Yoshida M. Exact probabilitics associated with Tukey’s and Dunnctt’s multiple comparisons
procedures in imbalanced one-way ANOVA J Japanese Soc Comp Statist 1988; 1: 111-122.

Dunnett CW. New Tables for Multiple Comparisons with a Control. Biometrics 1964;
20(3): 482-491.

Westfall PH, Randall DT and Russell DW. Multiple Comparisons and Multiple Tests Using
SAS, ond ed., pp.271-299, SAS Institute Inc., USA, 2011.

(LS SRR S A TF LU T = ) — A DT v h & A BERR N
SHEMERR, (L AEEEREHRE vol8 (2001).

HEVFEE Verl.l No4 44— Y7o F o o7z /—0 Bl EA7 =
SV A, B RVR— - EFEBITR GBS (2005).

Perez,P, Pulgar R, Olea-Serrano F, Villalobos M, Rivas A, Metzler M, et al. Pedraza, V, Olea
N. The estrogenicity of bisphenol A-relateddiphenylalkanes with various substituents at the
central carbon and the hydroxyl groups. Environ Health Perspect. 1998; 106: 167-174.
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20. REREBREEIORE
MRLRBRO TRLERHE, ZEt v 7 —EBMRAIRR I TR IREEA % 10 ERIRE
Ehs. IEZL, (FWEOEE R OBLEEOHHICE T o150 (0 48 51 117
=) FBARF1ESG LI 2E, FSEF2E F3IEG LIS E, H105EH3
THFE 75 14 555 2 THORTEIC L A E 255100, a2 72t% 10 FEf & 3
. EOBOEEINZOWTL, MBRECE LT F— Tk L, BIREDD.
- AEETEE (R
- HEBWE (K29
- BRI Ak
- BB X ORI BT ARk
- ABOMPICRE L-ET X R RS EET)
- SFEEAE] (WY, ST 7T my s, RS A NMER)
- REHREE B
- FOMORBREIRE R

21. FRTDZENTERDPoEHBROGIEEICEER RITTRVOH L HER L URERE
=0T oYAQIENSY el
1) 1,000 mg/kg/day B> 1 5 (EWFEH 2405) Ci, R 25 BIZEN L7501
BEREERIC L D IRRT TIPEL T2 EAVHIBA L7, L L72ash, pEA A
FHECE potefe, OB ORI ORETS S OEFRIZ ST
M HERAN LTz
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Figure 1. Body weight changes of male rats
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Figure 2. Body weight changes of female rats
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Figure 3. Food consumption of male rats
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Figure 4. Food consumption of female rats
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Table 1-1. Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 0---> 1------- > R > 3------- > 4------- > 5------- > 6------- >

Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
*

:Approximate 30 to 60 minutes after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)
Finding 0---> 1------- > 2------- > 3------- > 4------- > e > B------- >
Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

* WM

:Before dosing
:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)
Finding 0---> 1------- > 2------- > 3------- > 4------- > e > B------- >
Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

* WM

:Before dosing
:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Administration period (day)

Finding 0---> 1------- > 2------- > 3------- > 4------- > e > B------- >
Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
:Before dosing

* L)

:3 to 6 hours after dosing
:Approximate 30 to 60 minutes after dosing

:Just after dosing to approximate 30 minutes after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)

Finding 0---> 1------- > R > 3------- > 4------- > 5------- > 6------- >

Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

Normal - 12 12 12 0 12 12 0 12 12 5 12 12 0 12 12 0 12 12 3 12

Total 12 12 12 0 12 12 0 12 12 5 12 12 0 12 12 0 12 12 3 12

Abnormal respiratory noise - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Soiled fur - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Salivation - 12 12 12 0 12 12 0 12 12 5 12 12 0 12 12 0 12 12 3 12

+ 0 0 0 12 0 0 12 0 0 7 0 0 12 0 0 12 0 0 9 0

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
:Before dosing

:3 to 6 hours after desing

* W N

:Approximate 30 to 60 minutes after dosing

:Just after dosing to approximate 30 minutes after dosing



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Administration period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_O.V_
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Administration period (day)

Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 11 12 12 11 12 12 11 12 12 12 12 12 11 12
Total 12 12 12 12 12 12 12 11 12 12 11 12 12 11 12 12 12 12 12 11 12
Salivation - i2 12 12 12 12 12 12 11 12 12 11 12 12 11 12 12 12 12 12 11 12
+ 0 0 0 0 0 0 0 1 0 0 1 0 0 1 0 0 0 0 0 1 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)

Finding T > 8------- > 9------- > 10------- > 1l1------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 1 12 12 6 12 12 0 12 12 0 12 12 3 12 12 0 11 11 1 11
Total 12 1 12 12 6 12 12 0 12 12 0 12 12 3 12 12 0 11 11 1 11
Abnormal respiratory noise - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Soiled fur - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation - 12 1 12 12 6 12 12 0 12 12 o 12 12 3 12 12 0 12 12 1 12
+ 0 11 0 0 6 0 0 12 0 0 12 0 0 9 0 0 12 0 0 11 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmet
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing

hane



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Administration period (day)
Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_S.V_



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)
Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_9.V_



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)
Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_L.V_
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Administration period (day)

Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 11 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 11 12 12 12 12
Salivation - i2 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 11 12 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 1 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)

Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 10 1 10 10 1 10 9 1 9 9 Q 9 8 1 8 8 Q 8 8 0 8
Total 10 1 10 10 1 10 9 1 9 9 0 9 8 1 8 8 o] 8 8 0 8
Abnormal respiratory noise - i1 11 11» 12 12 12 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
+ 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Soiled fur - 11 11 11 10 10 10 9 9 9 9 9 9 8 8 8 8 8 8 8 8 8
Anogenital region + 1 1 1 2 2 2 2 2 2 2 2 2 3 3 3 3 3 3 3 3 3
Total 12 12 12 12 12 12 11 11 11 11 112 11 11 112 11 11 11 11 11 11 11
Salivation - 12 1 12 12 2 12 11 1 11 11 0o 11 11 1 11 11 0 11 11 0 11
+ 0 11 0 0 10 0 0 10 0 0 11 0 0 10 0 0 11 0 0 11 0
Total 12 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Administration period (day)
Finding 21------- > 22------- > 23------- > 24------- > 25------- > 26------- > 27------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_OS_



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)
Finding 21------- > 22------- > 23------- > 24------- > 25------- > 26------- > 27------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_[S_



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)
Finding 21------- > 22------- > 23------- > 24------- > 25------- > 26------- > 27------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_ZS_
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Administration period (day)

Finding 21------- > 22------- > 23------- > 24------- > 25------- > 26------- > 27------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 11 12 12 12 12 12 12 12 12 11 12 12 9 12 12 11 12 12 11 12
Total 12 11 12 12 12 12 12 12 12 12 11 12 12 9 12 12 11 12 12 11 12
Salivation - 12 11 12 12 12 12 12 12 12 12 11 12 12 S 12 12 11 12 12 11 12
+ 0 1 0 0 0 0 0 0 0 0 1 0 0 3 0 0 1 0 0 1 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)

Finding 21------- > 22------- > 23------- > 24------- > 25------- > 26------- > 27------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 10 0 10 10 0 10 10 0 10 10 0 10 10 0 10 10 1 10 11 1 11
Total 10 0 10 10 0 10 10 0 10 10 0 10 10 0 10 10 1 10 11 1 11
Abnormal respiratory noise - 1 11 1» 113 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 112 11 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Soiled fur - i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 11 11 11
Anogenital region + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0
Total 12 11 11 12 11 11 11 112 11 11 112 11 11 112 11 11 11 11 11 11 11
Salivation - 11 0 11 11 0 11 11 0 11 11 0o 11 11 0 11 11 1 11 11 1 11
+ 0 11 0 0 11 0 0 11 0 0 11 0 0 11 0 0 10 0 0 10 0
Total 12 11 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Administration period (day)
Finding 28------- > 29------- > 30------- > 31------- > 32------- > 33------- > 34------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_SS_



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)
Finding 28------- > 29------- > 30------- > 31------- > 32------- > 33------- > 34------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_99_



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)
Finding 28------- > 29------- > 30------- > 31------- > 32------- > 33------- > 34------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_LS_
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Administration period (day)

Finding 28------- > 29------- > 30------- > 31------- > 32------- > 33------- > 34------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12
Total 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12
Salivation - 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12
+ 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)

Finding 28------- > 29------- > 30------- > 31------- > 32------- > 33------- > 34------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 11 0 11 11 0 11 11 0 11 11 1 11 11 1 11 11 1 11 11 0 11
Total 11 0 11 11 0 11 11 0 11 11 1 11 11 1 11 11 1 11 11 0 11
Abnormal respiratory noise - 1 11 1» 113 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 112 11 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11
Soiled fur - 11 11 11» 12 11 11 11 113 11 112 11 11 11 11 11 11 11 11 11 11 11
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 11 11 12 11 11 11 112 11 11 112 11 11 112 11 11 11 11 11 11 11
Salivation - 11 0 11 11 0 11 11 0 11 11 1 11 11 1 11 11 1 11 11 0 11
+ 0 11 0 0 11 0 0 11 0 0 10 0 0 10 0 0 10 0 0 11 0
Total 12 11 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

BPF-SG :dihydroxydiphenylmet
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing

hane



(115-236)

Table 1-1. -continued Clinical signs on male rats Exp. No. E786
Group-No.: 00 Control 0 mg/kg/day
Administration period (day)
Finding 35------- > 36------- > 37------- > 38------- > 39------- > 40------- > 41------- > 42
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_09_



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)
Finding 35------- > 36------- > 37------- > 38------- > 39------- > 40------- > 41------- > 42
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)
Finding 35------- > 36------- > 37------- > 38------- > 39------- > 40------- > 41------- > 42
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

_Z9_



Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 mg/kg/day
Administration period (day)
Finding 35------- > 36------- > 37------- > 38------- > 39------- > 40------- > 4l------- > 42
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

Normal - 12 g8 12 12 10 12 12 10 12 12 9 12 12 12 12 12 12 12 12 11 12 12
Total 12 g8 12 12 10 12 12 10 12 12 9 12 12 12 12 12 12 12 12 11 12 12
Salivation - 12 8 12 12 10 12 12 10 12 12 S 12 12 12 12 12 12 12 12 11 12 12
+ 0 4 0 0 2 0 0 2 0 0 3 0 0 0 0 0 0 0 0 1 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)
Finding 35------- > 36------- > 37------- > 38------- > 39------- > 40------- > 41------- > 42
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal 11 0 11 11 0 11 11 0 11 11 0 11 11 0 11 11 1 11 11 1 11 11

Total 11 0 11 11 0 11 11 0 11 11 0 11 11 0 11 11 1 11 11 1 11 11

Abnormal respiratory noise - 1 11 1» 113 11 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 11 11 11 11 11 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11

Soiled fur - 117 11 11» 11 11 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 11 11 12 11 11 11 11 11 11 112 11 11 11 12 11 11 112 11 11 11 11

Salivation - 11 0 11 11 0 11 11 0 11 11 0 11 11 0 11 11 1 11 11 1 11 11
+ 0 11 0 0 11 0 0 11 0 0 11 0 0 11 0 0 10 0 0 10 0 0
Total 11 11 11 11 11 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11

1
=N
i
' BPF-SG :dihydroxydiphenylmethane
1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-2. Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)

Finding 0---> 1------- > R > 3------- > 4------- > 5------- > 6------- >

Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
*

:Approximate 30 to 60 minutes after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Pre-mating period (day)
Finding 0---> 1------- > 2------- > 3------- > 4------- > e > B------- >
Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

* WM

:Before dosing

:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Pre-mating period (day)
Finding 0---> 1------- > 2------- > 3------- > 4------- > e > B------- >
Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

* WM

:Before dosing

:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Pre-mating period (day)

Finding 0---> 1------- > 2------- > 3------- > 4------- > e > B------- >
Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
:Before dosing

* L)

:3 to 6 hours after dosing
:Approximate 30 to 60 minutes after dosing

:Just after dosing to approximate 30 minutes after dosing



Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Pre-mating period (day)
Finding 0---> 1------- > 2------- > 3------- > 4------- > e > B------- >
Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal 12 12 12 0 12 12 0 12 12 4 12 12 0 12 12 0 12 12 4 12

Total 12 12 12 0 12 12 0 12 12 4 12 12 0 12 12 0 12 12 4 12

Abnormal respiratory noise - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Salivation - 12 12 12 0 12 12 0 12 12 4 12 12 0 12 12 0 12 12 4 12
+ 0 0 0 12 0 0 12 0 0 8 0 0 12 0 0 12 0 0 8 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
1 1 :Before dosing
o 2 :Just after dosing to approximate 30 minutes after dosing
© 3 .3 to 6 hours after dosing
' * :ppproximate 30 to 60 minutes after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Pre-mating period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Pre-mating period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Pre-mating period (day)

Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 11 12 12 10 12 12 10 12 12 11 12 12 10 12 12 12 12
Total 12 12 12 12 11 12 12 10 12 12 10 12 12 11 12 12 10 12 12 12 12
Salivation - i2 12 12 12 11 12 12 10 12 12 10 12 12 11 12 12 10 12 12 12 12
+ 0 0 0 0 1 0 0 2 0 0 2 0 0 1 0 0 2 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Pre-mating period (day)

Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 11 1 11 12 7 12 12 0 12 12 0 12 12 2 12 12 2 12 12 1 12
Total 11 1 11 12 7 12 12 0 12 12 0 12 12 2 12 12 2 12 12 1 12
Abnormal respiratory noise - 1 11 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation - 12 1 12 12 7 12 12 0 12 12 0 12 12 2 12 12 2 12 12 1 12
+ 0 11 0 0 5 0 0 12 0 0 12 0 0 10 0 0 10 0 0 11 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing
2
3

:Just after dosing to approximate 30 minutes after dosing

:3 to 6 hours after dosing
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Table 1-2. -continued Clinical signs on female rats

ExXp. No.

E786

(115-236)

Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)
Finding 14------- >
Part 1 2 3
Normal 12 12 12

Total 12 12 12

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Pre-mating period (day)
Finding 14------- >
Part 1 2 3
Normal 12 12 12

Total 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_LL_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Pre-mating period (day)
Finding 14------- >
Part 1 2 3
Normal 12 12 12

Total 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Pre-mating period (day)

Finding 14------- >
Part 1 2 3
Normal - 12 12 12
Total 12 12 12
Salivation - 12 12 12
+ 0 0 0
Total 12 12 12

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Pre-mating period (day)

Finding 14------- >
Part 1 2 3
Normal - 12 1 12
Total 12 1 12
Abnormal respiratory noise - 12 12 12
0 0 0

4
Total 12 12 12
Salivation - 12 1 12

+
Total 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 1------- > 2------- > 3------- > 4------- > S------- > 6------- > T------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 8 8 8 5 5 5 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 8 8 8 5 5 5 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 1------- > 2------- > 3------- > 4------- > S------- > 6------- > T------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 10 10 10 6 6 6 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1
Total 10 10 10 6 6 6 2 2 2 1 1 1 1 1 1 1 1 1 1 1 1

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_Z8_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Mating period (day)
Finding 1------- > 2------- > 3------- > 4------- > S------- > 6------- > T------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 9 9 9 7 7 7 3 3 3 1 1 1 1 1 1 1 1 1 1 1 1
Total 9 9 9 7 7 7 3 3 3 1 1 1 1 1 1 1 1 1 1 1 1

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 mg/kg/day
Mating period (day)

Finding l1------- > 2--—---- > 3--—---- >
Part 1 2 3 1 2 3 1 2 3
Normal - 9 9 9 5 5 5 3 2 3
Total 9 9 9 5 5 5 3 2 3
Salivation - 9 9 9 5 5 5 3 2 3
+ 0 0 0 0 0 0 0 1 0
Total 9 S 9 5 5 5 3 3 3

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing

1
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Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Mating period (day)

Finding l1------- > 2--—---- > 3--—---- > 4------- > 5------- > 6------- > T--mmm - - >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 7 3 7 4 2 4 3 0 3 2 Q 2 3 Q 3 2 Q 2 1 0 1
Total 7 3 7 4 2 4 3 0 3 2 0 2 3 0 3 2 o] 2 1 0 1
Soiled fur - 7 7 7 4 4 4 3 3 3 2 2 2 3 3 3 2 2 2 1 1 1
Anogenital region + 3 3 3 2 2 2 2 2 2 2 2 2 1 1 1 1 1 1 1 1 1
Total 10 10 10 6 6 6 5 5 5 4 4 4 4 4 4 3 3 3 2 2 2
Salivation - 10 3 10 6 2 6 5 0 5 4 o] 4 4 0 4 3 0 3 2 0 2
+ 0 7 0 0 4 0 0 5 0 0 4 0 0 4 0 0 3 0 0 2 0
Total 10 10 10 6 6 6 5 5 5 4 4 4 4 4 4 3 3 3 2 2 2

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_98_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 8------- > 9------- > 10------- > 1l1------- > 12------- > 13------- > 14------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_98_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 8------- > 9------- > 10------- > 1l1------- > 12------- > 13------- > 14------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_L8_

Table 1-2. -continued

Clinical signs on female rats

Exp. No.

E786

(115-236)

Group-No.: 02 BPF-SG

40 mg/kg/day

Mating period (day)
Finding 8------- > 9------- > 10------- > 1l1------- > 12------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

BPF-SG :dihydroxydiphenylmet
1 :Before dosing

2 :Just after dosing to appr
3 :3 to 6 hours after dosing

hane

oximate 30 minutes after dosing



_88_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 15------- > 16------- > 17------- > 18------- > 19------- > 20------- > 21------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_68_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 15------- > 16------- > 17------- > 18------- > 19------- > 20------- > 21------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_06_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 22------- > 23------- > 24------- > 25------- > 26------- > 27------- > 28------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_[6_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 22------- > 23------- > 24------- > 25------- > 26------- > 27------- > 28------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_Z6_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 29------- > 30------- > 31------- > 32------- > 33------- > 34------- > 35------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_€6_

Table 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 29------- > 30------- > 31------- > 32------- > 33------- > 34------- > 35------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_.V6_

Table 1-2. -continued Clinical signs on female rats

Exp.

No.

E786

(115-236)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 36------- > 37------- > 38------- > 39
Part 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_96_

Table 1-2. -continued Clinical signs on female rats

Exp.

No.

E786

(115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 36------- > 37------- > 38------- > 39
Part 1 2 3 1 2 3 1 2 3
Normal - 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_96_

Table 1-3. Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)
Finding 0------- > l1------- > 2------- > 3--—---- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 S 9 9 S 9
Total 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 S 9 9 S 9

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_L6_

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Gestation period (day)
Finding 0------- > l1------- > 2------- > 3--—---- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 17 11 11» 11 11 11 11 11 11»n 11 11 11 11 11 11 11 11 11 11 11 11

Totagal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



_86_

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)
Finding 0------- > l1------- > 2------- > 3--—---- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Gestation period (day)

Finding 0------- > l1------- > 2------- S > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12
Total 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12
Salivation - 12 11 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12
+ 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmet
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing

hane



- 001 -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > S-—------ > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 7 1 7 7 1 7 7 3 7 7 2 7 7 3 7 8 1 8 8 1 8
Total 7 1 7 7 1 7 7 3 7 7 2 7 7 3 7 8 1 8 8 1 8
Abnormal respiratory noise - 8 8 8 8 8 8 8 8 8 8 8 8 7 7 7 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Soiled fur - 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 8 8 8 8 8 8
Anogenital region + 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Salivation - 8 1 8 8 1 8 8 4 8 8 2 8 8 3 8 8 1 8 8 1 8
+ 0 7 0 0 7 0 0 4 0 0 6 0 0 5 0 0 7 0 0 7 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Urogenital hemorrhage - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 o] 0 0 o] 0 0 o] 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 101 -

Exp. No. E786 (115-236)

Table 1-3. -continued Clinical signs on dams
Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 S 9 9 S 9
Total 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 S 9 9 S 9

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



- 20T -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Gestation period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 17 11 11» 11 11 11 11 11 11»n 11 11 11 11 11 11 11 11 11 11 11 11
Total 12 11 11 112 11 11 11 11 11 11 11 11 11 112 11 11 11 11 11 11 11

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)
Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-0l -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Gestation period (day)

Finding R > B------- > 9------- > 10------- > 11------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmet
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing

hane
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Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Gestation period (day)

Finding T > 8------- > 9------- > 10------- > 1l1------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 7 1 7 8 2 8 7 3 7 8 2 8 8 4 8 8 2 8 8 2 8
Total 7 1 7 8 2 8 7 3 7 8 2 8 8 4 8 8 2 8 8 2 8
Abnormal respiratory noise - 7 7 8 8 8 7 7 7 8 8 8 8 8 8 8 8 8 8
+ 1 1 1 0 0 0 1 1 1 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Soiled fur - 8 8 8 8 8 3 8 8 3 8 8 3 8 8 8 8 8 8 8 8 8
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Salivation - 8 1 8 8 2 8 8 3 8 8 2 8 8 4 8 8 2 8 8 2 8
+ 0 7 0 0 6 0 0 5 0 0 6 0 0 4 0 0 6 0 0 6 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Urogenital hemorrhage - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 o] 0 0 o] 0 0 o] 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 901 -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)
Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 S 9 9 S 9
Total 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 S 9 9 S 9

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- LOT -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Gestation period (day)
Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal 17 11 11» 11 11 11 11 11 11»n 11 11 11 11 11 11 11 11 11 11 11 11

Totagal 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)
Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 601 -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Gestation period (day)

Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



-0l -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Gestation period (day)

Finding 14------- > 15------- > 16------- > 17------- > 8------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 8 3 8 8 4 8 8 2 8 8 3 8 8 3 8 8 7 8 8 5 8
Total 8 3 8 8 4 8 8 2 8 8 3 8 8 3 8 8 7 8 8 5 8
Abnormal respiratory noise - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Soiled fur - 8 8 8 8 8 3 8 8 3 8 8 3 8 8 8 8 8 8 8 8 8
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Salivation - 8 3 8 8 4 8 8 2 8 8 3 8 8 3 8 8 7 8 8 6 8
+ 0 5 0 0 4 0 0 6 0 0 5 0 0 5 0 0 1 0 0 2 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Urogenital hemorrhage - 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 7 8
+ 0 0 0 0 0 0 0 0 0 0 o] 0 0 o] 0 0 o] 0 0 1 0
Total 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



11T -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)
Finding 21------- > 22------- >
Part 1 2 3 1 2 3
Normal - 9 9 9 1 1 1
Total 9 9 9 1 1 1

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



-CIl-

Table 1-3. -continued

Clinical signs on dams

ExXp. No.

E786

(115-236)

8 mg/kg/day

Group-No.: 01 BPF-SG
Gestation period (day)
Finding 21------- > 22------- >
Part 1 2 3 1 2 3
Normal - 11 11 11 1 1 1
Total 11 11 11 1 1 1

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)
Finding 21------- > 22------- >
Part 1 2 3 1 2 3
Normal - 10 10 10 5 5 4
Total 10 10 10 5 5 4

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



Il -

Table 1-3. -continued

Clinical signs on dams

ExXp. No.

E786

(115-236)

Group-No.: 03 BPF-SG

200 mg/kg/day

Gestation period (day)
Finding 21------- > 22------- >
Part 1 2 3 1 2 3
Normal - 11 11 11 4 4 4
Total 11 11 11 4 4 4
Salivation - 11 11 11 4 4 4
+ 0 0 0 0 0 0
Total 11 11 11 4 4 4

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-3. -continued

Clinical signs on dams

ExXp. No.

E786

(115-236)

Group-No.: 04 BPF-SG

1000 mwg/kg/day

Gestation period (day)

Finding 21------- > 22------- > 23------- > 24------- > 25

Part 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 8 6 8 4 4 3 3 2 2 1 0 1 1
Total 8 6 8 4 4 3 3 2 2 1 0 1 1
Abnormal respiratory noise - 8 8 8 4 4 3 3 3 2 1 1 1 1
+ 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 4 4 3 3 3 2 1 1 1 1
Soiled fur - 8 8 8 4 4 3 3 3 2 1 1 1 1
Anogenital region + 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 4 4 3 3 3 2 1 1 1 1
Salivation - 8 6 8 4 4 3 3 2 2 1 0 1 1
+ 0 2 0 0 0 0 0 1 0 0 1 0 0
Total 8 8 8 4 4 3 3 3 2 1 1 1 1
Urogenital hemorrhage - 8 8 8 4 4 3 3 3 2 1 1 1 1
+ 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 8 8 8 4 4 3 3 3 2 1 1 1 1

BPF-SG :dihydroxydiphenylmet
1 :Before dosing

hane

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Lactation period (day)
Finding 0------- > l1------- > 2------- > 3--—---- > 4
Part 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 9 9 9 9 9 9 9 9 9 9 9 9 9
Total 9 9 9 9 9 9 9 9 9 9 9 9 9

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



“LIT-

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Lactation period (day)
Finding 0------- > l1------- > 2------- S > 4
Part 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 1 11 11» 11 11 11 11 11 11 11 11 11 11
Total 12 11 11 112 11 11 11 11 11 11 11 11 11

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 1-3. -continued

Clinical signs on dams

ExXp. No.

E786

(115-236)

Group-No.: 02 BPF-SG

40 mg/kg/day

Lactation period (day)
Finding 0------- > 1------- > 2------- > 3------- > 4
Part 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 9 9 10 10 10 10 10 10 10 10 10 10 10
Total 9 $ 10 10 10 10 10 10 10 10 10 10 10

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



-6I1 -

Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 mg/kg/day
Lactation period (day)
Finding 0------- > l1------- > 2------- S > 4
Part 1 2 3 1 2 3 1 2 3 1 2 3
Normal - 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Table 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Lactation period (day)
Finding 0------- > l1------- > 2------- > 3------- > 4
Part 1 2 3 1 2 3 1 2 3 1 2 3

Normal - 5 2 7 7 5 7 7 2 6 6 3 6 6
Total 5 2 7 7 5 7 7 2 6 6 3 6 6
Salivation - 5 2 7 7 5 7 7 2 6 6 3 6 6
+ 0 3 0 0 2 0 0 4 0 0 3 0 0
Total 5 5 7 7 7 7 7 6 6 6 6 6 6

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Table 2-1. Body weight changes of male rats Exp. No. E786 (115-236)
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day 7 14 21 28 35 42 ( 0-42)
00 N 12 12 12 12 12 12 12 12
Control Mean 369. 402.1 432.8 459.8 486.7 514.2 537.1 167.5
0 S.D. 16. 19.9 22.5 26.2 28.3 33.5 35.8 24.8
01 N 12 12 12 12 12 12 12 12
BPF-8G Mean 370. 408.4 441 .4 465.0 489.5 514.2 534.8 164.3
8 S.D. 20. 29.1 32.5 35.5 39.1 44.2 46 .5 28.4
02 N 12 12 12 12 12 12 12 12
BPF-SG Mean 367. 401.0 432.9 455.3 480.5 506.4 531.5 163.7
40 S.D. 18. 22.9 27.1 32.4 35.7 41 .4 46.3 31.4
03 N 12 12 12 12 12 12 12 12
BPF-SG Mean 367. 398.9 428.9 449.5 475.1 497.6 519.4 152.3
200 S.D. 18. 21.2 20.3 19.0 21.5 23.7 23.7 16.90
04 N 12 12 12 11 11 11 11 11
BPF-SG Mean 367. 376.5* 395.0%** 409.0%** 427 1** 445, 1** 461 .1** 93.8%%*
1000 S.D. 19. 22.2 22.9 26.9 29.0 30.4 36.6 26.8
Significantly different from control group * P £ 0.05 , ** P < 0.01 (Dunnett’s multiple test)

BPF-SG :dihydroxydiphenylmethane
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Table 2-2. Body weight changes of female rats Exp. No. E786 (115-236)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day 0 7 14 21 28 35 42 49 53 ( 0-14)
00 N 12 12 12 1 1 1 1 1 1 12
Control Mean 226 .4 242.8 253.1 268.3 282.0 265.6 272.7 284.5 292.9 26.7
0 S.D. 8.1 10.3 12.0 6.4
01 N 12 12 12 1 1 1 1 1 1 12
BPF-8G Mean 228.4 241 .4 252.0 294.0 317.2 304.9 309.5 315.4 318.0 23.6
8 S.D. 8.3 10.2 11.9 8.2
02 N 12 12 12 1 12
BPF-SG Mean 227.8 239.8 249.8 279.9 22.0
40 S.D. 7.1 7.9 9.0 5.8
03 N 12 12 12 12
BPF-8G Mean 228.1 235.4 241.9 13.7**
200 S.D. 9.0 9.8 13.3 9.9
04 N 12 12 12 2 12
BPF-SG Mean 228.5 233.6 242.9 263.0 14 .4**
1000 S.D. 8.7 7.7 8.3 4.3 8.9

Significantly different from control group ** P < 0.01 (Dunnett’s multiple test)
BPF-SG :dihydroxydiphenylmethane
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Table 2-3. Body weight changes of dams Exp. No. E786 (115-236)
Group-No. Gestation period (day) Unit:g
Dose Gain
mg/kg/day 0 7 14 20 ( 0-20)
00 N 9 9 9 9 9
Control Mean 261.5 291.5 323.2 399.1 137.6
0 S.D. 11.2 12.5 15.2 25.3 18.0
01 N 11 11 11 11 11
BPF-SG Mean 255.5 284.6 317.9 388.1 132.6
8 S.D. 12.4 15.1 17.2 23.2 20.3
02 N 10 10 10 10 10
BPF-SG Mean 255.5 285.1 318.7 393.9 138.4
40 S.D. 14 .4 12.2 14.6 20.5 15.0
03 N 12 12 12 12 12
BPF-8G Mean 243 .4*%* 270, 7** 302.4%* 368.2%* 124.8
200 S.D. 12.9 12.8 15.6 19.6 13.2
04 N 7 7 7 7 7
BPF-SG Mean 242.8%* 265.7** 291, 7** 328.6%* 85, 7**
1000 S.D. 7.4 16.5 14.7 24 .6 20.7
Significantly different from control group * P £ 0.05 , ** P < 0.01 (Dunnett’s multiple test)

BPF-SG :dihydroxydiphenylmethane
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Table 2-3. -continued Body weight changes of dams Exp. No. E786 (115-236)

Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg/day 0 4 ( 0- 4)
00 N 9 9 9
Control Mean 298.5 327.0 28.5
0 S.D. 15.8 17.5 14.8
01 N 11 11 11
BPF-8G Mean 285.1 315.1 30.1
8 S.D. 18.1 18.1 14.5
02 N 10 10 10
BPF-SG Mean 290.0 309.5 15.5
40 S.D. 18.3 15.0 17.4
03 N 12 12 12
BPF-8G Mean 268.7** 294 3** 25.7
200 S.D. 13.8 16.7 14.3
04 N 7 6 6
BPF-SG Mean 275.3%* 274 .8*% -3.7**
1000 S.D. 21.1 17.6 10.0

Significantly different from control group * P £ 0.05 , ** P < 0.01 (Dunnett’s multiple test)
BPF-SG :dihydroxydiphenylmethane
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Table 3-1. Food consumption of male rats Exp. No. E786 (115-236)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 21 28 35 21
mg/kg/day = 7 => 14 => 28 => 35 => 42 => 14 => 42
00 N 12 12 11 12 12 12 11
Control Mean 27 27 27 28 28 375 579
0 S.D. 3 2 2 3 3 29 47
01 N 12 12 11 12 12 12 11
BPF-8G Mean 28 27 27 27 27 383 562
8 S.D. 3 3 2 2 2 37 42
02 N 12 12 11 12 12 12 11
BPF-SG Mean 27 27 27 27 28 382 564
40 S.D. 2 2 2 3 3 23 43
03 N 12 12 12 12 12 12 12
BPF-8G Mean 27 26 26 27 27 368 557
200 S.D. 2 2 2 2 2 26 34
04 N 12 12 9 11 11 12 9
BPF-SG Mean 21** 25 27 27 26 318%*%* 563
1000 S.D. 3 3 2 2 3 25 44

Significantly different from control group ** P < 0.01 (Dunnett’s multiple test)

BPF-SG :dihydroxydiphenylmethane
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Table 3-2. Food consumption of female rats Exp. No. E786 (115-236)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 28 35 42 49
mg/kg/day = 7 => 14 => 35 => 42 => 49 => 53 => 14
00 N 12 12 1 1 1 1 12
Control Mean 19 19 16 18 19 20 263
0 S.D. 1 1 17
01 N 12 12 1 1 1 1 12
BPF-8G Mean 19 18 17 18 20 19 256
8 S.D. 1 1 17
02 N 12 12 12
BPF-SG Mean 19 18 257
40 S.D. 1 1 17
03 N 12 12 12
BPF-8G Mean 17* 17% 239%*
200 S.D. 2 2 26
04 N 12 12 12
BPF-SG Mean 15*%* 17# 222%%*
1000 S.D. 2 2 22

Significantly different from control group * P £ 0.05 , ** P < 0.01 (Dunnett’s multiple test)
Significantly different from control group # P < 0.05 (Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)
BPF-SG :dihydroxydiphenylmethane
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Table 3-3. Food consumption of dams Exp. No. E786 (115-236)
Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 14 18
mg/kg/day = 7 => 14 => 18 => 20 => 20
00 N 9 9 9 9 9
Control Mean 22 23 25 21 462
0 S.D. 1 1 2 2 25
01 N 11 11 11 11 11
BPF-8G Mean 20 22 24 19 433
8 S.D. 2 2 3 2 41
02 N 10 10 10 10 10
BPF-SG Mean 21 23 25 20 454
40 S.D. 2 2 2 2 31
03 N 12 12 12 12 12
BPF-8G Mean 19*%* 22 25 184 423 %
200 S.D. 2 2 2 4 34
04 N 7 7 7 7 7
BPF-SG Mean 19** 21 23% 19 408%*
1000 S.D. 2 2 2 1 30
Significantly different from control group * P £ 0.05 ** P < 0.01 (Dunnett’s multiple test)
Significantly different from control group # P < 0.05 (Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)

BPF-SG :dihydroxydiphenylmethane
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Table 3-3. -continued Food consumption of dams Exp. No. E786 (115-236)
Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg/day => 4
00 N 9
Control Mean 33
0 S.D. 5
01 N 11
BPF-38G Mean 30
8 S.D. 5
02 N 10
BPF-SG Mean 28
40 S.D. 8
03 N 12
BPF-S8G Mean 28
200 S.D. 4
04 N 6
BPF-SG Mean 1o##
1000 S.D. 2

Significantly different from control group ## P <

BPF-SG :dihydroxydiphenylmethane

0.01 (Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)
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Table 4-1. Absolute and relative organ weights of male rats Exp. No. E786 (115-236)

Group-No.
Dose Body weight Testes Epididymides Prostate Seminal vesicle
mg/kg/day (g) (g) {g%) (mg) (mg%) (mg) (mg%) {(mg) (mg%)
00 N 12 12 12 12 12
Control Mean 537.1 3.27 0.61 1254 234 1357 255 1698 319
0 S.D. 35.8 0.44 0.08 131 24 172 43 178 48
01 N 12 12 12 12 12
BPF-SG Mean 534.8 3.07 0.58 1186 223 1184 221 1458* 274*
8 S.D. 46.5 0.36 0.09 174 36 173 21 143 35
02 N 12 12 12 12 12
BPF-SG Mean 531.5 3.32 0.63 1272 241 1179 223 1558 293
40 S.D. 46 .3 0.37 0.10 109 26 239 45 275 43
03 N 12 12 12 12 12
BPF-S8G Mean 519.4 3.22 0.62 1206 232 1219 234 1444 ** 278%*
200 S.D. 23.7 0.40 0.08 190 32 237 42 159 31
04 N 11 11 11 11 11
BPF-SG Mean 461.1 3.29 0.72%* 1146 249 1025%* 222 1219%* 263 %%
1000 S.D. 36.6 0.36 0.08 107 24 147 22 200 30

IA
o

Significantly different from control group * P
BPF-SG: dihydroxydiphenylmethane

.05 , ** P £ 0.01 (Dunnett’s multiple test)



-0el -

Table 4-2. Absolute and relative organ weights of female rats Exp. No. E786 (115-236)

Group-No.
Dose Body weight Ovaries
mg/kg/day (9) (mg) (mg%)
00 N 9 9
Control Mean 327.0 98 30
0 S.D. 17.5 12 3
01 N 11 11
BPF-SG Mean 315.1 97 31
8 S.D. 18.1 11 3
02 N 10 10
BPF-SG Mean 309.5 99 32
40 S.D. 15.0 11 4
03 N 12 12
BPF-SG Mean 294.3 98 33
200 S.D. 16.7 10 3
04 N 6 6
BPF-SG Mean 274.8 86 31
1000 S.D. 17.6 23 7

No significant difference from the control.
BPF-SG: dihydroxydiphenylmethane



-I¢l-

Table 5-1. Gross necropsy findings of male rats (sacrificed at 42 day) Exp. No. E786 (115-236)

Sex: Male Generation: FO

Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 12 12 12 12 11
Organ Findings

RESPIRATORY SYSTEM
lungs brown patch 0 o] 0 2 0

DIGESTIVE SYSTEM

stamach thick o] 0 0 0 3
white patch o] 0 1 0 6
small intestine
diverticulum [o] 0 1 0 0
liver enlarged o 0 0 0 4
URINARY SYSTEM
kidneys brown patch (o] 0 1 0 0
cyst 0 0 1 0 0
scarred 0 0 1 1 3
REPRODUCTIVE SYSTEM
testes small 1 1 0 1 0
white patch o] 1 0 0 0
epididymides brown o] 1 0 0 0
nodule 0] o] 0 2 1

ENDOCRINE SYSTEM
pituitary gland
cyst ] 0 0 1 0
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Exp. No. E786 (115-236)

Table 5-2. Gross necropsy findings of male rats (dead)
Sex: Male Generation: FO
Dose level ( mg/kg ) 0 40 200 1000
No. of animals necropsied 0 0 1
Organ Findings
RESPIRATORY SYSTEM
lungs reddish - 1
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Table 5-3. Gross necropsy findings of dams (sacrificed) Exp. No. E786 (115-236)
Sex: Female Generation: FO
Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 9 11 10 12 6
Organ Findings
DIGESTIVE SYSTEM
stomach black patch 0 0 0 0 1
white patch 0 1 0 0 4
small intestine
diverticulum 0 1 0 0 0
liver enlarged 0 0 0 2 1
white patch 1 0 0 0 0
URINARY SYSTEM
kidneys scarred 1 2 1 0 1
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Exp. No. E786 (115-236)

Table 5-4. Gross necropsy findings of dams (dead)
Sex: Female Generation: FO
Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied o] 0 0 0 2
Organ Findings
RESPIRATORY SYSTEM
lungs reddish - - - - 1
DIGESTIVE SYSTEM
stomach black patch - - - - 1
white patch - - - - 1
liver white patch - - - - 1
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Exp. No. E786 (115-236)

Table 5-5. Gross necropsy findings of dams (all pups died)
Sex: Female Generation: FO
Dose level ( mg/kg ) 200 1000
No. of animals necropsied 0 1
Organ Findings
HEMATOPOIETIC SYSTEM
thymus atrophic - 1
DIGESTIVE SYSTEM
stomach reddish contents - 1
white patch - 1
REPRODUCTIVE SYSTEM
uterus reddish contents - 1
vagina reddish contents - 1
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Exp. No. E786 (115-236)

Table 5-6. Gross necropsy findings of rats (non-pregnancy)
Sex: Female Generation: FO
Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 2 0 2 0 2
Organ Findings
DIGESTIVE SYSTEM
stamach white patch 0 - 0 - 1
liver enlarged o] - 0 - 1
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Table 6-1. Histopathologic findings of male rats (sacrificed at 42 day) Exp. No. E786 (115-236)

Generation: F0

Male animals

Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 12 12 12 12 11
Organ Findings

RESPTIRATORY SYSTEM
lungs (0 (0 (0) (2) (0
hemorrhage - - -
inflammatory change, focal - - -

DIGESTIVE SYSTEM

forestomach (0 (0 (0 ( 0) (9
hyperplasia, squamous cell - - - - 9

glandular stomach (0) (0 (1) (0 (1)
cyst - - 1 - 1

jejunum (0) (0) (1) (0) (0
diverticula - - 1 - -

liver (0) (0 (0) (0) (4)
hypertrophy, hepatocyte - - - - 4

URINARY SYSTEM

kidneys (0) (0 (2) (L1 (3)
cyst - - 1 0 1
inflammatory change, focal - - 1 1 1

REPRODUCTIVE SYSTEM

testes (12) ( 2) (2) (1) (11)
atrophy, seminiferous tubule 1 2 0 1 1
epididymides (12) (2) (2) (2) (11)
cell debris, lumen 2 1 1 1 3
spermatic granuloma 0 1 o] 1 1
decrease, sperm 0 1 0 0 0
prostate (12) (1) (2) (0) (11)
infiltration, inflammatory cell 8 1 2 - 6
ENDOCRINE SYSTEM

pituitary gland (0) (0 (0) (L (0
cyst - -

(): No. of animals examined microscopically at this site.
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Table 6-2. Histopathologic findings of male rats (dead) Exp. No. E786 (115-236)

Generation: F0

Male animals

Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 0 0 0 0 1
Organ Findings
RESPTIRATORY SYSTEM
lungs (1)
congestion - - - - 1
REPRODUCTIVE SYSTEM
prostate (1)

infiltration, inflammatory cell - - - -

(): No. of animals examined microscopically at this site.



Table 6-3.

Generation: F0

Histopathologic findings of dams (sacrificed)

Exp. No. E786 (115-236)

Female animals
Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 9 11 10 12 6
Organ Findings
DIGESTIVE SYSTEM
forestomach 0) (0 0) 0) (4)
hyperplasia, squamous cell - - - - 4
glandular stomach 0) (1 0) 0) (1)
erosion - 0 - - 1
jejunum 0 (1) 0) 0 (0
diverticula - 1 - - -
liver 1) (0 0) 2) (1)
necrosis, hepatocyte 1 - - 0 0
hypertrophy, hepatocyte 0 - - 2 1
URINARY SYSTEM
kidneys 1) ( 2) 1) 0) (1)
inflammatory change, focal 0 2 0 - 0
— REPRODUCTIVE SYSTEM
v uterus 9) (0) 0) 0) (6
) post delivery lesion 9 - - - 6

(): No. of animals examined microscopically at this site.
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Table 6-4. Histopathologic findings of female rats (dead)

Generation: F0

Exp. No. E786 (115-236)

Female animals

Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 0 0 0 0 2
Organ Findings
RESPTIRATORY SYSTEM
lungs (1)
congestion - - - - 1
DIGESTIVE SYSTEM
forestomach (1)
- - - - 1

hyperplasia, squamous cell

(): No. of animals examined microscopically at this site.
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Histopathologic findings of dams (all pups died)

Table 6-5.

Generation: F0

Female animals
40 200 1000

0 8
0 0 0

Exp. No. E786 (115-236)

Dose level ( mg/kg )
No. of animals necropsied
Organ Findings

(1)
1

HEMATOPOIETIC SYSTEM
thymus
atrophy

DIGESTIVE SYSTEM

forestomach
hyperplasia, squamous cell

REPRODUCTIVE SYSTEM
uterus
post delivery lesion
retained placenta

at this

(1)
1

(1)
1

site.

(): No. of animals examined microscopically
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Histopathologic findings of rats (non-pregnancy)

Exp. No. E786 (115-236)

Table 6-6.
Generation: FO
Female animals
Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 2 0 2 0 2
Organ Findings
DIGESTIVE SYSTEM
forestomach (0) (0) (1)
hyperplasia, squamous cell - - - - 1
liver (0) (0) (1)
hypertrophy, hepatocyte - - - - 1
REPRODUCTIVE SYSTEM
vagina (2) (2) (2)
cystic dil, vaginal fornix 1 - 0 - 0

(): No. of animals examined microscopically at this site.
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Exp. No. E786 (115-236)

Table 6-7. Histopathologic findings of rats (abortion)
Generation: FO
Female animals
Dose level ( mg/kg ) 0 8 40 200 1000
No. of animals necropsied 0 0 0 0 1
Organ Findings
REPRODUCTIVE SYSTEM
uterus (1)
post delivery lesion - 1
retained placenta - 1
No. of animals examined microscopically at this site.

():
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Table 7. Stage VII-VIII of spermatogenesis of male rats

Exp.No.E786 (115-236)

Dose level (mg/kg) 0 1000

No. of animals examined histologically 12 11
Spermatogonia type A 0.15 £ 0.01 0.15 <+ 0.02
Preleptotene spermatocyte 224 + 023 217 =+ 0.13
Pachytene spermatocyte 352 £ 036 338 £+ 0.20
Round spermatid 520 + 042 518 + 052

Mean + S.D.
Values are expressed the number of cell type per Sertoli cell.
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Table 8. Copulation and fertility results Exp. No. E786 (115-236)

Group-No. 00 01 02 03 04
Dose Control BPF-SG BPF-SG BPF-SG BPF-SG
mg/kg/day 0 8 40 200 1000
No. of pairs mated 12 12 12 12 12
No. of pairs copulated 11 11 12 12 12
No. of pregnant females 9 11 10 12 8
Copulation index (%) 1) 91.7 91.7 100.0 100.0 100.0
Fertility index (%) 2) 81.8 100.0 83.3 100.0 72.7 a)

Estrus cycle

No. of animals examined 12 12 12 12 12
Mean estrus cycle (Days, MeantS.D.) 4.0t 0.0 4.2+ 0.5 4.2t 0.5 4.2+ 0.3 6.3+ 3.3(8)##
No. of animals with irregular estrous cycle 1/12 2/12 3/12 0/12 8/1233

Significantly different from control group ## P £ 0.01(Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)
Significantly different from control group $$ P < 0.01(Fisher)

1) (No. of animals with successful copulation / no. of animals mated) x 100

2) (No. of pregnant animals / no. of animals with successful copulation) x 100

a) :The animal of unknown fertility was excluded from the calculation.

Values in parentheses were expressed number of animals calculated.

BPF-SG: dihydroxydiphenylmethane
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Table 9. Findings of delivery in dams and observations on their ocffsprings Exp. No. E786 (115-236)

Group-No. 00 01 02 03 04
Dose Control BPF-SG BPF-SG BPF-SG BPF-SG
mg/kg/day 0 8 40 200 1000
No. of dams 9 11 10 12 8
No. of dams with live offspring 9 11 10 12
Gestation length (days) MeantS.D. 22.1+ 0.3 22.1+ 0.3 22.4+% 0.5 22.3+ 0.6 22.4+% 0.8
No. of corpora lutea Mean*S.D. 15.7 2.3 14.9+ 2.7 17.0 3.5 15.3% 1.5 15.0f 6.3
No. of implantation sites Mean*S.D. 14.9 2.0 14.4% 2.5 15.0 1.1 14.2+ 1.1 8.6 3.9##
No. of offspring delivered MeantS.D. 14.1+ 2.1 13.5 2.3 14.4f 1.0 13.1+ 1.7 7.1 3.7##
No. of live offspring
on day 0 MeantS.D 14.1+ 2.1 13.5+ 2.3 14.3t 0.9 13.1+ 1.7 7.0 3.5##
on day 4 Mean*S.D 13.8% 2.1 13.5&% 2.3 13.9% 1.1 13.0+ 1.7 5.0 3.1##

No. of dead offspring MeantS.D 0.0 0.0 0.0 0.0 0.1 0.3 0.0 0.0 0.1 0.4
No. of cannibalism MeantS.D 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Sex ratio of total number of offspring

at birth (M/Total) 0.54(69/127) 0.49(73/148) 0.55(79/144) 0.50(79/157) 0.56(28/50)
Sex ratio of live offspring

at birth (M/Total) 0.54(69/127) 0.49(73/148) 0.55(78/143) 0.50(79/157) 0.55(27/49)
Sex ratio of live offspring

on day 4 (M/Total) 0.54(67/124) 0.49(73/148) 0.55(77/139) 0.51(79/156) 0.51(18/35) a)
Sex ratio of total number of offspring

at birth (M/Total,litter) 0.547% 0.142 0.495+ 0.111 0.549t 0.166 0.504% 0.090 0.493+ 0.255
Sex ratio of live offspring

at birth (M/Total,litter) 0.547f 0.142 0.495+ 0.111 0.547f 0.164 0.504f 0.090 0.490+t 0.251
Sex ratio of live offspring

on day 4 (M/Total, litter) 0.548t 0.141 0.495% 0.111 0.551t 0.168 0.507t 0.091 0.455+% 0.250 a)

Significantly different from control group ## P < 0.01(Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)
a) :Excluded one litter that all pups died on day 2.
BPF-SG :dihydroxydiphenylmethane
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Table 9. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)

Group-No. 00 01 02 03 04
Dose Control BPF-SG BPF-SG BPF-SG BPF-SG
mg/kg/day 0 8 40 200 1000
Gestation index (%) 1) 100.0 100.0 100.0 100.0 87.5
Implantation index (%) 2) 95.57t 7.83 96.69t 5.07 90.77t 14.17 93.49+ 8.86 60.31% 26.44##
Delivery index (%, MeantS.D.) 3) 94 .67t 4.52 93.90x 4.84 96.15+ 5.35 92.21+ 7.77 76.81% 19.55##
Live birth index (%, MeantS.D.) 4) 100.00t 0.00 100.00+ 0.00 99.33+ 2.11 100.00+ 0.00 98.81+ 3.15
Viability index on day 4 (%, MeantS.D.) 5) 97.73t 4.77 100.00x 0.00 97.33t 6.44 99.41+ 2.06 82.14% 37.40
Body weight of live offspring (g)
on day 0 male MeantS.D. 6.62x 0.48 6.68 0.64 6.70 0.49 6.69t 0.81 6.84x 0.66(6) a)
female MeantS.D. 6.24xr 0.53 6.29+ 0.57 6.36 0.41 6.36x 0.71 6.81+ 0.84
on day 4 male MeantS.D. 10.74% 0.73 10.50f 1.53 10.06% 0.91 10.00% 1.33 11.54+ 1.88(5) a)b)
female MeantS.D. 10.13+ 0.86 10.02f 1.19 9.54+ 1.06 9.56+ 1.13 11.65f 1.94 b)
No. of live offspring
with anomalies Total (%) o( 0.0) 0( 0.0) 0( 0.0) 0( 0.0) 0( 0.0)

Significantly different from control group ## P < 0.01(Dunnett fashion test with Satterthwaite approximation and stepdown adjustments)
1) (No. of dams with live offspring / no. of pregnant female) x 100

) (No. of implantation sites / no. of corpora lutea) x 100

) (No. of offspring delivered / no. of implantation sites) x 100

) (No. of live offspring on day 0 / no. of offspring delivered) x 100

) (No. of live offspring on day 4 / no. of live offspring on day 0) x 100

) :One dam delivered only female.

) :Excluded one litter that all pups died on day 2.

Values in parentheses were expressed number of animals calculated.

BPF-SG :dihydroxydiphenylmethane

[V I NYWE N}
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Exp.N

0. E786 (115-236)

Table 10. Gross necropsy findings of pups
Dose level (mg/kg/day) 0 8 40 200 1000
Organ Findings
Male
Number of pups necropsied 67 73 77 79 18
Normal 66 73 77 79 18
URINARY SYSTEM
kidney cyst 1 0 0 0 0
Female
Number of pups necropsied 57 75 62 77 17
Normal 56 75 62 76 17
DIGESTIVE SYSTEM
liver nodule 1 0
white patch 0 19

Animal ID-No.: a) 2011-4M, b) 2005-6F, c) 2309-6F
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Table 11. Histopathologic findings of pups

40

Exp. No. E786 (115-236)

200 1000

Dose level (mg/kg/day)
Organ Findings

67

73

71

79 18

Male
Number of pups necropsied

URINARY SYSTEM
kidney cyst

Female
Number of pups necropsied

DIGESTIVE SYSTEM
necrosis, hepatocyte

liver

57

]b)

75

62

77 17

19

-: Not applicable
Animal ID-No.: a) 2011-4M, b) 2005-6F, c) 2309-6F
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Appendix 1-1. Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 0---> 1------- > 2------- > 3------- > 4------- > R > 6------- >
Animal-No. Part 1 2* 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1001 Normal - - - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - . _ _
1003 Normal - - - - - - - - - - - - - - . . - _ _ _
1004 Normal - - - - - - - - - - - - - - . . - _ _ _
1005 Normal - - - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - . _ _
1007 Normal - - - - - - - - - - - - - - . . - _ _ _
1008 Normal - - - - - - - - - . - - - - . . - _ _ _
1009 Normal - - - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - _ - . _ _
1012 Normal - - - - - - - - - - - - - - - - _ - - _
1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
*

:Approximate 30 to 60 minutes after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)

Finding 0---> 1------- > R > 3o > 4------- > R > 6------- >
Animal-No. Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 Normal - - - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ - - -
1104 Normal - - - - - - - - - - - - - - - - _ - - -
1105 Normal - - - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ - - -
1112 Normal - - - - - - - - - - - - - - - - _ . . .

BPF-SG :dihydroxydiphenylmethane

:Before dosing

:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing

* LD
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)

Finding 0---> 1------- > R > 3o > 4------- > R > 6------- >
Animal-No. Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1201 Normal - - - - - - - - - - - - - - - - - - - -
1202 Normal - - - - - - - - - - - - - - - - - - - -
1203 Normal - - - - - - - - - - - - - - - - _ - - -
1204 Normal - - - - - - - - - - - - - - - - _ - - -
1205 Normal - - - - - - - - - - - - - - - - - - - -
1206 Normal - - - - - - - - - - - - - - - - - - - -
1207 Normal - - - - - - - - - - - - - - - - - - - -
1208 Normal - - - - - - - - - - - - - - - - - - - -
1209 Normal - - - - - - - - - - - - - - - - - - - -
1210 Normal - - - - - - - - - - - - - - - - - - - -
1211 Normal - - - - - - - - - - - - - - - - _ - - -
1212 Normal - - - - - - - - - - - - - - - - _ . . .

BPF-SG :dihydroxydiphenylmethane

:Before dosing

:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing

* LD
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Appendix 1-1. -continued

Clinical signs on male

Exp. No.

E786 (115-236)

Group-No.: 03 BPF-SG

mg/kg/day

rats
0--->
1 2%

Administration period (day)
4

Finding
Animal-No. Part
1301 Normal
1302 Salivation
1303 Normal
1304 Normal
1305 Salivation
1306 Normal
1307 Salivation
1308 Normal
1309 Normal
1310 Salivation
1311 Normal
1312 Salivation

BPF-SG :dihydroxydiphenylmethane

:Before dosing

* W N

:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing
:Approximate 30 to 60 minutes after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)
Finding 0---> 1-------> 2------->  3--—---- 4-----T-5  5o______ > G- >
Animal-No. Part 1 2% 2 2 2 2 2 3 1 2 3
1401 Salivation - - + - + - - - + - + - - - -
1402 Soiled fur - - - - - - - - - - - - - - -
Anogenital region
Salivation - - + - + - + - + - + - - + -
1403 Salivation - - + - + - - - + - + - - + -
1404 Salivation - - + - + - - - + - + - - + -
1405 Salivation - - + - + - + - + - + - - + -
1406 Salivation - - + - + - + - + - + - - + -
1407 Salivation - - + - + - + - + - + - - + -
1408 Salivation - - + - + - + - + - + - - + -
1409 Abnormal respiratory noise - - - - - - - - - - - - - - -
Salivation - - + - - - - + - + - - - -
1410 Soiled fur - - - - - - - - - - - - - - -
Anogenital region
Salivation - - + - + - + - + - + - - - -
1411 Salivation - - + - + - - - + - + - - + -
1412 Soiled fur - - - - - - - - - - - - - - -
Anogenital region
Salivation - - + - + - + - + - + - - + -

BPF-SG :dihydroxydiphenylmethane

* W N

:Before dosing
:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding T - > B------- > S > 10------- > 11------- > 12------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1001 Normal - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - -
1003 Normal - - - - - - - - - - - - - - - - _ -
1004 Normal - - - - - - - - - - - - - - - - _ -
1005 Normal - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - -
1007 Normal - - - - - - - - - - - - - - - - - -
1008 Normal - - - - - - - - - - - - - - - - - -
1009 Normal - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - - _ -
1012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)

Finding T - > B------- > S > 10------- > 11------- > 12------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 Normal - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ -
1104 Normal - - - - - - - - - - - - - - - - _ -
1105 Normal - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ -
1112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)

Finding T - > B------- > S > 10------- > 11------- > 12------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1201 Normal - - - - - - - - - - - - - - - - - -
1202 Normal - - - - - - - - - - - - - - - - - -
1203 Normal - - - - - - - - - - - - - - - - _ -
1204 Normal - - - - - - - - - - - - - - - - _ -
1205 Normal - - - - - - - - - - - - - - - - - -
1206 Normal - - - - - - - - - - - - - - - - - -
1207 Normal - - - - - - - - - - - - - - - - - -
1208 Normal - - - - - - - - - - - - - - - - - -
1209 Normal - - - - - - - - - - - - - - - - - -
1210 Normal - - - - - - - - - - - - - - - - - -
1211 Normal - - - - - - - - - - - - - - - - _ -
1212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG mg/kg/day
Administration period (day)

Finding T----=-==>  B------->  9------- 10------- 1------- 12-——---- >
Animal-No. Part 1 2 2 2 1 2 1 2 1 2 3
1301 Normal - - - - - - - - - - - - - - -
1302 Salivation - - - - - - - - - - + - - - -
1303 Normal - - - - - - - - - - - - - - -
1304 Normal - - - - - - - - - - - - - - -
1305 Salivation - - - - - - - - - - - - - - -
1306 Normal - - - - - - - - - - - - - - -
1307 Salivation - - - - - - - - - - - - - - -
1308 Normal - - - - - - - - - - - - - - -
1309 Normal - - - - - - - - - - - - - - -
1310 Salivation - - - - - n - - - - - - - - _
1311 Normal - - - - - - - - - - - - - - -
1312 Salivation - - - - - - - _ + - - - . _ _

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)
Finding T----=-==>  B------->  9------- 10------- 1------- 12-——---- >
Animal-No. Part 1 2 2 2 1 2 1 2 1 2 3
1401 Salivation - + - + - + - - + - + - - + -
1402 Soiled fur - - - - - - - - - - - - - - -
Anogenital region
Salivation - + - + - + - - + - + - - + -
1403 Salivation - - - - - + - - + - - - - + -
1404 Salivation - + - - - + - - + - + - - + -
1405 Salivation - + - - - + - - + - + - - + -
1406 Salivation - + - + - + - - + - + - - + -
1407 Salivation - + - - - + - - + - + - - + -
1408 Salivation - + - + - + - - + - + - - + -
1409 Abnormal respiratory noise - - - - - - - - - - - - -
Salivation - + - - - + - - ¥ - - - - -
1410 Soiled fur - - - - - - - - - - - - - - -
Anogenital region
Salivation - + - - - + - - + - + - - + -
1411 Salivation - + - + - + - - + - - - - + -
1412 Soiled fur - - - - - - - - - - - - - - -
Anogenital region
Salivation - + - + - + - - + - + - - + -

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 13------- > 14------- > 15------- > 16------- > 17------- > 18------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1001 Normal - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - -
1003 Normal - - - - - - - - - - - - - - - - _ -
1004 Normal - - - - - - - - - - - - - - - - _ -
1005 Normal - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - -
1007 Normal - - - - - - - - - - - - - - - - - -
1008 Normal - - - - - - - - - - - - - - - - - -
1009 Normal - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - - _ -
1012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)

Finding 13------- > 14------- > 15------- > 16------- > 17------- > 18------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 Normal - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ -
1104 Normal - - - - - - - - - - - - - - - - _ -
1105 Normal - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ -
1112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 791 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)

Finding 13------- > 14------- > 15------- > 16------- > 17------- > 18------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1201 Normal - - - - - - - - - - - - - - - - - -
1202 Normal - - - - - - - - - - - - - - - - - -
1203 Normal - - - - - - - - - - - - - - - - _ -
1204 Normal - - - - - - - - - - - - - - - - _ -
1205 Normal - - - - - - - - - - - - - - - - - -
1206 Normal - - - - - - - - - - - - - - - - - -
1207 Normal - - - - - - - - - - - - - - - - - -
1208 Normal - - - - - - - - - - - - - - - - - -
1209 Normal - - - - - - - - - - - - - - - - - -
1210 Normal - - - - - - - - - - - - - - - - - -
1211 Normal - - - - - - - - - - - - - - - - _ -
1212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- €91 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG mg/kg/day
Administration period (day)

Finding 13------- 14------- 15------- 16------- R 18------- >
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 3
1301 Normal - - - - - - - - - - - - - - - - -
1302 Salivation - - - - - - - - - - - - - - - - -
1303 Normal - - - - - - - - - - - - - - - - -
1304 Normal - - - - - - - - - - - - - - - - -
1305 Salivation - - - - - - - - - - - - - - - - -
1306 Normal - - - - - - - - - - - - - - - - -
1307 Salivation - + - - - - - - - - - - _ _ _ _ _
1308 Normal - - - - - - - - - - - - - - - - -
1309 Normal - - - - - - - - - - - - - - - - -
1310 Salivation - - - - - - - - - - - - - - - - -
1311 Normal - - - - - - - - - - - - - - - - -
1312 Salivation - - - - - - - - - - - - + - - - -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)
Finding 13------- > 14------- > 15------- > 16------- > 17------- 18------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 1 2 3
1401 Salivation - + - - + - - + - - + - - + - - + -
1402 Soiled fur - - - - - - + + + + + + + + + + + +
Anogenital region
Salivation - + - - + - - + - - + - - + - - + -
1403 Salivation - - - - - - - + - - + - - + - - - -
1404 Salivation - + - - + - - + - - + - - + - - + -
1405 Salivation - + - - + - - + - - + - - + - - + _
1406 Salivation - + - - + - - + - - + - - + - - + -
1407 Salivation - + - - + - - + - - + - - + - - + -
1408 Salivation - + - - + - - + - - + - - + - - + -
1409 Abnormal respiratory noise - - - + + + - - - D
Salivation - + - - + - - ¥ . D
1410 Soiled fur - - - - - - - - - - - - - - - + + +
Anogenital region
Salivation - + - - + - - + - - + - - + - - + -
1411 Salivation - + - - + - - - - - - - - + - - + _
1412 Soiled fur + + + + + + + + + + + + + + + + + +
Anogenital region
Salivation - + - - + - - - - - + - _ + _ _ + _
D :dead

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 19------- > 20------- > 21------- > 22------- > 23------- > 24------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1001 Normal - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - -
1003 Normal - - - - - - - - - - - - - - - - _ -
1004 Normal - - - - - - - - - - - - - - - - _ -
1005 Normal - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - -
1007 Normal - - - - - - - - - - - - - - - - - -
1008 Normal - - - - - - - - - - - - - - - - - -
1009 Normal - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - - _ -
1012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 991 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)

Finding 19------- > 20------- > 21------- > 22------- > 23------- > 24------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 Normal - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ -
1104 Normal - - - - - - - - - - - - - - - - _ -
1105 Normal - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ -
1112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- L9T1 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)

Finding 19------- > 20------- > 21------- > 22------- > 23------- > 24------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1201 Normal - - - - - - - - - - - - - - - - - -
1202 Normal - - - - - - - - - - - - - - - - - -
1203 Normal - - - - - - - - - - - - - - - - _ -
1204 Normal - - - - - - - - - - - - - - - - _ -
1205 Normal - - - - - - - - - - - - - - - - - -
1206 Normal - - - - - - - - - - - - - - - - - -
1207 Normal - - - - - - - - - - - - - - - - - -
1208 Normal - - - - - - - - - - - - - - - - - -
1209 Normal - - - - - - - - - - - - - - - - - -
1210 Normal - - - - - - - - - - - - - - - - - -
1211 Normal - - - - - - - - - - - - - - - - _ -
1212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 wg/kg/day
Administration period (day)

Finding 19------- > 20------- > 21------- > 22------- > 23------- > 24------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1301 Normal - - - - - - - - - - - - - - - - - -
1302 Salivation - - - - - - - - - - - - - - - - - -
1303 Normal - - - - - - - - - - - - - - - - - -
1304 Normal - - - - - - - - - - - - - - - - - -
1305 Salivation - - - - - - - - - - - - - - - - + -
1306 Normal - - - - - - - - - - - - - - - - - -
1307 Salivation - - - - - - - - - - - - - - - - - -
1308 Normal - - - - - - - - - - - - - - - - - -
1309 Normal - - - - - - - - - - - - - - - - - -
1310 Salivation - - - - - - - - - - - - - - - - - -
1311 Normal - - - - - - - - - - - - - - - - - -
1312 Salivation - + - - - - - + - _ - - _ _ _ _ _ _

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 691 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)
Finding 19------- 20------- > 21------- > 22------- > 23------- > 24------- >
Animal-No. Part 1 2 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1401 Salivation - + - - + - - + - - + - - + - - + -
1402 Soiled fur + + + + + + - - - - - - - - - . - -
Anogenital region
Salivation - + - - + - - + - - + - - + - - + -
1403 Salivation - + - - + - - + - - + - - + - - + -
1404 Salivation - + - - + - - + - - + - - + - - + -
1405 Salivation - + - - + - - + - - + - - + - - + _
1406 Salivation - + - - + - - + - - + - - + - - + -
1407 Salivation - + - - + - - + - - + - - + - - + -
1408 Salivation - + - - + - - + - - + - - + - - + -
1409 Abnormal respiratory noise
Salivation
1410 Soiled fur + + + + + + + + + + + + + + + + + +
Anogenital region
Salivation - + - - + - - + - - + - - + - - + -
1411 Salivation - + - - + - - + - - + - - + - - + -
1412 Soiled fur + + + + + + - - - - - - - - - - - -
Anogenital region
Salivation - + - - + - - + - - + - - + - - + -

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-0L1 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 25--—----- > 26------- > 27------- > 28------- > 29------- > 30------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1001 Normal - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - -
1003 Normal - - - - - - - - - - - - - - - - _ -
1004 Normal - - - - - - - - - - - - - - - - _ -
1005 Normal - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - -
1007 Normal - - - - - - - - - - - - - - - - - -
1008 Normal - - - - - - - - - - - - - - - - - -
1009 Normal - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - - _ -
1012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 1LT -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)

Finding 25--—----- > 26------- > 27------- > 28------- > 29------- > 30------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 Normal - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ -
1104 Normal - - - - - - - - - - - - - - - - _ -
1105 Normal - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ -
1112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-CLT-

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)

Finding 25--—----- > 26------- > 27------- > 28------- > 29------- > 30------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1201 Normal - - - - - - - - - - - - - - - - - -
1202 Normal - - - - - - - - - - - - - - - - - -
1203 Normal - - - - - - - - - - - - - - - - _ -
1204 Normal - - - - - - - - - - - - - - - - _ -
1205 Normal - - - - - - - - - - - - - - - - - -
1206 Normal - - - - - - - - - - - - - - - - - -
1207 Normal - - - - - - - - - - - - - - - - - -
1208 Normal - - - - - - - - - - - - - - - - - -
1209 Normal - - - - - - - - - - - - - - - - - -
1210 Normal - - - - - - - - - - - - - - - - - -
1211 Normal - - - - - - - - - - - - - - - - _ -
1212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



“eLl -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG mg/kg/day
Administration period (day)

Finding 25------- 26------- 27-—----- 28---—--- 9-Z----- 30------- >
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 3
1301 Normal - - - - - - - - - - - - - - - - -
1302 Salivation - + - - + - - - - - - - - - - _ -
1303 Normal - - - - - - - - - - - - - - - - -
1304 Normal - - - - - - - - - - - - - - - - -
1305 Salivation - - - - - - - - - - - - - - - - -
1306 Normal - - - - - - - - - - - - - - - - -
1307 Salivation - - - - - - - - - - - - - - - - -
1308 Normal - - - - - - - - - - - - - - - - -
1309 Normal - - - - - - - - - - - - - - - - -
1310 Salivation - + - - - - - - - - - - - - - - -
1311 Normal - - - - - - - - - - - - - - - - -
1312 Salivation - + - - - - - + - - + - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



“VLT -

Appendix 1-1. -continued Clinical signs on male

rats Exp.

No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)
Finding 25------- > 26------- > 27------- > 28------- > 29------- > 30------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1401 Salivation - + - - + - - + - - + - - + - - + -
1402 Soiled fur - - - - - - - - - _ - - - - - - _ _
Anogenital region
Salivation - + - - + - - + - - + - - + - - + -
1403 Salivation - + - - - - - + - - n - - + - _ + _
1404 Salivation - + - - + - - + - - + - - + - - + -
1405 Salivation - + - - + - - + - - + - - + - - + _
1406 Salivation - + - - + - - + - - + - - + - - + -
1407 Salivation - + - - + - - - - - + - - + - _ + _
1408 Salivation - + - - + - - + - - + - - + - - + -
1409 Abnormal respiratory noise
Salivation
1410 Soiled fur + + + + + + - - - - - - - _ _ _ _ _
Anogenital region
Salivation - + - - + - - + - - + - - + - - + -
1411 Salivation - + - - + - - + - - + - - + - - + -
1412 Soiled fur - - - - - - - - - - - - - - - _ _ _
Anogenital region
Salivation - + - - + - - + - - + - - + - - + -

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-GLT -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)

Finding 31------- > 32------- > 33------- > 34------- > 35------- > 36------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1001 Normal - - - - - - - - - - - - - - - - - -
1002 Normal - - - - - - - - - - - - - - - - - -
1003 Normal - - - - - - - - - - - - - - - - _ -
1004 Normal - - - - - - - - - - - - - - - - _ -
1005 Normal - - - - - - - - - - - - - - - - - -
1006 Normal - - - - - - - - - - - - - - - - - -
1007 Normal - - - - - - - - - - - - - - - - - -
1008 Normal - - - - - - - - - - - - - - - - - -
1009 Normal - - - - - - - - - - - - - - - - - -
1010 Normal - - - - - - - - - - - - - - - - - -
1011 Normal - - - - - - - - - - - - - - - - _ -
1012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-9L1 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)

Finding 31------- > 32------- > 33------- > 34------- > 35------- > 36------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 Normal - - - - - - - - - - - - - - - - - -
1102 Normal - - - - - - - - - - - - - - - - - -
1103 Normal - - - - - - - - - - - - - - - - _ -
1104 Normal - - - - - - - - - - - - - - - - _ -
1105 Normal - - - - - - - - - - - - - - - - - -
1106 Normal - - - - - - - - - - - - - - - - - -
1107 Normal - - - - - - - - - - - - - - - - - -
1108 Normal - - - - - - - - - - - - - - - - - -
1109 Normal - - - - - - - - - - - - - - - - - -
1110 Normal - - - - - - - - - - - - - - - - - -
1111 Normal - - - - - - - - - - - - - - - - _ -
1112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



“LLT -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)

Finding 31------- > 32------- > 33------- > 34------- > 35------- > 36------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1201 Normal - - - - - - - - - - - - - - - - - -
1202 Normal - - - - - - - - - - - - - - - - - -
1203 Normal - - - - - - - - - - - - - - - - _ -
1204 Normal - - - - - - - - - - - - - - - - _ -
1205 Normal - - - - - - - - - - - - - - - - - -
1206 Normal - - - - - - - - - - - - - - - - - -
1207 Normal - - - - - - - - - - - - - - - - - -
1208 Normal - - - - - - - - - - - - - - - - - -
1209 Normal - - - - - - - - - - - - - - - - - -
1210 Normal - - - - - - - - - - - - - - - - - -
1211 Normal - - - - - - - - - - - - - - - - _ -
1212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-8L1 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 wg/kg/day
Administration period (day)

Finding 31------- > 32------- > 33------- > 34------- > 35------- > 36------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1301 Normal - - - - - - - - - - - - - - - - - -
1302 Salivation - - - - - - - - - - - - - + - - - -
1303 Normal - - - - - - - - - - - - - - - - - -
1304 Normal - - - - - - - - - - - - - - - - - -
1305 Salivation - - - - - - - - - - - - - + - - + -
1306 Normal - - - - - - - - - - - - - - - - - -
1307 Salivation - - - - - - - - - - - - - - - - - -
1308 Normal - - - - - - - - - - - - - - - - - -
1309 Normal - - - - - - - - - - - - - - - - - -
1310 Salivation - - - - - - - - - - - - - + - - + -
1311 Normal - - - - - - - - - - - - - - - - - -
1312 Salivation - - - - - - - - - - + - - + - - - -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



“6L1 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)
Finding 31------- 32------- 33------- 34---1--- 5-—----- 36------- >
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 3
1401 Salivation - + - - + - - + - - + - + - - + -
1402 Soiled fur - - - - - - - - - - - - - - - - -
Anogenital region
Salivation - + - - + - - + - - + - + - - ¥ -
1403 Salivation - + - - + - - + - - + - + - - + -
1404 Salivation - + - - + - - + - - + - + - - + -
1405 Salivation - + - - + - - + - - + - + - - + -
1406 Salivation - + - - + - - + - - + - + - - + -
1407 Salivation - - - - - - - - - - + - + - - + -
1408 Salivation - + - - + - - + - - + - + - - + -
1409 Abnormal respiratory noise
Salivation
1410 Soiled fur - - - - - - - - - - - - - - - . -
Anogenital region
Salivation - + - - + - - + - - + - + - - + -
1411 Salivation - + - - + - - + - - + - + - - + -
1412 Soiled fur - - - - - - - - - - - - - - - - _
Anogenital region
Salivation - + - - + - - + - - + - + - - ¥ -

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 081 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Administration period (day)
Finding 37— - > 38------- > 39------- > 40---"--- > 41------- > 42

Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1001 Normal - - - - - - - - - - - - - - - - sC
1002 Normal - - - - - - - - - - - - - - - - scC
1003 Normal - - - - - - - - - - - - - - - - sC
1004 Normal - - - - - - - - - - - - - - - - ac
1005 Normal - - - - - - - - - - - - - - - - ac
1006 Normal - - - - - - - - - - - - - - - - scC
1007 Normal - - - - - - - - - - - - - - - - scC
1008 Normal - - - - - - - - - - - - - - - - sc
1009 Normal - - - - - - - - - - - - - - - - scC
1010 Normal - - - - - - - - - - - - - - - - sc
1011 Normal - - - - - - - - - - - - - - - - sC
1012 Normal - - - - - - - - - _ - - - - - . sC

SC:sacrificed

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 181 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Administration period (day)
Finding 37— - > 38------- > 39------- > 40------- > 41------- > 42

Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1101 Normal - - - - - - - - - - - - - - - - sC
1102 Normal - - - - - - - - - - - - - - - - scC
1103 Normal - - - - - - - - - - - - - - - - sC
1104 Normal - - - - - - - - - - - - - - - - ac
1105 Normal - - - - - - - - - - - - - - - - ac
1106 Normal - - - - - - - - - - - - - - - - scC
1107 Normal - - - - - - - - - - - - - - - - scC
1108 Normal - - - - - - - - - - - - - - - - sc
1109 Normal - - - - - - - - - - - - - - - - scC
1110 Normal - - - - - - - - - - - - - - - - sc
1111 Normal - - - - - - - - - - - - - - - - sC
1112 Normal - - - - - - - - - _ - - - - - . sC

SC:sacrificed

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-8l -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Administration period (day)
Finding 37— - > 38------- > 39------- > 40------- > 41------- > 42

Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1201 Normal - - - - - - - - - - - - - - - - sC
1202 Normal - - - - - - - - - - - - - - - - scC
1203 Normal - - - - - - - - - - - - - - - - sC
1204 Normal - - - - - - - - - - - - - - - - ac
1205 Normal - - - - - - - - - - - - - - - - ac
1206 Normal - - - - - - - - - - - - - - - - scC
1207 Normal - - - - - - - - - - - - - - - - scC
1208 Normal - - - - - - - - - - - - - - - - sc
1209 Normal - - - - - - - - - - - - - - - - scC
1210 Normal - - - - - - - - - - - - - - - - sc
1211 Normal - - - - - - - - - - - - - - - - sC
1212 Normal - - - - - - - - - _ - - - - - . sC

SC:sacrificed

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- €81 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG mg/kg/day
Administration period (day)

Finding 37— - 38---—-—- 39--————- 40------ 1------- 42
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
1301 Normal - - - - - - - - - - - - - - - sc
1302 Salivation - - - - - - - - - - - - - - - scC
1303 Normal - - - - - - - - - - - - - - - sC
1304 Normal - - - - - - - - - - - - - - - Ile
1305 Salivation - + - - + - - - - - - - - - - ac
1306 Normal - - - - - - - - - - - - - - - scC
1307 Salivation - - - - - - - - - - - - - - - scC
1308 Normal - - - - - - - - - - - - - - - scC
1309 Normal - - - - - - - - - - - - - - - scC
1310 Salivation - - - - + - - - - - - - - - - sc
1311 Normal - - - - - - - - - - - - - - - sC
1312 Salivation - + - - + - - - - - - - + - - sc

SC:sacrificed

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



- P81 -

Appendix 1-1. -continued Clinical signs on male rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Administration period (day)
Finding 37---—--- 38------- 39------—- 40------- 1-2----- 42
Animal-No. Part 1 2 1 2 1 2 1 2 1 2
1401 Salivation - + - - + - - + - - + - + - - scC
1402 Soiled fur - - - - - - - - - - - - - - - scC
Anogenital region
Salivation - + - - + - - + - - + - + - - sC
1403 Salivation - + - - + - - + - - + - + - - sc
1404 Salivation - + - - + - - + - - + - + - - sc
1405 Salivation - + - - + - - + - - + - + - - sc
1406 Salivation - + - - + - - + - - + - + - - sc
1407 Salivation - + - - + - - + - - - - - - - sC
1408 Salivation - + - - + - - + - - + - + - - scC
1409 Abnormal respiratory noise
Salivation
1410 Soiled fur - - - - - - - - - - - - - - - sC
Anogenital region
Salivation - + - - + - - + - - + - + - - sc
1411 Salivation - + - - + - - + - - + - + - - sc
1412 Soiled fur - - - - - - - - - - - - - - - sC
Anogenital region
Salivation - + - - + - - + - - + - + - - sC

SC:sacrificed

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 681 -

Appendix 1-2. Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)

Finding 0---> 1------- > 2--=-=-=-=- > 3= > 4-—----- > L > 6------- >
Animal-No. Part 1 2* 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 Normal - - - - - - - - - - - - - - - - - - - -
2002 Normal - - - - - - - - - - - - - - - - - . _ _
2003 Normal - - - - - - - - - - - - - - . . - _ _ _
2004 Normal - - - - - - - - - - - - - - . . - _ _ _
2005 Normal - - - - - - - - - - - - - - - - - - - -
2006 Normal - - - - - - - - - - - - - - - - - . _ _
2007 Normal - - - - - - - - - - - - - - . . - _ _ _
2008 Normal - - - - - - - - - . - - - - . . - _ _ _
2009 Normal - - - - - - - - - - - - - - - - - - - -
2010 Normal - - - - - - - - - - - - - - - - - - - -
2011 Normal - - - - - - - - - - - - - - - _ - . _ _
2012 Normal - - - - - - - - - - - - - - - - _ - - _
1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
*

:Approximate 30 to 60 minutes after dosing



- 981 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Pre-mating period (day)

Finding 0---> 1------- > R > 3= > 4------- > R > 6------- >
Animal-No. Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 Normal - - - - - - - - - - - - - - - - - - - -
2102 Normal - - - - - - - - - - - - - - - - - - - -
2103 Normal - - - - - - - - - - - - - - - - _ - - -
2104 Normal - - - - - - - - - - - - - - - - _ - - -
2105 Normal - - - - - - - - - - - - - - - - - - - -
2106 Normal - - - - - - - - - - - - - - - - - - - -
2107 Normal - - - - - - - - - - - - - - - - - - - -
2108 Normal - - - - - - - - - - - - - - - - - - - -
2109 Normal - - - - - - - - - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - - - - - - _ - - -
2112 Normal - - - - - - - - - - - - - - - - _ . . .

BPF-SG :dihydroxydiphenylmethane

:Before dosing

:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing

* LD



- L8T -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Pre-mating period (day)

Finding 0---> 1------- > R > 3= > 4------- > R > 6------- >
Animal-No. Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 Normal - - - - - - - - - - - - - - - - - - - -
2202 Normal - - - - - - - - - - - - - - - - - - - -
2203 Normal - - - - - - - - - - - - - - - - _ - - -
2204 Normal - - - - - - - - - - - - - - - - _ - - -
2205 Normal - - - - - - - - - - - - - - - - - - - -
2206 Normal - - - - - - - - - - - - - - - - - - - -
2207 Normal - - - - - - - - - - - - - - - - - - - -
2208 Normal - - - - - - - - - - - - - - - - - - - -
2209 Normal - - - - - - - - - - - - - - - - - - - -
2210 Normal - - - - - - - - - - - - - - - - - - - -
2211 Normal - - - - - - - - - - - - - - - - _ - - -
2212 Normal - - - - - - - - - - - - - - - - _ . . .

BPF-SG :dihydroxydiphenylmethane

:Before dosing

:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing

* LD



- 881 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 wg/kg/day
Pre-mating period (day)

Finding 0---> 1------->  2-------> 3-"-____ 4-Z-----5  5o______ > G- >
Animal-No. Part 1 2% 2 2 2 1 2 2 3 1 2 3
2301 Normal - - - - - - - - - - - - - - -
2302 Normal - - - - - - - - - - - - - - -
2303 Normal - - - - - - - - - - - - - - -
2304 Salivation - - - - - - - - - - - - - - -
2305 Salivation - - - - - - - - - - - - - - -
2306 Normal - - - - - - - - - - - - - - -
2307 Normal - - - - - - - - - - - - - - -
2308 Normal - - - - - - - - - - - - - - -
2309 Normal - - - - - - - - - - - - - - -
2310 Normal - - - - - - - - - - - - - - -
2311 Salivation - - - - - - - - - - - - - - -
2312 Salivation - - - - - - - - - - - _ - - -

BPF-SG :dihydroxydiphenylmethane

* LD

:Before dosing
:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing



- 681 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Pre-mating period (day)

Finding 0---> 1------- > R > 3= > 4------- > R > 6------- >
Animal-No. Part 1 2% 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2401 Salivation - - - + - - + - - - - - + - - + - - - -
2402 Salivation - - - + - - + - - + - - + - - + - - + -
2403 Salivation - - - + - - + - - + - - + - - + - - - -
2404 Salivation - - - + - - + - - + - - + - - + - - + -
2405 Salivation - - - + - - + - - - - - + - - + - - - -
2406 Salivation - - - + - - + - - + - - + - - + - - + -
2407 Salivation - - - + - - + - - + - - + - - + - - + -
2408 Abnormal respiratory noise - - - - - - - - - - - - - - - - - - - -

Salivation - - - + - - + - - + - - + - - + - - + .
2409 Salivation - - - + - - + - - + - - + - - + - - + -
2410 Salivation - - - + - - + - - - - - + - . + - _ _ _
2411 Salivation - - - + - - + - - - - - + - - + - - + -
2412 Salivation - - - + - - + - - + - - + - - + - - + -

BPF-SG :dihydroxydiphenylmethane

:Before dosing

:Just after dosing to approximate 30 minutes after dosing
:3 to 6 hours after dosing

:Approximate 30 to 60 minutes after dosing

* W N



- 061 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)

Finding T - > B------- > S > 10------- > 11------- > 12------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 Normal - - - - - - - - - - - - - - - - - -
2002 Normal - - - - - - - - - - - - - - - - - -
2003 Normal - - - - - - - - - - - - - - - - _ -
2004 Normal - - - - - - - - - - - - - - - - _ -
2005 Normal - - - - - - - - - - - - - - - - - -
2006 Normal - - - - - - - - - - - - - - - - - -
2007 Normal - - - - - - - - - - - - - - - - - -
2008 Normal - - - - - - - - - - - - - - - - - -
2009 Normal - - - - - - - - - - - - - - - - - -
2010 Normal - - - - - - - - - - - - - - - - - -
2011 Normal - - - - - - - - - - - - - - - - _ -
2012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 161 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Pre-mating period (day)

Finding T - > B------- > S > 10------- > 11------- > 12------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 Normal - - - - - - - - - - - - - - - - - -
2102 Normal - - - - - - - - - - - - - - - - - -
2103 Normal - - - - - - - - - - - - - - - - _ -
2104 Normal - - - - - - - - - - - - - - - - _ -
2105 Normal - - - - - - - - - - - - - - - - - -
2106 Normal - - - - - - - - - - - - - - - - - -
2107 Normal - - - - - - - - - - - - - - - - - -
2108 Normal - - - - - - - - - - - - - - - - - -
2109 Normal - - - - - - - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - - - - - - _ -
2112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 261 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Pre-mating period (day)

Finding T - > B------- > S > 10------- > 11------- > 12------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 Normal - - - - - - - - - - - - - - - - - -
2202 Normal - - - - - - - - - - - - - - - - - -
2203 Normal - - - - - - - - - - - - - - - - _ -
2204 Normal - - - - - - - - - - - - - - - - _ -
2205 Normal - - - - - - - - - - - - - - - - - -
2206 Normal - - - - - - - - - - - - - - - - - -
2207 Normal - - - - - - - - - - - - - - - - - -
2208 Normal - - - - - - - - - - - - - - - - - -
2209 Normal - - - - - - - - - - - - - - - - - -
2210 Normal - - - - - - - - - - - - - - - - - -
2211 Normal - - - - - - - - - - - - - - - - _ -
2212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- €61 -

Appendix 1-2.

-continued

Clinical signs on female rats

Exp.

No. E786 (115-236)

Group-No. :

Animal-No.

03 BPF-SG

Finding
Part

200

mg/kg/day

2301
2302
2303
2304
2305
2306
2307
2308
2309
2310
2311

2312

Normal
Normal
Normal
Salivation
Salivation
Normal
Normal
Normal
Normal
Normal
Salivation

Salivation

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



- ¥61 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Pre-mating period (day)

Finding T - > B------- > S > 10------- > 11------- > 12------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2401 Salivation - + - - - - - + - - + - - + - - + _
2402 Salivation - + - - - - - + - - + - - + - - + -
2403 Salivation - - - - - - - + - - + - - - - - _ -
2404 Salivation - + - - + - - + - - + - - + - - + -
2405 Salivation - + - - - - - + - - + - - + - - + -
2406 Salivation - + - - + - - + - - + - - + - - + -
2407 Salivation - + - - - - - + - - + - - + - - + -
2408 Abnormal respiratory noise + + + - - - - - - - - - - - - - - -

Salivation - + - - + - - + - - + - - + - - + -
2409 Salivation - + - - + - - + - - + - - + - - + -
2410 Salivation - + - - - - - + - - ¥ - - - - - . -
2411 Salivation - + - - - - - + - - + - - + - - + -
2412 Salivation - + - - + - - + - - + - - + - - + -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 661 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Pre-mating period (day)

Finding 13------- > 1d------- >
Animal-No. Part 1 2 3 1 2 3
2001 Normal - - - - - -
2002 Normal - - - - - -
2003 Normal - - - - - -
2004 Normal - - - - - .
2005 Normal - - - - - .
2006 Normal - - - - - -
2007 Normal - - - - - -
2008 Normal - - - - - .
2009 Normal - - - - - .
2010 Normal - - - - - -
2011 Normal - - - - - -
2012 Normal - - - - - -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 961 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Pre-mating period (day)

Finding 13------- > 1d4------- >
Animal-No. Part 1 2 3 1 2 3
2101 Normal - - - - - -
2102 Normal - - - - - -
2103 Normal - - - - - -
2104 Normal - - - - - -
2105 Normal - - - - - -
2106 Normal - - - - - -
2107 Normal - - - - - -
2108 Normal - - - - - -
2109 Normal - - - - - -
2110 Normal - - - - - -
2111 Normal - - - - - -
2112 Normal - - - - - .

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- L6l -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Pre-mating period (day)

Finding 13------- > 1d4------- >
Animal-No. Part 1 2 3 1 2 3
2201 Normal - - - - - -
2202 Normal - - - - - -
2203 Normal - - - - - -
2204 Normal - - - - - -
2205 Normal - - - - - -
2206 Normal - - - - - -
2207 Normal - - - - - -
2208 Normal - - - - - -
2209 Normal - - - - - -
2210 Normal - - - - - -
2211 Normal - - - - - -
2212 Normal - - - - - .

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 861 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 wg/kg/day
Pre-mating period (day)
Finding 13----o-o |
Animal-No. Part 1 2 1 2
2301 Normal - - - - - -
2302 Normal - - - - - -
2303 Normal - - - - - -
2304 Salivation - - - - - -
2305 Salivation - - - - - -
2306 Normal - - - - - -
2307 Normal - - - - - -
2308 Normal - - - - - -
2309 Normal - - - - - -
2310 Normal - - - - - -
2311 Salivation - - - - - -
2312 Salivation - - - - - -

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 661 -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Pre-mating period (day)

Finding 13------- > 1d4------- >
Animal-No. Part 1 2 3 1 2 3
2401 Salivation - + - - + -
2402 Salivation - + - - + -
2403 Salivation - - - - - -
2404 Salivation - + - - + -
2405 Salivation - + - - + -
2406 Salivation - + - - + -
2407 Salivation - + - - + -
2408 Abnormal respiratory noise - - - - - -

Salivation - + - - + _
2409 Salivation - + - - + -
2410 Salivation - + - - + -
2411 Salivation - + - - + -
2412 Salivation - + - - + -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 1------- > 2------- > 3------- > 4------- > R > 6------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 Normal - - - - - - - - - - - - - - - - - -
2002 Normal - - - - . -
2003 Normal - . _
2004 Normal - - - - . _
2005 Normal - - - - - -
2006 Normal - - -
2010 Normal - - - - . _
1
& 2011 Normal .

<
|

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 10T -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)

Finding 1------- > 2------- > 3------- > 4------- > 5------- > 6------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 Normal - - -
2102 Normal - - - - - -
2103 Normal - - - - - - - - - - - - - - - - _ -
2104 Normal - - - - - -
2105 Normal - - -
2106 Normal - - - - - -
2108 Normal - - -
2109 Normal - - -
2110 Normal - - - - - - - - -
2111 Normal - - - - - -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 20T -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Mating period (day)

Finding 1------- > 2------- > 3------- > 4------- > 5------- > 6------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2202 Normal - - - - - -
2203 Normal - - - - - -
2205 Normal - - - - - - - - -
2206 Normal - - - - - -
2207 Normal - - -
2208 Normal - - -
2210 Normal - - - - - - _ - -
2211 Normal - - - - - -
2212 Normal - - - - - - - - - - - - - - - - - -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- €0T -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 03 BPF-SG 200 wg/kg/day
Mating period (day)
Finding 1------- > 2------- > 3------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3
2302 Normal - - -
2303 Normal - - -
2305 Normal - - - - - -
2306 Normal - - -
2307 Normal - - -
2308 Normal - - - - - - - - -
2309 Normal - - - - - - _ - -
2311 Normal - - - - - -
2312 Salivation - - - - - - - + -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 0T -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Mating period (day)
Findingg. ~  1-------3>  2------->  3------- > 4---—--~"-5 5o ___ G- >
Animal-No. Part 2 2 2 3 1 2 2 1 P 3
2401 Salivation - - - - + - - + - + - - + -
2402 Salivation + - + - + -
2403 Normal - -
2404 Soiled fur + + + + + + + + + - -
Anogenital region
Salivation + - + - + - - + - n -
2406 Soiled fur + + + + + + + + + + + + + +
Anogenital region
Salivation + - + - + - - + - + - - + -
2407 Soiled fur + +
Anogenital region
Salivation + -
2408 Salivation + - + -
2409 Salivation + -
2410 Salivation + -
2412 Salivation - - - - + - - + - + - - + -

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



(115-236)

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786
Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding T - > B------- > 9------- > 10------- > 11------- > 12------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 Normal - - - - oo oo e e e e e

:Before dosing

1
:3 to 6 hours after dosing

2
3

:Just after dosing to approximate 30 minutes after dosing

- 60T -



- 90T -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding T-------> B------->  9------- > 0------- 11------- 12------- >
Animal-No. Part 1 2 2 2 3 1 2 1 2 1 2 3
2103 Normal - - - - - - - - - L.

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



- LOT -

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Mating period (day)
Finding T-------> B------->  9------- > 0------- 11------- 12------- >
Animal-No. Part 1 2 2 2 3 1 2 1 2 1 2 3
2212 Normal - - - - - - - - - L.

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



- 80T -

ExXp. No.

E786

(115-236)

Mating period (day)

Appendix 1-2. -continued Clinical signs on female rats
Group-No.: 04 BPF-SG 1000 mwg/kg/day

Finding ~ Je—-—---
Animal-No. Part 2
2406 Soiled fur + +

Anogenital region

Salivation + -

2412 Salivation + -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



(115-236)

1 :Before dosing
2
:3 to 6 hours after dosing

3

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786
Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 13------- > 14------- > 15------- > G------- > 17------- > 18------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 Normal - - - .o oo o oo e e e
:Just after dosing to approximate 30 minutes after dosing

- 60T -



-0IC-

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 13------- 14------- 15------- > 16------- 17------- 18------- >
Animal-No. Part 1 2 1 2 1 2 3 1 2 1 2 1 2 3
2103 Normal - .o ..o o e e e e e

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



(115-236)

:Before dosing
:3 to 6 hours after dosing

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786
Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 19------- > 20------- > 21------- > 2------- > 23------- > 24------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 Normal - - - .o oo o oo e e e
:Just after dosing to approximate 30 minutes after dosing

[SSH N

- 11T~



-CIC-

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 19------- 20------- 21-----2- > 22------- 23------- 24------- >
Animal-No. Part 1 2 1 2 1 2 3 1 2 1 2 1 2 3
2103 Normal - .o ..o o e e e e e

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



(115-236)

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786
Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 25--—----- > 26------- > 27------- > 28------- > 29------- > 30------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 Normal - - - - oo oo e e e e e

:Before dosing

1
:3 to 6 hours after dosing

2
3

:Just after dosing to approximate 30 minutes after dosing

R



“¥IC-

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding ] Jp—— 26------- 27-----1- > 28------- 29------- 30------- >
Animal-No. Part 1 2 1 2 1 2 3 1 2 1 2 1 2 3
2103 Normal - .o ..o o e e e e e

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



(115-236)

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786
Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 31------- > 32------- > 33------- > 34------- > 35------- > 36------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 Normal - - - - oo oo e e e e e

:Before dosing

1
:3 to 6 hours after dosing

2
3

:Just after dosing to approximate 30 minutes after dosing

1%



-91C-

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 31------- 32------- 33------ > 34------- 35------- 36------- >
Animal-No. Part 1 2 1 2 1 2 3 1 2 1 2 1 2 3
2103 Normal - .o ..o o e e e e e

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



- LIT-

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Mating period (day)
Finding 37------- 38------- 39
Animal-No. Part 1 2 1 2
2001 Normal - - - - - - - SC

SC:sacrificed

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-8IC-

Appendix 1-2. -continued Clinical signs on female rats Exp. No. E786 (115-236)
Group-No.: 01 BPF-SG 8 mg/kg/day
Mating period (day)
Finding 37------- 38------- 39
Animal-No. Part 1 2 1 2
2103 Normal - - - - - - - SC

SC:sacrificed

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-61C-

Appendix 1-3. Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > R >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2002 Normal - - - - - - - - - - - - - - - - - -
2003 Normal - - - - - - - - - - - - - - - - - -
2004 Normal - - - - - - - - - - - - - - - - _ -
2005 Normal - - - - - - - - - - - - - - - - _ -
2006 Normal - - - - - - - - - - - - - - - - - -
2007 Normal - - - - - - - - - - - - - - - - - -
2008 Normal - - - - - - - - - - - - - - - - - -
2009 Normal - - - - - - - - - - - - - - - - - -
2010 Normal - - - - - - - - - - - - - - - - - -
2011 Normal - - - - - - - - - - - - - - - - - -
2012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-0CC -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > R >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 Normal - - - - - - - - - - - - - - - - - -
2102 Normal - - - - - - - - - - - - - - - - - -
2104 Normal - - - - - - - - - - - - - - - - _ -
2105 Normal - - - - - - - - - - - - - - - - _ -
2106 Normal - - - - - - - - - - - - - - - - - -
2107 Normal - - - - - - - - - - - - - - - - - -
2108 Normal - - - - - - - - - - - - - - - - - -
2109 Normal - - - - - - - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - - - - - - - -
2112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 1¢C-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > R >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 Normal - - - - - - - - - - - - - - - - - -
2202 Normal - - - - - - - - - - - - - - - - - -
2203 Normal - - - - - - - - - - - - - - - - _ -
2204 Normal - - - - - - - - - - - - - - - - _ -
2205 Normal - - - - - - - - - - - - - - - - - -
2206 Normal - - - - - - - - - - - - - - - - - -
2207 Normal - - - - - - - - - - - - - - - - - -
2208 Normal - - - - - - - - - - - - - - - - - -
2209 Normal - - - - - - - - - - - - - - - - - -
2210 Normal - - - - - - - - - - - - - - - - - -
2211 Normal - - - - - - - - - - - - - - - - _ -
2212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- CCC-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 wg/kg/day
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > R >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2301 Normal - - - - - - - - - - - - - - - - - -
2302 Normal - - - - - - - - - - - - - - - - - -
2303 Normal - - - - - - - - - - - - - - - - _ -
2304 Normal - - - - - - - - - - - - - - - - _ -
2305 Normal - - - - - - - - - - - - - - - - - -
2306 Normal - - - - - - - - - - - - - - - - - -
2307 Normal - - - - - - - - - - - - - - - - - -
2308 Normal - - - - - - - - - - - - - - - - - -
2309 Normal - - - - - - - - - - - - - - - - - -
2310 Normal - - - - - - - - - - - - - - - - - -
2311 Salivation - + - - - - - - - _ . . . _ _ _ ¥ _
2312 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- €CC-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 04 BPF-SG 1000 mwg/kg/day
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > Y >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2401 Salivation - + - - + - - + - - + - - + - - + -
2402 Salivation - + - - + - - - - _ + - _ + . _ + _
2403 Normal - - - - - - - - - - - - - - - - _ -
2404 Salivation - + - - + - - + - - + - - + - - + -
2405 Salivation - + - - + - - + - - + - - - - - + -
2406 Soiled fur + + + + + + + + + + + + - - - - - -

Anogenital region

Salivation - + - - + - - + - - + - - - - - + _
2407 Abnormal respiratory noise - - - - - - - - - - - - + + + - - -

Soiled fur + + + + + + + + + + + + + + + - - -

Anogenital region

Salivation - + - - + - - - - - n - - + - - + _
2408 Salivation - + - - + - - + - - + - - + - - + .
2409 Salivation - + - - + - - + - - + - - T+ - - + -
2410 Irregular respiration - - - - - - - - - - - + D

Abnormal respiratory noise - - - - - - - - - - - + D

Salivation - + - - + - - + - - + - D
2411 Salivation - + - - + - - - - - . . . _ _ _ + _

Urogenital hemorrhage - - - - - - - - - - - - - - - - - -
2412 Salivation - + - - + - - + - - + - - - - - _ _
D :dead

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- ¥CT -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)

Finding 6------- > T - > B------- > R > 10------- > 11------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2002 Normal - - - - - - - - - - - - - - - - - -
2003 Normal - - - - - - - - - - - - - - - - - -
2004 Normal - - - - - - - - - - - - - - - - _ -
2005 Normal - - - - - - - - - - - - - - - - _ -
2006 Normal - - - - - - - - - - - - - - - - - -
2007 Normal - - - - - - - - - - - - - - - - - -
2008 Normal - - - - - - - - - - - - - - - - - -
2009 Normal - - - - - - - - - - - - - - - - - -
2010 Normal - - - - - - - - - - - - - - - - - -
2011 Normal - - - - - - - - - - - - - - - - - -
2012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



1%

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Gestation period (day)

Finding 6------- > T - > B------- > R > 10------- > 11------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 Normal - - - - - - - - - - - - - - - - - -
2102 Normal - - - - - - - - - - - - - - - - - -
2104 Normal - - - - - - - - - - - - - - - - _ -
2105 Normal - - - - - - - - - - - - - - - - _ -
2106 Normal - - - - - - - - - - - - - - - - - -
2107 Normal - - - - - - - - - - - - - - - - - -
2108 Normal - - - - - - - - - - - - - - - - - -
2109 Normal - - - - - - - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - - - - - - - -
2112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-9TC -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)

Finding 6------- > T - > B------- > R > 10------- > 11------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 Normal - - - - - - - - - - - - - - - - - -
2202 Normal - - - - - - - - - - - - - - - - - -
2203 Normal - - - - - - - - - - - - - - - - _ -
2204 Normal - - - - - - - - - - - - - - - - _ -
2205 Normal - - - - - - - - - - - - - - - - - -
2206 Normal - - - - - - - - - - - - - - - - - -
2207 Normal - - - - - - - - - - - - - - - - - -
2208 Normal - - - - - - - - - - - - - - - - - -
2209 Normal - - - - - - - - - - - - - - - - - -
2210 Normal - - - - - - - - - - - - - - - - - -
2211 Normal - - - - - - - - - - - - - - - - _ -
2212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- LTC-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 wg/kg/day
Gestation period (day)

Finding 6------- > T - > B------- > R > 10------- > 11------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2301 Normal - - - - - - - - - - - - - - - - - -
2302 Normal - - - - - - - - - - - - - - - - - -
2303 Normal - - - - - - - - - - - - - - - - _ -
2304 Normal - - - - - - - - - - - - - - - - _ -
2305 Normal - - - - - - - - - - - - - - - - - -
2306 Normal - - - - - - - - - - - - - - - - - -
2307 Normal - - - - - - - - - - - - - - - - - -
2308 Normal - - - - - - - - - - - - - - - - - -
2309 Normal - - - - - - - - - - - - - - - - - -
2310 Normal - - - - - - - - - - - - - - - - - -
2311 Salivation - - - - - - - - - - - - - - - - - -
2312 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-8CC-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Gestation period (day)

Finding. ~~  f------->  J------->  B------- > 9o > 10------- 11------- >
Animal-No. Part 2 2 2 3 1 2 3 1 2 1 P 3
2401 Salivation + - + - + - - + - - + - - + -
2402 Salivation + - + - + - - + - - + - - + -
2403 Normal - - - - - - - - - - - - - _ -
2404 Salivation + - + - - - - - - - - _ _ _ _
2405 Salivation + - + - + - - - - - n - - - -
2406 Soiled fur - - - - - - - - - - - - - - -

Anogenital region

Salivation - - - - - - - - - - - - - - -
2407 Abnormal respiratory noise - - - - - - - - - -

Soiled fur - - - - - - - - - - - - - _ _

Anogenital region

Salivation + - + - + - - + - - + - - + -
2408 Salivation + - + - + - - + - - + - - + -
2409 Salivation + - + - + - - + - - + - - + -
2410 Irregular respiration

Abnormal respiratory noise

Salivation
2411 Salivation - - - - - - - - . -

Urogenital hemorrhage - - - - - - - - - - - - - - -
2412 Salivation + - + - + - - + - - + - - + -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



- 6CC -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)

Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2002 Normal - - - - - - - - - - - - - - - - - -
2003 Normal - - - - - - - - - - - - - - - - - -
2004 Normal - - - - - - - - - - - - - - - - _ -
2005 Normal - - - - - - - - - - - - - - - - _ -
2006 Normal - - - - - - - - - - - - - - - - - -
2007 Normal - - - - - - - - - - - - - - - - - -
2008 Normal - - - - - - - - - - - - - - - - - -
2009 Normal - - - - - - - - - - - - - - - - - -
2010 Normal - - - - - - - - - - - - - - - - - -
2011 Normal - - - - - - - - - - - - - - - - - -
2012 Normal - - - - - - - - - - - - - - - - _ -

1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-0eT-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Gestation period (day)

Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 Normal - - - - - - - - - - - - - - - - - -
2102 Normal - - - - - - - - - - - - - - - - - -
2104 Normal - - - - - - - - - - - - - - - - _ -
2105 Normal - - - - - - - - - - - - - - - - _ -
2106 Normal - - - - - - - - - - - - - - - - - -
2107 Normal - - - - - - - - - - - - - - - - - -
2108 Normal - - - - - - - - - - - - - - - - - -
2109 Normal - - - - - - - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - - - - - - - -
2112 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 1eC-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)

Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 Normal - - - - - - - - - - - - - - - - - -
2202 Normal - - - - - - - - - - - - - - - - - -
2203 Normal - - - - - - - - - - - - - - - - _ -
2204 Normal - - - - - - - - - - - - - - - - _ -
2205 Normal - - - - - - - - - - - - - - - - - -
2206 Normal - - - - - - - - - - - - - - - - - -
2207 Normal - - - - - - - - - - - - - - - - - -
2208 Normal - - - - - - - - - - - - - - - - - -
2209 Normal - - - - - - - - - - - - - - - - - -
2210 Normal - - - - - - - - - - - - - - - - - -
2211 Normal - - - - - - - - - - - - - - - - _ -
2212 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- CEC-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 wg/kg/day
Gestation period (day)

Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2301 Normal - - - - - - - - - - - - - - - - - -
2302 Normal - - - - - - - - - - - - - - - - - -
2303 Normal - - - - - - - - - - - - - - - - _ -
2304 Normal - - - - - - - - - - - - - - - - _ -
2305 Normal - - - - - - - - - - - - - - - - - -
2306 Normal - - - - - - - - - - - - - - - - - -
2307 Normal - - - - - - - - - - - - - - - - - -
2308 Normal - - - - - - - - - - - - - - - - - -
2309 Normal - - - - - - - - - - - - - - - - - -
2310 Normal - - - - - - - - - - - - - - - - - -
2311 Salivation - - - - - - - - - - - - - - - - - -
2312 Normal - - - - - - - - - - - - - - - - _ -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- EET-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Gestation period (day)

Finding 12------- 13------- 14------- 15------- 16------- 17------- >
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 3
2401 Salivation - + - - + - - + - - + - - + - - + -
2402 Salivation - + - - + - - + - - + - - + - - + .
2403 Normal - - - - - - - - - - - - - - - - _ -
2404 Salivation - - - - + - - + - - + - - + - - + -
2405 Salivation - + - - + - - + - - - - - n - - + -
2406 Soiled fur - - - - - - - - - - - - - - - - - _

Anogenital region

Salivation - - - - - - - - - - - - - - - - - -
2407 Abnormal respiratory noise - - - - - - - - - - - - - - - - - -

Soiled fur - - - - - - - - - - - - - - - _ - _

Anogenital region

Salivation - + - - + - - - - - - - - - - - _ _
2408 Salivation - + - - + - - + - - + - - + - - + .
2409 Salivation - + - - + - - + - - + - - T+ - - + -
2410 Irregular respiration

Abnormal respiratory noise

Salivation
2411 Salivation - - - - - - - - - - - - - - - -

Urogenital hemorrhage - - - - - - - - - - - - - - - - - -
2412 Salivation - + - - + - - + - - + - - + - - - -

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- ¥EC -

Appendix 1-3. -continued

Clinical signs on dams

Exp.

No. E786

(115-236)

Group-No.: 00 Control

mg/kg/day Gostati
estatlion

period (day)
21------- > 22------- > 23
1 2 3 1 2 3 1

:Just after dosing to approximate 30 minutes after dosing

Finding

Animal-No. Part
2002 Normal
2003 Normal
2004 Normal
2005 Normal
2006 Normal
2007 Normal
2008 Normal
2009 Normal
2010 Normal
2011 Normal
2012 Normal
1 :Before dosing

% :3 to 6 hours after deosing



- CET-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Gestation period (day)

Finding 18------- > 19------- > 20------- > 21------- > 22------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 Normal - - - - - - - - - - - -
2102 Normal - - - - - - - - - _ - -
2104 Normal - - - - - - - - - - - - - - -
2105 Normal - - - - - - - - - - - -
2106 Normal - - - - - - - - - - - -
2107 Normal - - - - - - - - - _ - -
2108 Normal - - - - - - - - - _ - -
2109 Normal - - - - - - - - - - - -
2110 Normal - - - - - - - - - - - -
2111 Normal - - - - - - - - - - - -
2112 Normal - - - - - - - - - - - -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 9¢ET -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)

Finding 18------- > 19------- > 20------- > 21------- > 22------- > 23------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 Normal - - - - - - - - - - - -
2202 Normal - - - - - - - - - - - - - - -
2203 Normal - - - - - - - - - - - - - - - - _ -
2204 Normal - - - - - - - - - - - -
2205 Normal - - - - - - - - - - - - - - -
2206 Normal - - - - - - - - - _ - -
2207 Normal - - - - - - - - - - - - - - - - _ -
2208 Normal - - - - - - - - - - - -
2209 Normal - - - - - - - - - - - - - -
2210 Normal - - - - - - - - - - - - - - -
2211 Normal - - - - - - - - - - - - - - -
2212 Normal - - - - - - - - - _ - -

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- LET-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 wg/kg/day
Gestation period (day)

Finding 18------- > 19------- > 20------- > 21------- > 22------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2301 Normal - - - - - - - - - - - - - - -
2302 Normal - - - - - - - - - _ - -
2303 Normal - - - - - - - - - - - -
2304 Normal - - - - - - - - - - - -
2305 Normal - - - - - - - - - - - - - - -
2306 Normal - - - - - - - - - _ - -
2307 Normal - - - - - - _ - -
2308 Normal - - - - - - - - - - - -
2309 Normal - - - - - - - - - - - -
2310 Normal - - - - - - - - - - - - - - -
2311 Salivation - - - - - - - - - - - -
2312 Normal - - - - - - - - - _ - - - . .

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 8¢EC-

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Gestation period (day)

Finding 18------- 19------- 20------- 21------- 22------- 23------- >
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 3
2401 Salivation - + - - - - - + - - + - - + - - + _
2402 Salivation - + - - + - - + - - + -
2403 Normal - - - - - - - - - - - - - - - - _
2404 Salivation - + - - - - - . . _ _ _
2405 Salivation - + - - - - - - - - - - - - - - _ _
2406 Soiled fur - - - - - - - - - - - - D

Anogenital region

Salivation - + - - - - - - - - - - D
2407 Abnormal respiratory noise - - - - - - - - - - - - - - - - - -

Soiled fur - - - - - - - - - - - - - - - - - _

Anogenital region

Salivation - - - - - - - - - - - - - - - - + -
2408 Salivation - + - - - - - + - - ¥ -
2409 Salivation - + - - - - - - - - - _
2410 Irregular respiration

Abnormal respiratory noise

Salivation
2411 Salivation - - - - - - - - - - - - - -

Urogenital hemorrhage - - - - - - - + - - - - - -
2412 Salivation - - - - - - - - - - - - - - - - _ _
D :dead

BPF-SG :dihydroxydiphenylmethane
1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



- 68T -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 00 Control 0 mg/kg/day
Gestation period (day)
Finding 24------- 25
Animal-No. Part 1 2
2002 Normal
2003 Normal
2004 Normal
2005 Normal
2006 Normal
2007 Normal - - - - ND
2008 Normal
2009 Normal
2010 Normal
2011 Normal
2012 Normal - - - - ND

ND:not delivery
1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing
3

:3 to 6 hours after dosing



-0vC -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 02 BPF-SG 40 mg/kg/day
Gestation period (day)
Finding 24------- 25
Animal-No. Part 1 2
2201 Normal
2202 Normal
2203 Normal - - - - ND
2204 Normal
2205 Normal
2206 Normal
2207 Normal - - - - ND
2208 Normal
2209 Normal
2210 Normal
2211 Normal
2212 Normal

ND:not delivery
BPF-SG :dihydroxydiphenylmethane
1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing



<%

Exp. No.

E786

(115-236)

Gestation period (day)

Appendix 1-3. -continued Clinical signs on dams
Group-No.: 04 BPF-SG 1000 mwg/kg/day

Finding 24-------
Animal-No. Part 1
2401 Salivation - +
2402 Salivation
2403 Normal
2404 Salivation
2405 Salivation - +
2406 Soiled fur

Anogenital region

Salivation
2407 Abnormal respiratory noise

Soiled fur

Anogenital region

Salivation
2408 Salivation
2409 Salivation
2410 Irregular respiration

Abnormal respiratory noise

Salivation
2411 Salivation

Urogenital hemorrhage
2412 Salivation - -

ND

ND

ND

ND:not delivery

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



-Tre -

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 00 Control 0 mg/kg/day
Lactation period (day)

Finding 0------- > 1------- > 2------- > 3------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3
2002 Normal - - - - - - - - - - - - - sC
2003 Normal - - - - - - - - - - - - - sC
2004 Normal - - - - - - - - - - - - - se
2005 Normal - - - - - - - - - - - - - gc
2006 Normal - - - - - - - - - - - - - [l
2008 Normal - - - - - - - - - - - - - sC
2009 Normal - - - - - - - - - - - - - sC
2010 Normal - - - - - - - - - - - - - sC
2011 Normal - - - - - - - - - - - - - sC

SC:sacrificed

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



RS

Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 01 BPF-SG 8 mg/kg/day
Lactation period (day)

Finding 0------- > 1------- > 2------- > 3------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3
2101 Normal - - - - - - - - - - - - - gC
2102 Normal - - - - - - - - - - - - - sC
2104 Normal - - - - - - - - - - - - - se
2105 Normal - - - - - - - - - - - - - gc
2106 Normal - - - - - - - - - - - - - [l
2107 Normal - - - - - - - - - - - - - sC
2108 Normal - - - - - - - - - - - - - sC
2109 Normal - - - - - - - - - - - - - sC
2110 Normal - - - - - - - - - - - - - sC
2111 Normal - - - - - - - - - - - - - sC
2112 Normal - - - - - - - - - - - - - sC

SC:sacrificed

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 02 BPF-SG 40 mg/kg/day
Lactation period (day)

Finding 0------- > 1------- > 2------- > 3------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3
2201 Normal - - - - - - - - - - - - - gC
2202 Normal - - - - - - - - - - - - - sC
2204 Normal - - - - - - - - - - - - - se
2205 Normal - - - - - - - - - - - - - gc
2206 Normal - - - - - - - - - - - - - [l
2208 Normal - - - - - - - - - - - - - sC
2209 Normal - - - - - - - - - - - sC
2210 Normal - - - - - - - - - - - - - sC
2211 Normal - - - - - - - - - - - - - sC
2212 Normal - - - - - - - - - - - - - sC

SC:sacrificed

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing
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Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)

Group-No.: 03 BPF-SG 200 wg/kg/day
Lactation period (day)

Finding 0------- > 1------- > 2------- > 3------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3
2301 Normal - - - - - - - - - - - - - sC
2302 Normal - - - - - - - - - - - - - sC
2303 Normal - - - - - - - - - - - - - se
2304 Normal - - - - - - - - - - - - - gc
2305 Normal - - - - - - - - - - - - - [l
2306 Normal - - - - - - - - - - - - - sC
2307 Normal - - - - - - - - - - - - - sC
2308 Normal - - - - - - - - - - - - - sC
2309 Normal - - - - - - - - - - - - - sC
2310 Normal - - - - - - - - - - - - - sC
2311 Normal - - - - - - - - - - - - - sC
2312 Normal - - - - - - - - - _ - - - sC

SC:sacrificed

BPF-SG :dihydroxydiphenylmethane

1 :Before dosing

2 :Just after dosing to approximate 30 minutes after dosing
3 :3 to 6 hours after dosing



Appendix 1-3. -continued Clinical signs on dams Exp. No. E786 (115-236)
Group-No.: 04 BPF-SG 1000 mwg/kg/day
Lactation period (day)

Findingg, ~—~  0--==-==-3>  l------->  2-----—- > 3o >
Animal-No. Part 2 2 2 3 1 2 3
2402 Salivation + - - - + - - + - scC
2403 Salivation - - - + - - - - s¢
2404 Normal - - - - AP
2407 Salivation + - + - - - - + - ac
2408 Salivation + - + - + - - - - sc
2409 Salivation - - - - + - - + - s¢
2411 Normal - - - - - - - - sC

1
W7
I~

o SC:sacrificed
I BPF-SG :dihydroxydiphenylmethane
1 :Before dosing
2 :Just after dosing to approximate 30 minutes after dosing

3 :3 to 6 hours after dosing

AP:all pups died



Appendix 2-1.

Body weight changes of male rats

Exp. No.

E786

(115-236)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 28 35 2 ( 0-42)
00 1001 352.6 378.2 407.0 435.9 465.6 477.5 500.3 147.7
Control 1002 380.7 411.6 444 .0 469.9 498.3 536.7 569.1 188.4
0 1003 366.2 405.3 440.3 481.0 509.7 532.5 552.7 186.5
1004 351.3 383.0 413.7 436.3 459.7 493.7 511.4 160.1
1005 364 .4 397.8 436.7 468.5 492.3 525.0 541.3 176.9
1006 377.7 412.4 443.7 460.6 484.0 505.1 528.4 150.7
1007 374.1 405.9 430.7 456.8 475.9 499.3 524.7 150.6
1008 387.6 410.8 435.1 450.0 477.8 508.8 531.1 143.5
1009 366.7 395.3 417.9 439.6 469.0 488.5 513.7 147.0
1010 401.5 447 .6 488.5 526.2 561.1 600.3 630.8 229.3
1011 369.5 406.3 433.1 462.6 490.0 522.3 538.9 169.4
t; 1012 342.5 370.9 403.2 430.1 457 .4 480.2 502.2 159.7
fﬁ N 12 12 12 12 12 12 12 12
! Mean 369.6 402.1 432.8 459.8 486.7 514.2 537.1 167.5
S.D. 16.4 19.9 22.5 26.2 28.3 33.5 35.8 24.8
01 1101 366.5 401.5 431.2 457.7 480.2 492.7 512.4 145.9
BPF-SG 1102 385.7 427.1 460.5 487.1 515.2 544 .1 565.9 180.2
8 1103 333.3 359.7 388.9 398.5 419.6 438.2 457 .2 123.9
1104 347.6 383.9 415.6 447.5 467.8 493.0 510.5 162.9
1105 354.5 378.3 414.1 432.1 449.1 467 .7 494.0 139.5
1106 391.6 447 .2 492 .4 521.8 552.9 590.4 620.5 228.9
1107 374.9 419.5 454.1 473 .4 501.7 518.4 534.0 159.1
1108 403.8 454 .6 490.9 516.1 545.6 578.0 603.6 199.8
1109 377.1 417.3 450.6 473.9 496.9 525.9 542.6 165.5
1110 364.9 391.1 414.6 439.3 462.7 488.6 506.7 141.8
1111 389.9 431.6 464 .3 487.3 512.8 539.7 558.5 168.6
1112 355.5 389.5 419.6 444 .9 468.9 493.7 511.3 155.8
N 12 12 12 12 12 12 12 12
Mean 370.4 408.4 441 .4 465.0 489.5 514.2 534.8 164.3
S.D. 20.6 29.1 32.5 35.5 39.1 44,2 46.5 28.4

BPF-SG :dihydroxydiphenylmethane



Appendix 2-1.

-continued

Body weight changes of male rats

Exp. No.

E786

(115-236)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 28 35 2 ( 0-42)
02 1201 384.2 425.7 467 .2 496.9 532.8 560.7 587.9 203.7
BPF-3SG 1202 368.2 391.7 416.8 432.2 458.0 491.0 514.9 146.7
40 1203 374.6 413.3 445.6 460.2 479.2 498.3 506.9 132.3
1204 362.1 404 .5 446 .1 475.8 499.2 525.1 560.1 158.0
1205 340.8 369.3 391.3 404 .6 421.1 436.3 456.0 115.2
1206 349.5 371.4 396.5 422.7 446.8 473.5 490.9 141.4
1207 354.8 382.4 411.6 438.9 465.3 480.3 506.6 151.8
1208 385.5 427.0 465.5 500.0 532.3 565.0 598.4 212.9
1209 368.9 404 .4 434.9 452.3 474 .2 507.1 531.2 162.3
1210 340.8 373.0 407.8 418.2 445.2 458.7 480.9 140.1
1211 389.5 419.9 448.8 468.5 495 .4 525.2 557.0 167.5
t; 1212 394.9 429.8 462 .1 492 .8 516.9 556.1 586.8 191.9
gg N 12 12 12 12 12 12 12 12
1 Mean 367.8 401.0 432.9 455.3 480.5 506.4 531.5 163.7
S.D. 18.7 22.9 27.1 32.4 35.7 41 .4 46.3 31.4
03 1301 344.1 375.0 414.8 449.5 477.8 501.6 517.9 173.8
BPF-SG 1302 372.1 408.5 439.5 458.6 492.8 514.2 538.4 166.3
200 1303 367.7 410.0 444 .3 468.9 483 .4 503.5 515.3 147.6
1304 380.9 421.0 453.9 473.1 497.5 516.4 537.1 156.2
1305 375.5 404.0 428.2 461.1 491.7 524.1 539.1 163.6
1306 342.1 371.4 407.8 433.9 462.1 481.7 508.1 166.0
1307 351.4 371.4 397.0 415.5 429.5 447.5 464 .3 112.9
1308 402.1 437.9 460.6 466.5 497.2 522.8 551.8 149.7
1309 389.4 415.2 445 .4 460.0 486.8 514.3 536.7 147.3
1310 364.9 395.4 423.0 440.6 466.3 488.0 511.0 146 .1
1311 358.1 395.5 427 .4 447 .4 471.8 490.3 515.8 157.7
1312 357.4 381.1 404 .5 415.0 444 .3 466 .8 497.6 140.2
N 12 12 12 12 12 12 12 12
Mean 367.1 398.9 428.9 449.5 475.1 497.6 519.4 152.3
S.D. 18.1 21.2 20.3 19.0 21.5 23.7 23.7 16.0

BPF-SG :dihydroxydiphenylmethane
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Appendix 2-1.

-continued

Body weight changes of male rats

Exp. No.

E786

(115-236)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 28 35 42 0-42)
04 1401 407.5 423.6 436.8 453.0 467.2 486.0 503.4 95.9
BPF-3SG 1402 345.1 359.1 380.2 385.4 413.1 432.8 438.2 93.1
1000 1403 365.1 373.2 392.6 396.0 414.9 432.7 453.7 88.6
1404 359.1 370.3 400.6 404 .3 427.9 440.5 458.0 98.9
1405 337.9 342.9 353.4 365.6 370.5 381.2 382.8 44 .9
1406 382.9 392.1 413.3 417.4 436.2 450.1 467 .4 84.5
1407 350.1 364.7 390.8 414 .4 441 .4 463.0 479.7 129.6
1408 358.8 354.7 390.0 413.7 437.1 456.0 487.7 128.9
1409 372.0 381.1 374.9 -
1410 364.5 367.2 375.4 376.8 386.4 410.0 419.1 54 .6
1411 386.9 388.4 414.5 440.6 455.6 470.0 480.5 93.6
1412 382.9 401.0 417.3 431.5 447 .7 474 .1 501.6 118.7
N 12 12 12 11 11 11 11 11
Mean 367.7 376.5 395.0 409.0 427.1 445.1 461.1 93.8
S.D. 19.8 22.2 22.9 26.9 29.0 30.4 36.6 26.8

BPF-SG :dihydroxydiphenylmethane
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Appendix 2-2. Body weight changes of female rats Exp. No. E786 (115-236)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 28 35 42 49 53 ( 0-14)
00 2001 217.0 227.2 232.5 268.3 282.0 265.6 272.7 284.5 292.9 15.5
Control 2002 225.9 245.9 256.1 - - - - - - 30.2
0 2003 226.0 243 .4 258.1 - - - - - - 32.1
2004 237.0 256.1 267.5 - - - - - - 30.5
2005 240.0 258.0 270.7 - - - - - - 30.7
2006 223.0 240.7 247.8 - - - - - - 24 .8
2007 218.6 239.3 247 .4 - - - - - - 28.8
2008 228.0 232.4 247.9 - - - - - - 19.9
2009 227.7 238.2 254.5 - - - - - - 26.8
2010 236.9 255.9 262.0 - - - - - - 25.1
2011 222.2 246.7 260.1 - - - - - - 37.9
2012 215.0 229.8 233.1 - - - - - - 18.1
N 12 12 12 1 1 1 1 1 1 12
Mean 226.4 242.8 253.1 268.3 282.0 265.6 272.7 284.5 292.9 26.7
S.D. 8.1 10.3 12.0 - - - - - - 6.4
01 2101 234.0 239.8 262.2 - - - - - - 28.2
BPF-SG 2102 223.1 240.4 246 .8 - - - - - - 23.7
8 2103 244 .9 253.6 258.9 294 .0 317.2 304.9 309.5 315.4 318.0 14.0
2104 232.8 249.8 268.6 - - - - - - 35.8
2105 231.8 247.2 260.0 - - - - - - 28.2
2106 238.5 256.5 262.8 - - - - - - 24.3
2107 219.5 224 .3 227.6 - - - - - - 8.1
2108 221.2 240.6 254.5 - - - - - - 33.3
2109 218.5 235.9 247.5 - - - - - - 29.0
2110 220.8 228.0 235.6 - - - - - - 14.8
2111 230.5 249.3 253.6 - - - - - - 23.1
2112 225.6 231.6 245.9 - - - - - - 20.3
N 12 12 12 1 1 1 1 1 1 12
Mean 228.4 241.4 252.0 294.0 317.2 304.9 309.5 315.4 318.0 23.6
S.D. 8.3 10.2 11.9 - - - - - - 8.2

BPF-SG :dihydroxydiphenylmethane
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Appendix 2-2. -continued Body weight changes of female rats Exp. No. E786 (115-236)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 ( 0-14)
02 2201 219.2 224.3 238.1 - 18.9
BPF-3SG 2202 238.2 250.3 256 .4 - 18.2
40 2203 230.6 246.0 254 .5 - 23.9
2204 224 .3 239.1 244 .9 - 20.6
2205 237.0 249.9 260.1 - 23.1
2206 223.8 236.5 244 .7 - 20.9
2207 236.9 246.9 267.6 - 30.7
2208 220.8 232.3 242.1 - 21.3
2209 219.8 235.8 253.2 - 33.4
2210 233.5 244 .8 251.7 - 18.2
2211 222.7 236.9 246 .5 - 23.8
2212 227.1 234.8 238.3 279.9 11.2
N 12 12 12 1 12
Mean 227.8 239.8 249.8 279.9 22.0
S.D. 7.1 7.9 9.0 - 5.8
03 2301 242.1 243.7 250.9 - 8.8
BPF-SG 2302 231.4 238.7 238.6 - 7.2
200 2303 222.9 229.7 241.5 - 18.6
2304 219.1 222.4 227.1 - 8.0
2305 237.5 254 .6 261.1 - 23.6
2306 213.6 226.3 241.2 - 27.6
2307 223.9 233.3 236.7 - 12.8
2308 236.5 238.7 236.1 - -0.4
2309 225.9 234.7 240.4 - 14.5
2310 238.7 247.9 269.3 - 30.6
2311 220.3 223.8 220.7 - 0.4
2312 225.8 230.6 238.8 - 13.0
N 12 12 12 - 12
Mean 228.1 235.4 241.9 - 13.7
S.D. 9.0 9.8 13.3 - 9.9

BPF-SG :dihydroxydiphenylmethane
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Appendix 2-2. -continued Body weight changes of female rats Exp. No. E786 (115-236)

Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 21 ( 0-14)
04 2401 231.0 228.6 238.1 - 7.1
BPF-3SG 2402 231.2 228.6 240.4 - 9.2
1000 2403 215.1 218.0 230.3 - 15.2
2404 216.6 225.1 232.1 - 15.5
2405 220.7 236.1 234.3 - 13.6
2406 227.0 237.8 257.6 266.0 30.6
2407 239.4 234.9 240.2 - 0.8
2408 240.8 234.8 247.3 - 6.5
2409 239.1 241.5 248.5 - 9.4
2410 232.0 245.6 245.6 - 13.6
2411 224.9 240.2 250.6 - 25.7
2412 224 .1 231.7 249.3 259.9 25.2
N 12 12 12 2 12
Mean 228.5 233.6 242.9 263.0 14 .4
S.D. 8.7 7.7 8.3 4.3 8.9

BPF-SG :dihydroxydiphenylmethane



Appendix 2-3.

Body weight changes of dams

Exp. No.

E786

(115-236)

Group-No. Gestation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 20 ( 0-20)
00 2002 263.0 298.5 328.7 397.2 134.2
Control 2003 260.8 295.3 329.3 410.9 150.1
0 2004 271.6 302.4 335.1 408.4 136.8
2005 278.6 300.1 337.9 415.6 137.0
2006 245.7 270.6 288.5 339.7 94.0
2007NP 253.8 287.4 291.0 303.8 50.0+
2008 243.8 270.3 309.9 380.3 136.5
2009 260.3 289.5 327.2 405.1 144.8
2010 268.2 301.4 329.3 420.6 152.4
2011 261.5 295.0 323.0 414.5 153.0
2012NP 228.4 275.6 281.6 311.2 82.8+
1
14 N 9 9 9 9 9
) Mean 261.5 291.5 323.2 399.1 137.6
1 S.D. 11.2 12.5 15.2 25.3 18.0
01 2101 26l1.6 304.6 345.1 430.0 168.4
BPF-SG 2102 257.8 277 .4 306.0 349.3 91.5
8 2104 274.2 296 .4 327.6 396.0 121.8
2105 264 .8 287.3 318.0 376.8 112.0
2106 268.3 302.3 335.3 409.7 141.4
2107 230.8 258.4 290.7 362.6 131.8
2108 255.4 288.5 321.5 391.0 135.6
2109 253.3 277.9 311.4 392.8 139.5
2110 242.1 276.1 309.4 381.1 139.0
2111 256.6 297.1 336.1 408.7 152.1
2112 245.6 264.7 296.1 370.7 125.1
N 11 11 11 11 11
Mean 255.5 284 .6 317.9 388.1 132.6
S.D. 12.4 15.1 17.2 23.2 20.3

NP:non-pregnancy

+ :The values with plus sign(+) were excluded from the calculation.
BPF-SG :dihydroxydiphenylmethane



Appendix 2-3.

-continued

Body weight changes of dams

Exp. No.

E786

(115-236)

Group-No. Gestation period Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 20 0-20)
02 2201 245.1 282.3 313.5 394.9 149.8
BPF-3SG 2202 256.5 295.2 336.2 422.7 166.2
40 2203NP 254 .5+ 261.2+ 269.1+ 271.6+ 17.1+
2204 250.6 282.3 319.9 396.0 145.4
2205 272.9 304.5 342.0 423 .4 150.5
2206 243.9 271.1 301.0 360.5 116.6
2207NP 265.8+ 294 .4+ 301.0+ 290.8+ 25.0+
2208 238.6 267.7 301.1 370.3 131.7
2209 253.5 284.7 321.9 391.9 138.4
2210 259.6 286.1 317.0 394.5 134.9
2211 248.1 275.5 303.0 378.3 130.2
t; 2212 286.1 301.3 331.5 406 .4 120.3
&2 N 10 10 10 10 10
! Mean 255.5 285.1 318.7 393.9 138.4
S.D. 14.4 12.2 14.6 20.5 15.0
03 2301 250.7 283.3 321.6 386.1 135.4
BPF-SG 2302 236.7 264.8 290.2 358.4 121.7
200 2303 246 .9 269.0 294.5 346 .3 99 .4
2304 218.0 249.7 278.7 334.3 116.3
2305 264 .4 288.8 312.0 388.2 123.8
2306 236.5 249.3 286.3 345.4 108.9
2307 246.6 272.4 307.9 385.7 139.1
2308 241.8 273.2 308.4 382.6 140.8
2309 242.6 275.0 313.2 383.6 141.0
2310 261.3 288.6 330.6 386.9 125.6
2311 227.8 264.6 288.4 356.9 129.1
2312 246.9 270.0 297.3 363.4 116.5
N 12 12 12 12 12
Mean 243 .4 270.7 302.4 368.2 124.8
S.D. 12.9 12.8 15.6 19.6 13.2

NP:non-pregnancy

+ :The values with plus sign(+) were excluded from the calculation.

BPF-SG :dihydroxydiphenylmethane
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Appendix 2-3. -continued Body weight changes of dams Exp. No. E786

(115-236)

Group-No. Gestation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 7 14 20 ( 0-20)
04 2401NP 258.3+ 274 .0+ 279.3+ 271.0+ 12.7+
BPF-3SG 2402 243 .4 258.4 292.9 344 .2 100.8
1000 2403 230.6 239.1 264 .5 285.5 54.9
2404 238.0 260.6 293.5 353.8 115.8
2405AB 227 .6+ 252 .5+ 280.4+ 298.6+ 71.0+
2406NP 259.1+ 279.7+ 295.7+ 278.6+ D 19.5+
2407 239.7 265.2 291.2 304.4 64.7
2408 251.1 290.5 306.7 342.2 91.1
2409 246.0 265.2 284 .4 329.8 83.8
2410UK 249 .9+ D -
2411 251.1 281.1 308.5 340.1 89.0
2412NP 260.5+ 277 .0+ 285.2+ 290.6+ 30.1+
N 7 7 7 7 7
Mean 242.8 265.7 291.7 328.6 85.7
S.D. 7.4 16.5 14.7 24.6 20.7
NP:non-pregnancy AB:abortion D :dead

UK:It was unknown whether this female was implanted or not because this animals was died on early stage of gestation.
+ :The values with plus sign({+) were excluded from the calculation.
BPF-SG :dihydroxydiphenylmethane
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Appendix 2-3. -continued Body weight changes of dams Exp. No. E786 (115-236)

Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 4 ( 0- 4)
00 2002 296.2 320.4 24.2
Control 2003 283.3 340.0 56.7
0 2004 315.2 350.3 35.1
2005 314.5 332.5 18.0
2006 292.6 296.3 3.7
2008 267.2 303.4 36.2
2009 306.1 329.4 23.3
2010 310.4 333.2 22.8
2011 301.2 337.5 36.3
N 9 9 9
Mean 298.5 327.0 28.5
S.D. 15.8 17.5 14.8
01 2101 320.0 343.9 23.9
BPF-S8G 2102 305.1 314.2 9.1
8 2104 287.5 313.2 25.7
2105 287.1 309.2 22.1
2106 287.5 345.6 58.1
2107 270.3 288.7 18.4
2108 288.4 306.1 17.7
2109 269.3 317.4 48.1
2110 262.7 296.3 33.6
2111 296.2 328.9 32.7
2112 26l1l.6 303.0 41.4
N 11 11 11
Mean 285.1 315.1 30.1
S.D. 18.1 18.1 14.5

BPF-SG :dihydroxydiphenylmethane
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Appendix 2-3. -continued Body weight changes of dams Exp. No. E786 (115-236)

Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 4 ( 0- 4)
02 2201 284.1 315.4 31.3
BPF-3SG 2202 288.5 292.1 3.6
40 2204 301.0 323.4 22.4
2205 307.2 298.2 -9.0
2206 276.5 304.3 27.8
2208 278.9 289.2 10.3
2209 311.4 315.6 4.2
2210 285.0 327.5 42.5
2211 254.5 298.6 44.1
2212 312.6 330.8 18.2
N 10 10 10
Mean 290.0 309.5 19.5
S.D. 18.3 15.0 17.4
03 2301 299.8 314.8 15.0
BPF-SG 2302 272.3 292.5 20.2
200 2303 253.8 277.5 23.7
2304 286.2 296.9 10.7
2305 271.9 310.1 38.2
2306 255.6 259.3 3.7
2307 269.9 291.0 21.1
2308 266.6 298.8 32.2
2309 263.8 285.8 22.0
2310 271.4 318.9 47.5
2311 262.1 283.8 21.7
2312 250.7 302.5 51.8
N 12 12 12
Mean 268.7 294 .3 25.7
S.D. 13.8 16.7 14.3

BPF-SG :dihydroxydiphenylmethane



Appendix 2-3. -continued Body weight changes of dams Exp. No. E786 (115-236)

Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg/day Animal-No. 0 4 ( 0- 4)
04 2402 259.5 261.8 2.3
BPF-3SG 2403 253.5 246 .8 -6.7
1000 2404 256.3 AP -
2407 271.1 284 .1 13.0
2408 291.9 279.7 -12.2
2409 285.1 279.9 -5.2
2411 309.8 296.2 -13.6
N 7 6 6
Mean 275.3 274.8 -3.7
S.D. 21.1 17.6 10.0

1
[\
" .
oo AP:all pups died

I BPF-SG :dihydroxydiphenylmethane



Appendix 3-1.

Food consumption of male rats

Exp. No.

E786

(115-236)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 21 28 35 21
mg/kg/day Animal-No. => 7 14 => 28 => 35 => 42 => 14 => 42
00 1001 25 25 - 25 25 351 -
Control 1002 27 27 28 30 30 377 616
0 1003 26 27 28 27 27 374 573
1004 25 26 27 28 28 363 584
1005 27 27 27 27 27 375 566
1006 27 27 25 26 25 376 531
1007 28 27 26 26 27 385 547
1008 27 26 27 28 28 371 585
1009 24 24 25 25 25 342 530
1010 34 32 32 34 34 459 700
1011 26 26 27 28 28 363 577
t; 1012 26 26 27 26 27 367 556
% N 12 12 11 12 12 12 11
! Mean 27 27 27 28 28 375 579
S.D. 3 2 2 3 3 29 47
01 1101 28 26 26 24 24 379 516
BPF-SG 1102 29 28 27 28 28 397 582
8 1103 24 26 - 26 27 354 -
1104 27 27 28 28 28 375 588
1105 23 24 23 25 25 326 515
1106 31 32 30 30 30 443 626
1107 29 29 26 24 24 404 516
1108 32 30 29 30 30 435 626
1109 29 28 27 27 27 399 569
1110 24 22 24 25 26 323 522
1111 28 27 26 27 27 383 554
1112 27 28 26 27 27 381 563
N 12 12 11 12 12 12 11
Mean 28 27 27 27 27 383 562
S.D. 3 3 2 2 2 37 42

BPF-SG :dihydroxydiphenylmethane



Appendix 3-1. -continued Food consumpticn of male rats Exp. No. E786 (115-236)
Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 1 28 35 21
mg/kg/day Animal-No. => 7 14 => 28 => 35 => 42 => 14 => 42
02 1201 29 29 30 30 30 412 633
BPF-3SG 1202 26 25 26 26 26 353 544
40 1203 27 26 25 25 23 377 513
1204 28 29 28 28 29 400 590
1205 28 26 24 24 24 382 509
1206 24 25 26 25 26 339 546
1207 217 26 27 25 27 371 553
1208 29 30 30 30 30 412 627
1209 28 26 26 27 27 382 555
1210 26 27 25 25 26 365 534
1211 29 27 28 28 29 393 602
! 1212 28 29 - 32 33 399 -
3
o N 12 12 11 12 12 12 11
1 Mean 217 27 27 27 28 382 564
S.D. 2 2 2 3 3 23 43
03 1301 24 26 28 27 26 344 566
BPF-SG 1302 26 26 27 27 27 366 568
200 1303 28 27 25 25 26 388 530
1304 30 30 29 28 28 417 594
1305 26 25 26 27 26 358 550
1306 24 25 26 26 25 344 538
1307 24 24 23 23 23 331 481
1308 30 28 27 27 29 404 585
1309 27 27 28 30 29 377 609
1310 25 25 26 25 26 346 538
1311 28 27 26 27 28 382 565
1312 26 25 26 26 27 362 555
N 12 12 12 12 12 12 12
Mean 27 26 26 27 27 368 557
S.D. 2 2 2 2 2 26 34

BPF-SG :dihydroxydiphenylmethane
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Appendix 3-1. -continued Food consumpticn of male rats Exp. No. E786 (115-236)
Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 1 28 35 21
mg/kg/day Animal-No. => 7 14 => 28 => 35 => 42 => 14 => 42
04 1401 24 25 26 28 27 344 565
BPF-3SG 1402 23 24 30 27 25 333 572
1000 1403 20 24 26 26 24 307 534
1404 20 26 27 28 26 325 568
1405 21 22 24 23 22 301 481
1406 20 26 - 24 24 322 -
1407 19 26 31 29 28 319 618
1408 15 27 28 28 30 291 606
1409 19 18 263 -
1410 23 23 24 25 25 320 523
1411 24 27 29 29 28 355 604
1412 21 26 - 30 32 332 -
N 12 12 9 11 11 12 9
Mean 21 25 27 27 26 318 563
S.D. 3 3 2 2 3 25 44
D :dead

BPF-SG :dihydroxydiphenylmethane
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Appendix 3-2. Food consumption of female rats Exp. No. E786 (115-236)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 28 35 42 49 0
mg/kg/day Animal-No. => 7 => 14 => 35 => 42 => 49 => 53 => 14
00 2001 17 18 16 18 19 20 246
Control 2002 19 19 - - - - 271
0 2003 20 19 - - - - 276
2004 19 19 - - - - 272
2005 20 19 - - - - 270
2006 19 18 - - - - 258
2007 19 19 - - - - 266
2008 18 17 - - - - 246
2009 18 19 - - - - 265
2010 19 18 - - - - 263
2011 22 21 - - - - 297
2012 17 16 - - - - 231
N 12 12 1 1 1 1 12
Mean 19 19 16 18 19 20 263
S.D. 1 1 - - - - 17
01 2101 19 19 - - - - 266
BPF-SG 2102 18 17 - - - - 245
8 2103 19 19 17 18 20 19 262
2104 18 18 - - - - 252
2105 19 18 - - - - 256
2106 22 20 - - - - 292
2107 17 16 - - - - 225
2108 19 19 - - - - 268
2109 18 17 - - - - 246
2110 17 18 - - - - 245
2111 20 19 - - - - 272
2112 17 18 - - - - 248
N 12 12 1 1 1 1 12
Mean 19 18 17 18 20 19 256
S.D. 1 1 - - - - 17

BPF-SG :dihydroxydiphenylmethane



Appendix 3-2. -continued Food consumpticn of female rats Exp. No. E786 (115-236)
Group-No. Administration period Unit:g/animal/day Cumulative consumption Unit:g
Dose 0
mg/kg/day Animal-No. => 7 14 => 14
02 2201 17 17 240
BPF-3SG 2202 21 17 265
40 2203 18 17 242
2204 19 19 266
2205 20 20 277
2206 18 18 253
2207 18 19 264
2208 18 17 243
2209 21 21 292
2210 19 19 267
2211 18 17 240
! 2212 17 17 237
3
'S} N 12 12 12
! Mean 19 18 257
S.D. 1 1 17
03 2301 17 17 240
BPF-SG 2302 18 15 234
200 2303 15 14 204
2304 15 15 212
2305 19 17 256
2306 18 18 257
2307 17 15 226
2308 17 17 238
2309 16 16 222
2310 21 22 304
2311 17 16 228
2312 16 19 245
N 12 12 12
Mean 17 17 239
S.D. 2 2 26

BPF-SG :dihydroxydiphenylmethane
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Appendix 3-2. -continued Food consumpticn of female rats Exp. No. E786 (115-236)
Group-No. Administration period Unit:g/animal/day Cumulative consumption Unit:g
Dose 0
mg/kg/day Animal-No. => 7 14 => 14
04 2401 13 13 184
BPF-3SG 2402 14 17 215
1000 2403 15 16 215
2404 15 17 220
2405 15 16 213
2406 16 19 243
2407 14 14 193
2408 14 18 225
2409 15 16 215
2410 17 16 237
2411 19 20 269
2412 16 17 231
N 12 12 12
Mean 15 17 222
S.D. 2 2 22

BPF-SG :dihydroxydiphenylmethane
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Appendix 3-3. Food consumption of dams Exp. No. E786 (115-236)

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 14 18 0
mg/kg/day Animal-No. => 7 => 14 => 18 => 20 => 20
00 2002 24 26 26 23 495
Control 2003 23 24 25 24 477
0 2004 21 22 24 21 441
2005 22 24 27 22 475
2006 21 22 22 17 425
2007NP 22+ 22+ 20+ 18+ 424+
2008 20 22 24 21 430
2009 22 24 27 21 473
2010 22 23 25 20 457
2011 23 23 28 23 484
2012NP 22+ 21+ 18+ 21+ 409+
N 9 S 9 9 9
Mean 22 23 25 21 462
S.D. 1 1 2 2 25
01 2101 22 26 29 23 496
BPF-SG 2102 18 20 21 16 382
8 2104 20 21 23 20 417
2105 20 21 23 18 413
2106 24 25 26 20 484
2107 17 20 22 19 383
2108 21 22 24 17 432
2109 20 22 24 23 440
2110 20 22 25 18 434
2111 23 25 27 20 485
2112 19 20 21 18 395
N 11 11 11 11 11
Mean 20 22 24 19 433
S.D. 2 2 3 2 41

NP:non-pregnancy
+ :The values with plus sign(+) were excluded from the calculation.
BPF-SG :dihydroxydiphenylmethane
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Appendix 3-3. -continued Food consumpticn of dams Exp. No. E786 (115-236)

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 7 14 18 0
mg/kg/day Animal-No. => 7 => 14 => 18 => 20 => 20
02 2201 23 23 26 18 456
BPF-3SG 2202 23 26 27 20 489
40 2203NP 15+ 17+ 16+ 14+ 317+
2204 23 24 26 21 482
2205 22 25 27 25 493
2206 19 22 23 16 411
2207NP 20+ 22+ 17+ 12+ 387+
2208 20 23 22 21 433
2209 22 25 26 19 476
2210 21 23 28 20 454
2211 20 21 22 19 414
2212 19 21 26 21 430
N 10 10 10 10 10
Mean 21 23 25 20 454
S.D. 2 2 2 2 31
03 2301 19 24 27 24 460
BPF-SG 2302 19 20 24 16 405
200 2303 16 19 24 11 364
2304 19 20 25 19 409
2305 19 23 25 23 441
2306 16 19 24 15 375
2307 19 21 23 18 408
2308 21 24 28 21 467
2309 19 22 24 19 421
2310 23 25 28 15 472
2311 21 21 26 15 434
2312 20 21 25 18 423
N 12 12 12 12 12
Mean 19 22 25 18 423
S.D. 2 2 2 4 34

NP:non-pregnancy
+ :The values with plus sign(+) were excluded from the calculation.
BPF-SG :dihydroxydiphenylmethane
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Appendix 3-3.

-continued

Food consumpticn of dams

Exp. No. E786

(115-236)

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g

Dose 0 7 14 18

mg/kg/day Animal-No. => 7 => 14 => 18 => 20 => 20

04 2401NP 15+ 16+ 15+ 13+ 303+

BPF-3SG 2402 17 20 22 19 391

1000 2403 17 19 20 17 367

2404 19 23 25 21 438
2405AB 19+ 21+ 25+ 16+ 411+
2406NP 20+ 21+ 19+ 13+ 395+
2407 19 22 23 17 416
2408 20 22 22 19 417
2409 17 19 22 20 381
2410UK D -
2411 22 23 25 19 449
2412NP 19+ 19+ 20+ 12+ 366+
N 7 7 7 7 7
Mean 19 21 23 19 408
S.D. 2 2 2 1 30

NP:non-pregnancy AB:abortion D :dead

UK:It was unknown whether this female was implanted or not because this animals was died on early stage of gestation.

+ :The values with plus sign({+) were excluded from the calculation.

BPF-SG :dihydroxydiphenylmethane
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Appendix 3-3. -continued Food consumpticn of dams Exp. No. E786 (115-236)

Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg/day Animal-No. => 4
00 2002 27
Control 2003 37
0 2004 33
2005 33
2006 24
2008 37
2009 32
2010 35
2011 38
N 9
Mean 33
S.D. 5
01 2101 36
BPF-S8G 2102 24
8 2104 31
2105 27
2106 37
2107 23
2108 23
2109 30
2110 30
2111 34
2112 31
N 11
Mean 30
S.D. 5

BPF-SG :dihydroxydiphenylmethane
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Appendix 3-3. -continued Food consumpticn of dams Exp. No. E786 (115-236)

Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg/day Animal-No. => 4
02 2201 34
BPF-SG 2202 18
40 2204 39
2205 15
2206 31
2208 20
2209 217
2210 37
2211 31
2212 30
N 10
Mean 28
S.D. 8
03 2301 27
BPF-SG 2302 27
200 2303 22
2304 24
2305 31
2306 20
2307 32
2308 32
2309 31
2310 25
2311 27
2312 32
N 12
Mean 28
S.D. 4

BPF-SG :dihydroxydiphenylmethane



Appendix 3-3. -continued Food consumpticn of dams Exp. No. E786 (115-236)

Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg/day Animal-No. => 4
04 2402 18
BPF-SG 2403 17
1000 2404 AP
2407 16
2408 20
2409 23
2411 19
N 6
Mean 19
S.D. 2

1
)
~) .
© AP:all pups died

I BPF-SG :dihydroxydiphenylmethane
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Appendix 4-1. Absolute and relative organ weights of male rats Exp. No. E786 (115-236)

Group-No.
Dose Body weight Testes Epididymides Prostate Seminal vesicle
mg/kg/day Animal-No. (g) (g) (g%) (mg) (mg%) (mg) (mg%) (mg) (mg%)
00 1001 500.3 3.24 0.65 1240 248 1434 287 1961 392
Control 1002 569.1 3.25 0.57 1238 218 1383 243 1555 273
0 1003 552.7 3.41 0.62 1256 227 1070 194 1543 279
1004 511.4 3.82 0.75 1394 273 1441 282 1517 375
1005 541.3 3.28 0.61 1240 229 1341 248 1496 276
1006 528.4 3.18 0.60 1300 246 1431 271 1711 324
1007 524.7 3.55 0.68 1360 259 1195 228 1840 351
1008 531.1 3.36 0.63 1150 217 1217 229 1781 335
1009 513.7 3.04 0.59 1318 257 1635 318 1703 332
1010 630.8 3.46 0.55 1412 224 1121 178 1414 224
1011 538.9 3.57 0.66 1221 227 1475 274 1865 346
1012 502.2 2.05 0.41 916 182 1538 306 1589 316
N 12 12 12 12 12
Mean 537.1 3.27 0.61 1254 234 1357 255 1698 319
S.D. 35.8 0.44 0.08 131 24 172 43 178 48
01 1101 512 .4 3.12 0.61 1255 245 1255 245 1270 248
BPF-SG 1102 565.9 2.93 0.52 1218 215 1399 247 1357 240
8 1103 457 .2 2.89 0.63 1024 239 1065 233 1378 301
1104 510.5 3.68 0.72 1411 276 916 179 1618 317
1105 494.90 3.31 0.67 1206 244 1081 219 1498 303
1106 620.5 2.90 0.47 1226 198 1505 243 1583 255
1107 534.0 3.01 0.56 1277 239 1123 210 1541 289
1108 603.6 2.99 0.50 1284 213 1254 208 1531 254
1109 542.6 3.55 0.65 1341 247 1132 209 1186 219
1110 506.7 2.40 0.47 890 176 1023 202 1645 325
1111 558.5 2.68 0.48 817 146 1363 244 1372 246
1112 511.3 3.32 0.65 1207 236 1092 214 1512 296
N 12 12 12 12 12
Mean 534.8 3.07 0.58 1186 223 1184 221 1458 274
S.D. 46.5 0.36 0.09 174 36 173 21 143 35

BPF-SG: dihydroxydiphenylmethane



Appendix 4-1.

-continued

Absolute and relative organ weights of male rats

Exp. No.

E786

(115-236)

Group-No.
Dose Body weight Testes Epididymides Prostate Seminal vesicle
mg/kg/day Animal-No. (g) (g) (g%) (mg) (mg%) (mg) (mg%) (mg) (mg%)
02 1201 587.9 2.91 0.49 1242 211 803 137 1641 279
BPF-3SG 1202 514.9 3.30 0.64 1129 219 947 184 1490 289
40 1203 506.9 4.11 0.81 1360 268 849 167 1186 234
1204 560.1 3.06 0.55 1200 214 1336 239 1566 280
1205 456.0 3.68 0.81 1338 293 1309 287 1569 344
1206 490.9 3.21 0.65 1162 237 1245 254 1260 257
1207 506.6 3.39 0.67 1226 242 1230 243 1712 338
1208 598.4 3.00 0.50 1225 205 1648 275 1480 247
1209 531.2 3.56 0.67 1364 257 1292 243 1488 2890
1210 480.9 2.78 0.58 1151 239 1069 222 1266 263
1211 557.0 3.47 0.62 1438 258 1331 239 1891 339
t; 1212 586.8 3.34 0.57 1433 244 1085 185 2159 368
F]) N 12 12 12 12 12
! Mean 531.5 3.32 0.63 1272 241 1179 223 1559 293
S.D. 46.3 0.37 0.10 109 26 239 45 275 43
03 1301 517.9 3.37 0.65 1082 209 1130 218 1478 285
BPF-SG 1302 538.4 3.24 0.60 1221 227 1318 245 1333 248
200 1303 515.3 3.58 0.69 1303 253 1127 219 1514 294
1304 537.1 3.10 0.58 1190 222 1470 274 1490 277
1305 539.1 3.43 0.64 1572 292 880 163 1406 261
1306 508.1 3.10 0.61 1143 225 1362 268 1383 272
1307 464 .3 3.14 0.68 1081 233 893 192 1175 253
1308 551.8 3.01 0.55 1124 204 1448 262 1363 247
1309 536.7 3.61 0.67 1477 275 1513 282 1600 298
1310 511.0 3.26 0.64 1166 228 1127 221 1249 244
1311 515.8 3.64 0.71 1271 246 919 178 1590 308
1312 497.6 2.15 0.43 840 169 1444 290 1745 351
N 12 12 12 12 12
Mean 519.4 3.22 0.62 1206 232 1219 234 1444 278
S.D. 23.7 0.40 0.08 190 32 237 42 159 31

BPF-SG: dihydroxydiphenylmethane
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Appendix 4-1.

-continued

Absolute and relative organ weights of male rats

Exp. No.

E786

(115-236)

Group-No.

Dose Body weight Testes Epididymides Prostate Seminal vesicle

mg/kg/day Animal-No. (g) (g) (g%) (mg) (mg%) (mg) (mg%) (mg) (mg%)

04 1401 503.4 3.17 0.63 1134 225 1008 200 1380 274

BPF-3SG 1402 438.2 2.89 0.66 1048 239 1067 243 1038 237

1000 1403 453.7 3.09 0.68 1122 247 830 183 1222 269

1404 458.0 3.77 0.82 1235 270 1082 236 1389 303
1405 382.8 3.09 0.81 1108 289 722 189 880 230
1406 467 .4 3.71 0.79 1192 255 1049 224 1321 283
1407 479.7 3.25 0.68 1326 276 1125 235 1337 279
1408 487.7 3.16 0.65 1017 209 1208 248 1288 264
1410 419.1 3.10 0.74 1030 246 923 220 1031 246
1411 480.5 2.97 0.62 1087 226 1078 224 1011 210
1412 501.6 3.98 0.79 1308 261 1182 236 1517 302
N 11 1 11 11 11
Mean 461.1 3.29 0.72 1146 249 1025 222 1219 263
S.D. 36.6 0.36 0.08 107 24 147 22 200 30

BPF-SG: dihydroxydiphenylmethane
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Appendix 4-2.

Absolute and relative organ weights of female rats

Exp. No.

E786

(115-236)

Group-No.
Dose Body weight Ovaries
mg/kg/day Animal-No. (g) (mg) (mg%)
00 2002 320.4 86 27
Control 2003 340.0 a7 29
0 2004 350.3 106 30
2005 332.5 101 30
2006 296.3 74 25
2008 303.4 99 33
2009 329.4 110 33
2010 333.2 110 33
2011 337.5 100 30
N 9 9
Mean 327.0 98 30
S.D. 17.5 12 3
01 2101 343.9 117 34
BPF-S8G 2102 314.2 85 27
8 2104 313.2 111 35
2105 309.2 98 32
2106 345.6 96 28
2107 288.7 77 27
2108 306.1 88 29
2109 317.4 99 31
2110 296.3 93 31
2111 328.9 101 31
2112 303.0 97 32
N 11 11
Mean 315.1 97 31
S.D. 18.1 11 3

BPF-SG: dihydroxydiphenylmethane



Appendix 4-2.

-continued

Absolute and relative organ weights of female rats

Exp. No.

E786

(115-236)

Group-No.
Dose Body weight Ovaries
mg/kg/day Animal-No. (g) (mg) (mg%)
02 2201 315.4 100 32
BPF-3SG 2202 292.1 91 31
40 2204 323.4 112 35
2205 298.2 107 36
2206 304.3 90 30
2208 289.2 109 38
2209 315.6 87 28
2210 327.5 116 35
2211 298.6 86 29
2212 330.8 93 28
! N 10 10
N Mean 309.5 99 32
W S.D. 15.0 11 4
1
03 2301 314.8 93 30
BPF-SG 2302 292.5 91 31
200 2303 277.5 87 31
2304 296.9 107 36
2305 310.1 93 30
2306 259.3 82 32
2307 291.0 91 31
2308 298.8 108 36
2309 285.8 109 38
2310 318.9 112 35
2311 283.8 107 38
2312 302.5 93 31
N 12 12
Mean 294 .3 98 33
S.D. 16.7 10 3

BPF-SG: dihydroxydiphenylmethane



Appendix 4-2.

-continued

Absolute and relative organ weights of female rats

Exp. No.

E786

(115-236)

Group-No.

Dose Body weight Ovaries

mg/kg/day Animal-No. (g) (mg) (mg%)

04 2402 261.8 63 24

BPF-SG 2403 246 .8 69 28

1000 2407 284 .1 115 40

2408 279.7 116 41
2409 279.9 76 27
2411 296.2 78 26
N 6 6
Mean 274.8 86 31
S.D. 17.6 23 7

1
gﬁ BPF-SG: dihydroxydiphenylmethane
1
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Appendix 5. Gross necropsy findings of rats Exp. No. E786 (115-236)

Sex: Male Dose level: O (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1001 not copulation 42 normal
1002 sacrificed 42 normal
1003 sacrificed 42 normal
1004 sacrificed 42 normal
1005 sacrificed 42 normal
1006 sacrificed 42 normal
1007 non-pregnancy 42 normal
1008 sacrificed 42 normal
1009 sacrificed 42 normal
1010 sacrificed 42 normal
1011 sacrificed 42 normal

1012 non-pregnancy 42 testes small,bilateral
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E786 (115-236)

Sex: Male Dose level: 8 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1101 sacrificed 42 normal
1102 sacrificed 42 normal
1103 not copulation 42 normal
1104 sacrificed 42 normal
1105 sacrificed 42 normal
1106 sacrificed 42 normal
1107 sacrificed 42 normal
1108 sacrificed 42 normal
1109 sacrificed 42 normal
1110 sacrificed 42 testes small, left

white patch,multiple,left,3x0.5 mm
epididymides brown,left
1111 sacrificed 42 normal

1112 sacrificed 42 normal
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E786 (115-236)
Sex: Male Dose level: (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1201 sacrificed 42 stomach white patch, single,glandular stomach,diameter,l mm
1202 sacrificed 42 kidneys cyst,single,right,diameter,1l mm
scarred,multiple,bilateral, 3x1 mm
1203 non-pregnancy 42 normal
1204 sacrificed 42 normal
1205 sacrificed 42 kidneys brown patch,multiple,left,4x2 mm
1206 sacrificed 42 normal
1207 non-pregnancy 42 normal
1208 sacrificed 42 normal
1209 sacrificed 42 small intestine
diverticulum, single, jejunum, 4x3x3 mm
1210 sacrificed 42 normal
1211 sacrificed 42 normal
1212 sacrificed 42 normal
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E786 (115-236)
Sex: Male Dose level: (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1301 sacrificed 42 normal
1302 sacrificed 42 epididymides nodule,yellowish,single,right,2xl mm
1303 sacrificed 42 normal
1304 sacrificed 42 lungs brown patch, single,left,diameter,1.5 mm
pituitary gland
cyst,single,diameter,1l mm
1305 sacrificed 42 normal
1306 sacrificed 42 normal
1307 sacrificed 42 kidneys scarred, single, right,diameter,1 mm
1308 sacrificed 42 normal
1309 sacrificed 42 lungs brown patch,a few,left,diameter,1.5 mm
epididymides nodule,white, single,right, 9x7x5 mm
1310 sacrificed 42 normal
1311 sacrificed 42 normal
1312 sacrificed 42 testes small,bilateral
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E786 (115-236)

Sex: Male Dose level: (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

1401 non-pregnancy 42 stomach white patch,multiple, forestomach,diameter,10 mm
liver enlarged

1402 sacrificed 42 normal

1403 sacrificed 42 stomach thick, focal, single, forestomach, diameter,12 mm

1404 sacrificed 42 stomach thick, focal, single, forestomach, 15x15x10 mm

1405 sacrificed 42 stomach white patch, single, forestomach, 20x10 mm
kidneys scarred, single, left,diameter,1 mm

1406 sacrificed 42 stomach white patch,multiple, forestomach,glandular stomach,2.5x2 mm

1407 sacrificed 42 stomach white patch,miltiple, forestomach,15x10 mm
liver enlarged
kidneys scarred,a few,bilateral,diameter,l mm
epididymides mnodule,brown,single,left, 9x7x7 mm

1408 sacrificed 42 stomach white patch,multiple, forestomach,diameter,10 mm
liver enlarged
kidneys scarred, single, left,diameter,1 mm

1409 dead 2 [autolysis (slight)]
lungs reddish,bilateral

1410 sacrificed 42 normal

1411 sacrificed 42 stomach white patch,multiple, forestomach,16x14 mm

1412 non-pregnancy 42 stamach thick, focal, single, forestomach,15x10x10 mm
liver enlarged
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E786 (115-236)
Sex: Female Dose level: 0 (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2001 not copulation 53 normal

2002 sacrificed 14 normal

2003 sacrificed 14 normal

2004 sacrificed 14 normal

2005 sacrificed L4 kidneys scarred, single, right,diameter, 1l mm

2006 sacrificed 14 normal

2007 non-pregnancy G25 normal

2008 sacrificed 14 liver white patch,multiple, 8x4 mm

2009 sacrificed 14 normal

2010 sacrificed 14 normal

2011 sacrificed 14 normal

2012 non-pregnancy G25 normal

L: Lactation period G:

Gestation period
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E786 (115-236)
Sex: Female Dose level: 8 (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2101 sacrificed 14 normal

2102 sacrificed 14 normal

2103 not copulation 53 normal

2104 sacrificed L4 normal

2105 sacrificed 14 normal

2106 sacrificed L4 stomach white patch, single,glandular stomach,diameter,l mm
2107 sacrificed L4 normal

2108 sacrificed L4 kidneys scarred,a few,left,diameter,l mm

2108 sacrificed 14 normal

2110 sacrificed 14 small intestine

diverticulum, single, jejunum, 10x2x2 mm
kidneys scarred, single, right, 5x5 mm
2111 sacrificed L4 normal
2112 sacrificed 14 normal

L: Lactation period



- V8¢ -

Appendix 5. -continued Gross necropsy findings of rats Exp. No. E786 (115-236)

Sex: Female Dose level: 40 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2201 sacrificed 14 normal
2202 sacrificed 14 normal
2203 non-pregnancy G25 normal
2204 sacrificed L4 normal
2205 sacrificed 14 normal
2206 sacrificed 14 normal
2207 non-pregnancy G25 normal
2208 sacrificed 14 normal
2208 sacrificed 14 normal
2210 sacrificed 14 normal
2211 sacrificed 14 normal
2212 sacrificed L4 kidneys scarred,a few,right,5x1 mm

L: Lactation period G: Gestation period
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Appendix 5. -continued Gross necropsy findings of rats Exp. No. E786 (115-236)

Sex: Female Dose level: 200 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2301 sacrificed 14 normal
2302 sacrificed 14 normal
2303 sacrificed L4 liver enlarged
2304 sacrificed 14 normal
2305 sacrificed 14 normal
2306 sacrificed 14 normal
2307 sacrificed 14 normal
2308 sacrificed 14 normal
2308 sacrificed 14 normal
2310 sacrificed 14 liver enlarged
2311 sacrificed 14 normal
2312 sacrificed 4 normal

L: Lactation period
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Appendix 5.

-continued Gross necropsy findings of rats

Exp. No. E786 (115-236)

Sex: Female Dose level: 1000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2401 non-pregnancy G25 stomach white patch,multiple, forestomach, 4x3 mm
2402 sacrificed L4 stomach white patch, single, forestomach,diameter,3 mm
2403 sacrificed L4 stomach white patch,multiple, forestomach,15x3 mm
2404 all pups died L2 thymus atrophic
stomach reddish contents
white patch,multiple, forestomach,2x1 mm
uterus reddish contents
vagina reddish contents
2405 abortion G25 normal
2406 dead G22 stomach white patch,multiple, forestomach,10x5 mm
2407 sacrificed 4 normal
2408 sacrificed 14 stomach black patch, single,glandular stomach,2xl mm
liver enlarged
2409 sacrificed L4 stomach white patch,multiple, forestomach, 6x4 mm
2410 dead G4 [autolysis (slight)]
lungs reddish,bilateral
stomach black patch, single,glandular stomach,diameter,l mm
liver white patch, single,18x10 mm
2411 sacrificed 14 stomach white patch, single, forestomach,diameter,3 mm
kidneys scarred, single,left,diameter,1 mm
2412 non-pregnancy 325 liver enlarged

L: Lactation pericd

G: Gestation period
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Appendix 6. Histopathologic findings of rats Exp. No. E786 (115-236)

Sex: Male Dose level: O (mg/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

1001 not copulation 42 prostate infiltration, inflammatory cell,ventral, focal

testes,epididymides and seminal vesicle are non remarkable

1002 sacrificed 42 epididymides cell debris, lumen,bilateral
prostate infiltration, inflammatory cell,ventral,multifocal
testes and seminal vesicle are non remarkable

1003 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal

testes, epididymides and seminal vesicle are non remarkable

1004 sacrificed 42 testes, epididymides, prostate and seminal vesicle are non remarkable
1005 sacrificed 42 testes, epididymides,prostate and seminal vesicle are non remarkable
1006 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal

testes, epididymides and seminal vesicle are non remarkable

1007 non-pregnancy 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes, epididymides and seminal vesicle are non remarkable

1008 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable

1009 sacrificed 42 prostate infiltration, inflammatory cell,ventral,multifocal
testes, epididymides and seminal vesicle are non remarkable

1010 sacrificed 42 testes, epididymides,prostate and seminal vesicle are non remarkable

1011 sacrificed 42 prostate infiltration, inflammatory cell,dorsolateral and ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable

1012 non-pregnancy 42 testes atrophy, seminiferous tubule, focal,bilateral

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Exp. No. E786 (115-236)

Appendix 6. -continued Histopathologic findings of rats
Sex: Male Dose level: O (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1012 epididymides cell debris, lumen,bilateral
prostate and seminal vesicle are non remarkable
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Exp. No. E786 (115-236)

Appendix 6. -continued Histopathologic findings of rats
Sex: Male Dose level: 8 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1103 not copulation 42 testes atrophy, seminiferous tubule, focal,bilateral
epididymides cell debris, lumen,bilateral
prostate infiltration, inflammatory cell,ventral,multifocal
seminal vesicle is non remarkable
1110 sacrificed 42 testes atrophy, seminiferous tubule,diffuse,unilateral
epididymides spermatic granuloma, focal,unilateral
decrease, sperm,unilateral
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E786 (115-236)
Sex: Male Dose level: 40 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1201 sacrificed 42 glandular stomach
cyst, squamous cell, focal
1202 sacrificed 42 kidneys cyst,cortex, focal,unilateral
inflammatory change, focal,cortex,bilateral
1203 non-pregnancy 42 prostate infiltration, inflammatory cell,ventral, focal
testes, epididymides and seminal vesicle are non remarkable
1205 sacrificed 42 kidneys non remarkable
[no lesion corresponding to the gross finding(brown patch)]
1207 non-pregnancy 42 epididymides cell debris, lumen,bilateral
prostate infiltration, inflammatory cell,ventral,multifocal
testes and seminal vesicle are non remarkable
1209 sacrificed 42 jejunum diverticula

The degree of non-neoplastic lesions was slight, when each degree of them was not described.



Appendix 6. -continued Histopathologic findings of rats Exp. No. E786 (115-236)
Sex: Male Dose level: 200 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1302 sacrificed 42 epididymides cell debris, lumen,unilateral
[no lesion corresponding to the gross finding(nodule)]
1304 sacrificed 42 lungs hemorrhage with deposit, hematoidin crystal, focal,unilateral
pituitary gland
cyst,pars distalig, focal
1307 sacrificed 42 kidneys inflammatory change, focal,cortex,unilateral
1309 sacrificed 42 lungs inflammatory change, focal,unilateral
epididymides spermatic granuloma, focal,unilateral
1312 sacrificed 42 testes atrophy, seminiferous tubule, focal,bilateral

- 16C -

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E786 (115-236)

Sex: Male Dose level: 1000 (mg/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

1401 non-pregnancy 42 forestomach  hyperplasia, squamous cell with parakeratosis, focal
liver hypertrophy, hepatocyte,centrilobular

epididymides cell debris, lumen,bilateral
prostate infiltration, inflammatory cell,ventral,multifocal

testes and seminal vesicle are non remarkable

1402 sacrificed 42 testes, epididymides,prostate and seminal vesicle are non remarkable
1403 sacrificed 42 forestomach  hyperplasia, squamous cell with parakeratosis, focal
testes atrophy, seminiferous tubule, focal,bilateral

epididymides cell debris, lumen,bilateral
prostate and seminal vesicle are non remarkable
1404 sacrificed 42 forestomach  hyperplasia, squamous cell with parakeratosis, focal
testes, epididymides,prostate and seminal vesicle are non remarkable
1405 sacrificed 42 forestomach  hyperplasia, squamous cell with parakeratosis, focal
kidneys cyst, cortex, focal,unilateral
testes, epididymides,prostate and seminal vesicle are non remarkable
1406 sacrificed 42 forestomach  hyperplasia, squamous cell with parakeratosis, focal

glandular stomach
cyst, squamous cell, focal

prostate infiltration, inflammatory cell,dorsolateral and ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable

1407 sacrificed 42 forestomach  hyperplasia, scuamous cell with parakeratosis,focal
liver hypertrophy, hepatocyte,diffuse

The degree of non-neoplastic lesions was glight, when each degree of them was not described.
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E786 (115-236)

Sex: Male Dose level: 1000 (mg/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

1407 kidneys inflammatory change, focal,cortex,bilateral

epididymides spermatic granuloma, focal,unilateral
prostate infiltration, inflammatory cell,ventral,multifocal

testes and seminal vesicle are non remarkable

1408 sacrificed 42 forestomach  hyperplasia, squamous cell with parakeratosis, focal
liver hypertrophy, hepatocyte,diffuse
kidneys non remarkable

[no lesion corresponding to the gross finding(scarred)]
prostate infiltration, inflammatory cell,ventral, focal
testes, epididymides and seminal vesicle are non remarkable

1409 dead 2 lungs congestion,unilateral
prostate infiltration, inflammatory cell,ventral,multifocal
testes,epididymides and seminal vesicle are non remarkable
cause of death : unknown

1410 sacrificed 42 epididymides cell debris, lumen,bilateral
testes,prostate and seminal vesicle are non remarkable

1411 sacrificed 42 forestomach  hyperplasia, squamous cell with parakeratosis, focal
prostate infiltration, inflammatory cell,ventral, focal

testes, epididymides and seminal vesicle are non remarkable

1412 non-pregnancy 42 forestomach  hyperplasia, squamous cell with parakeratosis,focal
liver hypertrophy, hepatocyte,diffuse
prostate infiltration, inflammatory cell,ventral, focal

The degree of non-neoplastic lesions was glight, when each degree of them was not described.
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Exp. No. E786 (115-236)

Appendix 6. -continued Histopathologic findings of rats
Sex: Male Dose level: 1000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1412 testes,epididymides and seminal vesicle are non remarkable
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E786 (115-236)
Sex: Female Dose level: 0 (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2001 not copulation 53 ovaries,uterus and vagina are non remarkable

2002 sacrificed 14 uterus
ovaries and
2003 sacrificed 14 uterus
ovaries and
2004 sacrificed 14 uterus

ovaries and

2005 sacrificed L4 kidneys
uterus
ovaries and

2006 sacrificed 14 uterus
ovaries and

2007 non-pregnancy G25 vagina
ovaries and

2008 sacrificed 4 liver
uterus
ovaries and

2009 sacrificed L4 uterus
ovaries and

2010 sacrificed L4 uterus

ovaries and

post delivery lesion
vagina are non remarkable

post delivery lesion
vagina are non remarkable

post delivery lesion
vagina are non remarkable

non remarkable
[no lesion corresponding to the gross finding(scarred)]

post delivery lesion
vagina are non remarkable
post delivery lesion
vagina are non remarkable
cystic dil, vaginal fornix
uterus are non remarkable
necrosis, hepatocyte,multifocal
post delivery lesion
vagina are non remarkable
post delivery lesion
vagina are non remarkable
post delivery lesion

vagina are non remarkable

The degree of non-neoplastic lesions was glight, when
L: Lactation period G: Gestation period

each degree of them was not described.
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Exp. No. E786 (115-236)

G: Gestation period

Appendix 6. -continued Histopathologic findings of rats
Sex: Female Dose level: 0 (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2011 sacrificed L4 uterus post delivery lesion

ovaries and vagina are non remarkable
2012 non-pregnancy G25 ovaries,uterus and vagina are non remarkable
The degree of non-neoplastic lesions was slight, when each degree of them was not described.

L: Lactation period
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Exp. No. E786 (115-236)

Appendix 6. -continued Histopathologic findings of rats
Sex: Female Dose level: 8 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2103 not copulation 53 ovaries,uterus and vagina are non remarkable
2106 sacrificed L4 glandular stomach

non remarkable
[no lesion corresponding to the gross finding(white patch)]

2108 sacrificed L4 kidneys inflammatory change, focal,cortex,unilateral
2110 sacrificed L4 jejunum diverticula
kidneys inflammatory change, focal, cortex,unilateral

The degree of non-neoplastic
L: Lactation period

lesions was slight, when each degree of them was not described.
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Exp. No. E786 (115-236)

Appendix 6. -continued Histopathologic findings of rats
Sex: Female Dose level: 40 (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2203 non-pregnancy G25 ovaries,uterus and vagina are non remarkable

2207 non-pregnancy G25 ovaries,uterus and vagina are non remarkable

L4 kidneys non remarkable
[no lesion corresponding to the gross finding(scarred)]

2212 sacrificed
The degree of non-neoplastic lesions was slight, when each degree of them was not described.

G: Gestation period

L: Lactation period
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Exp. No. E786 (115-236)

Appendix 6. -continued Histopathologic findings of rats
Sex: Female Dose level: 200 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2303 sacrificed L4 liver hypertrophy, hepatocyte,centrilobular
2310 sacrificed L4 liver hypertrophy, hepatocyte,centrilobular
The degree of non-neoplastic lesions was slight, when each degree of them was not described.

L: Lactation period



Appendix 6. -continued Histopathologic findings of rats Exp. No. E786 (115-236)
Sex: Female Dose level: 1000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2401 non-pregnancy G25 forestomach  hyperplasia, squamous cell with parakeratosis, focal
ovaries,uterus and vagina are non remarkable
2402 sacrificed L4 forestomach  hyperplasia, squamous cell with parakeratosis, focal
uterus post delivery lesion
ovaries and vagina are non remarkable
2403 sacrificed L4 forestomach  hyperplasia, squamous cell with parakeratosis, focal
uterus post delivery lesion
ovaries and vagina are non remarkable
, 2404 all pups died L2 thymus atrophy
%é forestomach hyperplasia, squamous cell, focal
I uterus post delivery lesion
retained placenta
ovaries and vagina are non remarkable
2405 abortion G25 uterus post delivery lesion
retained placenta
ovaries and vagina are non remarkable
2406 dead G22 forestomach  hyperplasia, squamous cell with parakeratosis, focal
ovaries,uterus and vagina are non remarkable
cause of death : unknown
2407 sacrificed 14 uterus post delivery lesion
ovaries and vagina are non remarkable
2408 sacrificed 14 glandular stomach

erogsion, focal

The degree of non-neoplastic lesions was glight, when each degree of them was not described.

L: Lactation period

G: Gestation period
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Appendix 6. -continued Histopathologic findings of rats Exp. No. E786 (115-236)

Sex: Female Dose level: 1000 (mg/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2408 liver hypertrophy, hepatocyte,centrilobular
uterus post delivery lesion

ovaries and vagina are non remarkable
2409 sacrificed L4 forestomach  hyperplasia, squamous cell with parakeratosis, focal
uterus post delivery lesion
ovaries and vagina are non remarkable
2410 dead G4 lungs congestion,bilateral
glandular stomach
non remarkable

[no lesion corresponding to the gross finding(black patch)]

liver non remarkable
[no abnormal change corresponding to the gross finding(white patch)l]

ovaries,uterus and vagina are non remarkable
cause of death : unknown
2411 sacrificed 14 forestomach  hyperplasia, squamous cell with parakeratosis, focal

kidneys non remarkable
[no abnormal change corresponding to the gross finding(scarred)]

uterus post delivery lesion
ovaries and vagina are non remarkable
2412 non-pregnancy G25 liver hypertrophy, hepatocyte,centrilobular

ovaries,uterus and vagina are non remarkable

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
L: Lactation period G: Gestation period
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Appendix 7. Cell type and number in seminiferous tubules of male rats at VII- VIl stage of spermatogenesis Exp.No.E786 (115-236)

Dose level : 0 mg/kg

Animal Cell type and number of cells Cell type and number per Sertoli cell

ID-No. Type A PL P RS SR Type A PL P RS
1001 @ 11 166 260 384 66 0.17 2.52 3.94 5.82
1002 11 188 263 415 75 0.15 2.51 3.51 5.53
1003 12 191 297 419 78 0.15 2.45 3.81 5.37
1004 12 173 255 404 84 0.14 2.06 3.04 4.81
1005 13 198 300 472 103 0.13 1.92 2.91 4.58
1006 11 175 274 386 77 0.14 2.27 3.56 5.01
1007 14 173 302 453 92 0.15 1.88 3.28 4.92
1008 10 161 267 405 74 0.14 2.18 3.61 5.47
1009 10 170 262 374 83 0.12 2.05 3.16 4.51
1010 13 191 302 461 85 0.15 2.25 3.55 5.42
1011 12 191 323 451 83 0.14 2.30 3.89 5.43
1012 " 13 209 329 462 83 0.16 2.52 3.96 5.57

Type A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell
a) Not copulation b) Non-pregnancy

Dose level : 8 mg/kg

Animal Cell type and number of cells Cell type and number per Sertoli cell
ID-No. Type A PL P RS SR Type A PL P RS
1103 ¥ 13 174 261 385 76 0.17 2.29 3.43 5.07

Type A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell
a) Not copulation
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Appendix 7. -continued  Cell type and number in seminiferous tubules of male rats at VII- VIl stage of spermatogenesis Exp.No.E786 (115-236)

Dose level : 40 mg/kg

Animal Cell type and number of cells Cell type and number per Sertoli cell

ID-No. Type A PL P RS SR Type A PL P RS
1203 ¥ 11 202 309 417 85 0.13 2.38 3.64 491
1207 2 11 201 276 441 84 0.13 2.39 3.29 5.25

Type A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell
a) Non-pregnancy

Dose level : 1000 mg/kg

Animal Cell type and number of cells Cell type and number per Sertoli cell

ID-No. Type A PL P RS SR Type A PL P RS
1401 ¥ 12 180 267 400 81 0.15 2.22 3.30 4.94
1402 11 163 249 404 75 0.15 2.17 3.32 5.39
1403 12 170 268 384 82 0.15 2.07 3.27 4.68
1404 12 166 237 388 69 0.17 2.41 3.43 5.62
1405 12 211 299 429 96 0.13 2.20 3.11 4.47
1406 12 178 301 446 79 0.15 2.25 3.81 5.65
1407 12 156 273 397 78 0.15 2.00 3.50 5.09
1408 12 158 251 389 81 0.15 1.95 3.10 4.80
1410 12 155 245 440 70 0.17 2.21 3.50 6.29
1411 10 171 270 419 81 0.12 2.11 3.33 5.17
1412 % 11 198 313 433 89 0.12 2.22 3.52 4.87

Type A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell
a) Non-pregnancy
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Appendix 8. Observations of vaginal smear of female rats Exp. No. E786 {115-236)

Dose level : Omg/kg/day

Animal Pre-mating period (day) Mating period (day) Mean Irregular
ID-No estrous estrous
' 12 3 456 7 8 910111213 14 1 2 3 4 5 6 7 8 910 1112 13 14 15 cycle cycle
2001 DDEMDDEMDUDEMPDTD EMDDDDODDODUDDODDTDD 40 +
2002 DEMDDEMDPEMDTDE MDPQ- 4.0 -
2003 EMDDEMDDEMDDEM D D[C] 4.0 -
2004 DEMDDEMDDEMDTPDE M D P|C] 4.0 -
2005 DEMDDEMDDEMDTDE M D P|C 4.0 -
20086 EMDDEMDDEMDDEM D D|C 4.0 -
2007 DPEMDDEMDUDEMDTD E|C 4.0 -
2008 MDPEMDDEMDUDEMD D|C 4.0 -
2009 MDPEMDDEMDDEMD D[C 4.0 -
2010 DEMDDEMDPEMDPE M D P[C] 4.0 -
2011 EMDDEMDDEMDTUDEM D D|C 4.0 -
2012 DDEMDDEMDUDEMDD E|[C] 4.0 -
4.0 @ 112 ®
+0.0
P : Proestrus E: Estrus M: Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean = S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined
- - = : Pseudopregnancy ; it was excluded from the calculation of the mean estrous cycle
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Appendix 8. -continued Observations of vaginal smear of female rats Exp. No. E786 (115-236)

Dose level : 8mg/kg/day

Animal Pre-mating period (day) Mating period (day) Mean Irregular

ID-No estrous estrous
) 12 3 4 56 7 8 910111213 14 1 2 3 4 5 6 7 8 9101112 13 14 15 cycle cycle

2101 DEEMDDPEMDDUPEWM DPE 5.5 +

2102 DEMDPEMDDEMDTDE MDDE 4.0

2103 DDEMDDEMDPEMDTD EMDDDDDDDTDDDDDD 40 +

2104 MDPEMDDUPEMDTDPE M D DJ|C 5.0 -

2105 EMDDEMDDEMDTDEM D P[C] 4.0 -

2106 DEMDDEMDDEMDPE MDPE 4.0 -

2107 MDPEMDDEMDDEMD D[C] 4.0 -

2108 EMDDEMDDEMDTUDEM D D|C 4.0 -

2109 EMDDEMDUDEMDTUDEM D P|C 4.0 -

2110 DDEMDDEMDDEMDTD E M D D[C] 4.0 -

2111 DEMDDEMDZPEMDTDE M D P|C] 4.0 -

2112 MDDEMDDEMDDEMD D 4.0 -

42 @ 2/12 9
0.5

P : Proestrus E: Estrus M: Metestrus D : Diestrus

C : Copulation

E : The day used for calculation of estrous cycle

a) Mean = S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined
- - = : Pseudopregnancy ; it was excluded from the calculation of the mean estrous cycle
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Appendix 8. -continued Observations of vaginal smear of female rats Exp. No. E786 (115-236)

Dose level : 40mg/kg/day

Animal Pre-mating period (day) Mating period (day) Mean Irregular
ID-No estrous estrous
' 12 3 4 56 7 8 910111213 14 1 2 3 45 6 7 8 910111213 14 cycle cycle
2201 MDPEMDDEMDDEMD D_ 4.0 -
2202 DEMDDEMDPEMDTDE M D P|C] 4.0 -
2203 DDDDDEMDDEMDDE M D D|C]| 4.0 +
2204 DEMDDPEMDDUPEMD D 5.0 -
2205 DDEMDDEMDDEMDTD E M D P[C] 4.0 -
2206 DEMDDETEMDEMDDE M D P|C 4.0 -
2207 PEEMDUDETEMDTUDZPEM D D|C| 5.5 +
2208 EMDPEMDPEMDZPEM D P|C 4.0 -
2209 MDDEMDDEMDDEMD D|C] 4.0 -
2210 ODDEMDZPEMDDEMDP EMD P[C] 4.0 -
2211 PEMDPEMDDEMDPE M D P|C] 4.0 -
2212 DDEMDDEMDDEMDP EMDDDDDDDDDDD 4.0 +
42 @ 3/12 9
0.5
P : Proestrus E: Estrus M: Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean = S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined
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Appendix 8. -continued Observations of vaginal smear of female rats Exp. No. E786 (115-236)

Dose level : 200mg/kg/day

Animal Pre-mating period (day) Mating period (day) Mean Irregular
ID-No estrous estrous
' 12 3 4 56 7 8 910111213 14 1 2 3 45 cycle cycle
2301 MDPEMDDEMDDEMD D[C] 4.0 -
2302 EMDDEMDUDEMDTEDEM D D|C]| 4.0 -
2303 EMDDEMDUDEMDTUDEM D D|C 4.0 -
2304 PEMDPEMDZPEMDTPEDFP E|[C] 43 -
2305 DEMDDEMDTPEMDTPDE M D P[C] 4.0 -
23086 EMDPEMDPEMDPEM D P|C| 4.0 -
2307 DDEMDDETEMDDEMD D D[C] 45 -
2308 DDEMDDEMDDEMDD E MD D|C] 4.0 -
2309 DDEMDDIEMDDEMDD E M D D|C] 4.0 -
2310 MDDEMDDEMDDEMD D 4.0 -
2311 DDDEMDDDEMDTDPE M D P|C] 5.0 -
2312 DDEMDPEMDDEMDD E M D D|C] 4.0 -
42 @ 0/12
0.3
P : Proestrus E: Estrus M: Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean = S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined
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Appendix 8. -continued Observations of vaginal smear of female rats Exp. No. E786 (115-236)

Dose level : 1000mg/kg/day

Animal Pre-mating period (day) Mating period (day) Mean Irregular
ID-No. estrous estrous
12 3 4 5 6 7 8 91011121314 12 3 456 7 89 cycle cycle
2401 EMDDPEMDDEMDTEDP EMDEMDD 4.0 -
2402 MDDPEMDDPEMDDD E DD D[C] 5.0 -
2403 EMDDDDUDDPETDTDEE M D[C] 3.0 +
2404 EMDDEMDODTEMDTDEM DDEMDD 4.0 -
2405 DEMDDDDDODODETDTDD D[] 9.0 +
24086 DDEEMDUDUDUPDTUDTUDTDD DDDDDDDP - +
2407 DDEMDDDVPMDODODTUDTD D D|C - +
2408 DEMDDPMDDPDDDE DD D|C] 12.0 +
2409 MDPEMDTUDTUDUWPDTDTDZPM D P|C - +
2410 M DDEMDTUDTUDTDTDUDUPEM D D|C] 9.0 +
2411 MDPEMDDEMDDEMD D[C] 4.0 -
2412 DDPMDDDDUDDTDTUDTDTD DDDDDDDP - +
6.3 @ 8/12
£33
P : Proestrus E: Estrus M: Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean = S.D.

b) No. of animals having irregular estrous cycles / no. of animals examined
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Appendix 9. Copulation and fertility results Exp. No. E786 (115-236)

Group-No.
Dose Female Male Copulation Fertility Mating
mg/kg/day No. No. period
00 2001 1001 -/- -
Control 2002 1002 P/S + 3
0 2003 1003 P/S + 2
2004 1004 P/S + 3
2005 1005 P/S + 3
2006 1006 P/S + 2
2007 1007 P/S - 1
2008 1008 P/S + 1
2009 1009 P/S + 1
2010 1010 pP/s + 3
2011 1011 P/S + 2
2012 1012 P/S - 1
Ratio (%) 11/ 12¢( 91.7) 9/ 11( 81.8)
Mean 2.0
01 2101 1101 P/S + 2
BPF-SG 2102 1102 P/S + 3
8 2103 1103 -/- -
2104 1104 P/S + 3
2105 1105 P/S + 2
2106 1106 P/S + 3
2107 1107 P/S + 1
2108 1108 P/S + 2
2109 1109 P/S + 2
2110 1110 pP/s + 4
2111 1111 P/S + 3
2112 1112 P/S + 1
Ratio (%) 11/ 12¢( 91.7) 11/ 11(100.0)
Mean 2.4
Copulation : P;plug 3S;sperm -;not found
Fertility : +;pregnancy - ;non-pregnancy

BPF-SG :dihydroxydiphenylmethane
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Appendix 9. -continued Copulation and fertility results Exp. No. E786 (115-236)

Group-No.
Dose Female Male Copulation Fertility Mating
mg/kg/day No. No. period
02 2201 1201 P/S + 1
BPF-3SG 2202 1202 P/S + 3
40 2203 1203 P/S - 3
2204 1204 P/S + 1
2205 1205 P/S + 4
2206 1206 P/S + 3
2207 1207 P/S - 2
2208 1208 P/S + 2
2209 1209 P/S + 1
2210 1210 pP/s + 4
2211 1211 P/S + 3
2212 1212 P/S + 13
Ratio (%) 12/ 12(100.0) 10/ 12( 83.3)
Mean 3.3
03 2301 1301 P/S + 1
BPF-SG 2302 1302 P/S + 2
200 2303 1303 P/S + 2
2304 1304 P/S + 1
2305 1305 P/S + 3
2306 1306 P/S + 2
2307 1307 P/S + 2
2308 1308 P/S + 4
2309 1309 P/S + 4
2310 1310 pP/s + 1
2311 1311 P/S + 3
2312 1312 P/S + 4
Ratio (%) 12/ 12(100.0) 12/ 12(100.0)
Mean 2.4
Copulation : P;plug 3S;sperm -;not found
Fertility : +;pregnancy - ;non-pregnancy

BPF-SG :dihydroxydiphenylmethane
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Appendix 9. -continued Copulation and fertility results Exp. No. E786 (115-236)

Group-No.
Dose Female Male Copulation Fertility Mating
mg/kg/day No. No. period
04 2401 1401 P/S - 7
BPF-3SG 2402 1402 P/S + 4
1000 2403 1403 P/S + 2
2404 1404 P/S + 6
2405 1405 P/S + 1
2406 1406 P/S - 8
2407 1407 P/S + 2
2408 1408 P/S + 3
2409 1409 P/S + 2
2410 1410 pP/s a) 2
2411 1411 P/S + 1
2412 1412 P/S - 8
Ratio (%) 12/ 12(100.0) 8/ 11( 72.7) a)
Mean 3.8
Copulation : P;plug S;sperm -;not found
Fertility : +;pregnancy - ;non-pregnancy

a) :The animal of unknown fertility was excluded from the calculation.
BPF-SG :dihydroxydiphenylmethane
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Appendix 10. Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 00 Control 0 mg/kg/day

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2002 22 17 15 88.24 14 93.33 0 0
2003 22 16 16 100.00 16 100.00 0 0
2004 22 18 14 77.78 14 100.00 0 0
2005 22 15 15 100.00 14 93.33 0 0
2006 22 10 10 100.00 9 90.00 0 0
2008 23 15 15 100.00 15 100.00 0 0
2009 22 16 16 100.00 15 93.75 0 0
2010 22 17 17 100.00 16 94.12 0 0
2011 22 17 16 94 .12 14 87.50 0 0
Total - 141 134 - 127 - 0 0
Mean 22.1 15.7 14.9 95.57 14.1 94 .67 0.0 0.0
S.D. 0.3 2.3 2.0 7.83 2.1 4 .52 0.0 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100



Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 00 Control 0 mg/kg/day
No. of 1live No. of live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)

2002 9 5 14 S 4 13 0.643 0.643 0.692

2003 9 7 16 9 7 16 0.563 0.563 0.563

2004 9 5 14 S 5 14 0.643 0.643 0.643

2005 5 9 14 5 9 14 0.357 0.357 0.357

2006 6 3 9 6 3 9 0.667 0.667 0.667

2008 6 9 15 6 9 15 0.400 0.400 0.400

2009 11 4 15 9 4 13 0.733 0.733 0.692

2010 9 7 16 9 7 16 0.563 0.563 0.563

2011 5 9 14 5 9 14 0.357 0.357 0.357

Total 69 58 127 67 57 124 - - -

Mean 7.7 6.4 14.1 7.4 6.3 13.8 0.547 0.547 0.548

S.D. 2.2 2.3 2.1 1.9 2.4 2.1 0.142 0.142 0.141
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 00 Control 0 mg/kg/day
Live birth Viability index on day 4 (%) 2) No. of live offspring
index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2002 100.00 100.00 80.00 92.86 0 ( 0.0)
2003 100.00 100.00 100.00 100.00 0 ( 0.0)
2004 100.00 100.00 100.00 100.00 0 ( 0.0)
2005 100.00 100.00 100.00 100.00 0 ( 0.0)
2006 100.00 100.00 100.00 100.00 0 ( 0.0)
2008 100.00 100.00 100.00 100.00 0 ( 0.0)
2009 100.00 81.82 100.00 86.67 0 ( 0.0)
2010 100.00 100.00 100.00 100.00 0o ( 0.0)
2011 100.00 100.00 100.00 100.00 0 ( 0.0)
Total - - - - 0 ( 0.0)
Mean 100.00 97.98 97.78 97.73 0.0
S.D. 0.00 6.06 6.67 4.77 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 01 BPF-SG 8 mg/kg/day

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2101 22 18 17 94 .44 16 94 .12 0 0
2102 22 8 8 100.00 8 100.00 0 0
2104 23 16 15 93.75 13 86.67 0 0
2105 22 13 13 100.00 13 100.00 0 0
2106 22 16 17 106.25 16 94.12 0 0
2107 22 13 13 100.00 12 92.31 0 0
2108 22 16 14 87.50 12 85.71 0 0
2109 22 17 16 94.12 16 100.00 0 0
2110 22 15 15 100.00 14 93.33 0 0
2111 22 16 15 93.75 14 93.33 0 0
2112 22 16 15 93.75 14 93.33 0 0
Total - 164 158 - 148 - 0 0
Mean 22.1 14.9 14 .4 96.69 13.5 93.90 0.0 0.0
S.D. 0.3 2.7 2.5 5.07 2.3 4.84 0.0 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100
BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 01 BPF-SG 8 mg/kg/day
No. of 1live No. of live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)

2101 8 8 16 8 8 16 0.500 0.500 0.500

2102 3 5 8 3 5 8 0.375 0.375 0.375

2104 5 8 13 5 8 13 0.385 0.385 0.385

2105 8 5 13 8 5 13 0.615 0.615 0.615

2106 8 8 16 8 8 16 0.500 0.500 0.500

2107 8 4 12 8 4 12 0.667 0.667 0.667

2108 8 4 12 8 4 12 0.667 0.667 0.667

2109 6 10 16 6 10 16 0.375 0.375 0.375

2110 6 8 14 6 8 14 0.429 0.429 0.429

2111 7 7 14 7 7 14 0.500 0.500 0.500

2112 6 8 14 6 8 14 0.429 0.429 0.429

Total 73 75 148 73 75 148 - - -

Mean 6.6 6.8 13.5 6.6 6.8 13.5 0.495 0.495 0.495

S.D. 1.6 2.0 2.3 1.6 2.0 2.3 0.111 0.111 0.111

BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 01 BPF-SG 8 mg/kg/day

Live birth Viability index on day 4 (%) 2) No. of live offspring

index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2101 100.00 100.00 100.00 100.00 0 ( 0.0)
2102 100.00 100.00 100.00 100.00 0 ( 0.0)
2104 100.00 100.00 100.00 100.00 0 ( 0.0)
2105 100.00 100.00 100.00 100.00 0 ( 0.0)
2106 100.00 100.00 100.00 100.00 0 ( 0.0)
2107 100.00 100.00 100.00 100.00 0 ( 0.0)
2108 100.00 100.00 100.00 100.00 0 ( 0.0)
2109 100.00 100.00 100.00 100.00 0o ( 0.0)
2110 100.00 100.00 100.00 100.00 0 ( 0.0)
2111 100.00 100.00 100.00 100.00 0 ( 0.0)
2112 100.00 100.00 100.00 100.00 0o ( 0.0)
Total - - - - 0o ( 0.0)
Mean 100.00 100.00 100.00 100.00 0.0
S.D. 0.00 0.00 0.00 0.00 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 02 BPF-SG 40 mg/kg/day

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2201 22 17 16 94 .12 16 100.00 0 0
2202 23 17 16 94 .12 15 93.75 0 0
2204 22 17 14 82.35 14 100.00 0 0
2205 23 15 15 100.00 13 86.67 0 0
2206 22 14 14 100.00 14 100.00 0 0
2208 22 15 15 100.00 15 100.00 0 0
2209 22 26 14 53.85 14 100.00 0 0
2210 23 19 17 89.47 15 88.24 1 0
2211 23 16 15 93.75 15 100.00 0 0
2212 22 14 14 100.00 13 92.86 0 0
Total - 170 150 - 144 - 1 0
Mean 22.4 17.0 15.0 90.77 14.4 96 .15 0.1 0.0
S.D. 0.5 3.5 1.1 14.17 1.0 5.35 0.3 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100
BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 02 BPF-SG 40 mg/kg/day
No. of 1live No. of live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)

2201 7 9 16 7 9 16 0.438 0.438 0.438

2202 8 7 15 8 7 15 0.533 0.533 0.533

2204 7 7 14 7 7 14 0.500 0.500 0.500

2205 8 5 13 8 5 13 0.615 0.615 0.615

2206 8 6 14 8 6 14 0.571 0.571 0.571

2208 5 10 15 4 8 12 0.333 0.333 0.333

2209 12 2 14 12 2 14 0.857 0.857 0.857

2210 9 5 14 9 5 14 0.667 0.643 0.643

2211 10 5 15 10 4 14 0.667 0.667 0.714

2212 4 9 13 4 9 13 0.308 0.308 0.308

Total 78 65 143 77 62 139 - - -

Mean 7.8 6.5 14.3 7.7 6.2 13.9 0.549 0.547 0.551

S.D. 2.3 2.4 0.9 2.5 2.3 1.1 0.166 0.164 0.168

BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 02 BPF-SG 40 mg/kg/day
Live birth Viability index on day 4 (%) 2) No. of live offspring
index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2201 100.00 100.00 100.00 100.00 0 ( 0.0)
2202 100.00 100.00 100.00 100.00 0 ( 0.0)
2204 100.00 100.00 100.00 100.00 0 ( 0.0)
2205 100.00 100.00 100.00 100.00 0 ( 0.0)
2206 100.00 100.00 100.00 100.00 0 ( 0.0)
2208 100.00 80.00 80.00 80.00 0 ( 0.0)
2209 100.00 100.00 100.00 100.00 0 ( 0.0)
2210 93.33 100.00 100.00 100.00 0o ( 0.0)
2211 100.00 100.00 80.00 93.33 0 ( 0.0)
2212 100.00 100.00 100.00 100.00 0 ( 0.0)
Total - - - - 0 ( 0.0)
Mean 99.33 98.00 96.00 97.33 0.0
S.D. 2.11 6.32 8.43 6.44 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 03 BPF-SG 200 mg/kg/day

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2301 23 13 13 100.00 11 84 .62 0 0
2302 22 14 14 100.00 14 100.00 0 0
2303 22 14 14 100.00 13 92.86 0 0
2304 22 17 12 70.59 10 83.33 0 0
2305 23 16 14 87.50 12 85.71 0 0
2306 22 14 13 92.86 13 100.00 0 0
2307 21 15 15 100.00 14 93.33 0 0
2308 22 15 15 100.00 15 100.00 0 0
2309 22 18 16 88.89 16 100.00 0 0
2310 23 14 14 100.00 14 100.00 0 0
2311 22 16 15 93.75 13 86.67 0 0
2312 23 17 15 88.24 12 80.00 0 0
Total - 183 170 - 157 - 0 0
Mean 22.3 15.3 14.2 93.49 13.1 92.21 0.0 0.0
S.D. 0.6 1.5 1.1 8.86 1.7 7.77 0.0 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100
BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 03 BPF-SG 200 mg/kg/day
No. of 1live No. of live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)

2301 5 6 11 5 6 11 0.455 0.455 0.455

2302 8 6 14 8 6 14 0.571 0.571 0.571

2303 6 7 13 6 7 13 0.462 0.462 0.462

2304 6 4 10 6 4 10 0.600 0.600 0.600

2305 6 6 12 6 6 12 0.500 0.500 0.500

2306 6 7 13 6 7 13 0.462 0.462 0.462

2307 7 7 14 7 7 14 0.500 0.500 0.500

2308 8 7 15 8 7 15 0.533 0.533 0.533

2309 7 9 16 7 9 16 0.438 0.438 0.438

2310 7 7 14 7 6 13 0.500 0.500 0.538

2311 9 4 13 9 4 13 0.692 0.692 0.692

2312 4 8 12 4 8 12 0.333 0.333 0.333

Total 79 78 157 79 77 156 - - -

Mean 6.6 6.5 13.1 6.6 6.4 13.0 0.504 0.504 0.507

S.D. 1.4 1.4 1.7 1.4 1.4 1.7 0.090 0.090 0.091

BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 03 BPF-SG 200 mg/kg/day

Live birth Viability index on day 4 (%) 2) No. of live offspring

index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2301 100.00 100.00 100.00 100.00 0 ( 0.0)
2302 100.00 100.00 100.00 100.00 0 ( 0.0)
2303 100.00 100.00 100.00 100.00 0 ( 0.0)
2304 100.00 100.00 100.00 100.00 0 ( 0.0)
2305 100.00 100.00 100.00 100.00 0 ( 0.0)
2306 100.00 100.00 100.00 100.00 0 ( 0.0)
2307 100.00 100.00 100.00 100.00 0 ( 0.0)
2308 100.00 100.00 100.00 100.00 0o ( 0.0)
2309 100.00 100.00 100.00 100.00 0 ( 0.0)
2310 100.00 100.00 85.71 92.86 0 ( 0.0)
2311 100.00 100.00 100.00 100.00 0 ( 0.0)
2312 100.00 100.00 100.00 100.00 0o ( 0.0)
Total - - - - 0 ( 0.0)
Mean 100.00 100.00 98.81 99.41 0.0
S.D. 0.00 0.00 4.13 2.06 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 04 BPF-SG 1000 mg/kg/day

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2402 22 14 13 92.86 12 92.31 0 0
2403 23 11 7 63.64 5 71.43 0 0
2404AP 22 15 13 86.67 12 92.31 1 0
2405AB - 12 5 41.67 - - - -
2407 24 14 4 28.57 2 50.00 0 0
2408 22 30 13 43.33 7 53.85 0 0
2409 22 10 9 90.00 7 77.78 0 0
2411 22 14 5 35.71 5 100.00 0 0
Total - 120 69 - 50 - 1 0
Mean 22.4 15.0 8.6 60.31 7.1 76.81 0.1 0.0
S.D. 0.8 6.3 3.9 26.44 3.7 19.55 0.4 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100

2) (No. of offgpring delivered / no. of implantation sites) x 100
AP:all pups died AB:abortion

BPF-SG :dihydroxydiphenylmethane
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Findings of delivery in dams and observations on their offsprings

Exp. No.

E786

(115-236)

Appendix 10. -continued
--- Individual litter ---
Group-No.: 04 BPF-SG 1000 mg/kg/day
No. of 1live No. of live

offspring on day 0 offspring on day 4

Sex ratio of
total number of
offspring at birth

Sex ratio of
live offspring
at birth

Sex ratio of
live offspring

on day

4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total,litter) (M/Total,litter)
2402 5 7 12 4 5 9 0.417 0.417 0.444
2403 3 2 5 3 2 5 0.600 0.600 0.600
2404AP 8 3 11 0 0 0 0.750 0.727 -
2405AB - - - - - - - - -
2407 0 2 2 0 2 2 0.000 0.000 0.000
2408 5 2 7 5 2 7 0.714 0.714 0.714
2409 4 3 7 4 3 7 0.571 0.571 0.571
2411 2 3 5 2 3 5 0.400 0.400 0.400
Total 27 22 49 18 17 35 - - -
Mean 3.9 3.1 7.0 2.6 2.4 5.0 0.493 0.490 0.455
S.D. 2.5 1.8 3.5 2.0 1.5 3.1 0.255 0.251 0.250

AP:all pups died AB:abortion
BPF-SG :dihydroxydiphenylmethane
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Appendix 10. -continued Findings of delivery in dams and observations on their offsprings Exp. No. E786 (115-236)
--- Individual litter ---

Group-No.: 04 BPF-SG 1000 mg/kg/day
Live birth Viability index on day 4 (%) 2) No. of live offspring
index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2402 100.00 80.00 71.43 75.00 0 0.0)
2403 100.00 100.00 100.00 100.00 0 ( 0.0)
2404AP 91.67 0.00 0.00 0.00 0 ( 0.0)
2405AB - - - - -
2407 100.00 0.00 100.00 100.00 0 ( 0.0)
2408 100.00 100.00 100.00 100.00 0 ( 0.0)
2409 100.00 100.00 100.00 100.00 0 ( 0.0)
2411 100.00 100.00 100.00 100.00 0 ( 0.0)
Total - - - - 0 ( 0.0)
Mean 98.81 68.57 81.63 82.14 0.0
S.D. 3.15 47.41 37.54 37.40 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100

2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
AP:all pups died AB:abortion

BPF-SG :dihydroxydiphenylmethane
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Appendix 11-1. Body weight changes of male pups from rats Exp. No. E786 (115-236)
--- Individual litter ---
Group-No. Days after birth Unit:g
Dose
mg/kg/day Dam-No. 0 4
00 2002 6.27 9.94
Control 2003 6.67 10.15
2004 6.31 10.48
2005 6.93 11.71
2006 6.64 11.77
2008 7.24 11.09
2009 5.88 10.33
2010 6.30 9.96
2011 7.32 11.24
N 9 9
Mean 6.62 10.74
S.D. 0.48 0.73

N :No. of litters



Appendix 11-1. -continued Body weight changes of male pups from rats Exp. No. E786 (115-236)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

01 2101 6.33 10.37

BPF-S8G 2102 7.63 13.45

8 2104 7.37 11.30

2105 6.67 9.93
2106 5.85 9.18
2107 6.79 9.70
2108 6.90 10.90
2109 5.36 7.34
2110 7.03 11.20
2111 6.84 11.24
2112 6.75 10.84
N 11 11
Mean 6.68 10.50
S.D. 0.64 1.53

1
™
]
1e%!
1 N :No. of litters

BPF-SG :dihydroxydiphenylmethane



Appendix 11-1. -continued Body weight changes of male pups from rats Exp. No. E786 (115-236)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

02 2201 6.45 9.92

BPF-S8G 2202 7.08 9.78

40 2204 7.14 11.69

2205 7.01 9.68
2206 6.64 9.51
2208 5.60 8.34
2209 6.41 10.36
2210 7.32 10.91
2211 6.75 9.73
2212 6.61 10.64
N 10 10
Mean 6.70 10.06
S.D. 0.49 0.91

N :No. of litters

1
)
3%}
O

I BPF-SG :dihydroxydiphenylmethane
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Appendix 11-1. -continued Body weight changes of male pups from rats Exp. No. E786 (115-236)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

03 2301 8.34 11.60

BPF-SG 2302 6.15 9.33

200 2303 5.84 8.44

2304 6.98 10.77
2305 7.65 11.95
2306 6.62 9.67
2307 6.09 9.51
2308 6.68 9.97
2309 6.29 9.32
2310 6.45 8.69
2311 5.61 8.55
2312 7.54 12.24
N 12 12
Mean 6.69 10.00
S.D. 0.81 1.33

N :No. of litters
BPF-SG :dihydroxydiphenylmethane



Appendix 11-1. -continued Body weight changes of male pups from rats Exp. No. E786 (115-236)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

04 2402 6.03 8.25

BPF-S8G 2403 7.29 12.35

1000 2404 6.07 -

2407 - -
2408 7.00 12.66
2409 6.97 11.76
2411 7.67 12.70
N 6 5
Mean 6.84 11.54
S.D. 0.66 1.88

N :No. of litters
BPF-SG :dihydroxydiphenylmethane
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Appendix 11-2. Body weight changes of female pups from rats (115-236)
--- Individual litter ---
Group-No. Days after birth Unit:g
Dose
mg/kg/day Dam-No. 0 4
00 2002 5.93 9.49
Control 2003 5.98 9.21
2004 5.82 9.81
2005 6.60 10.73
2006 6.39 11.35
2008 7.10 11.08
2009 5.52 9.17
2010 5.93 9.53
2011 6.86 10.82
N 9 9
Mean 6.24 10.13
S.D. 0.53 0.86

N :No. of litters



Appendix 11-2. -continued Body weight changes of female pups from rats Exp. No. E786 (115-236)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

01 2101 5.86 9.89

BPF-S8G 2102 7.12 12.56

8 2104 7.30 11.38

2105 6.18 9.42
2106 5.78 9.26
2107 6.32 8.88
2108 6.53 10.30
2109 5.41 8.21
2110 6.62 10.42
2111 5.90 9.80
2112 6.12 10.12
N 11 11
Mean 6.29 10.02
S.D. 0.57 1.19

1
w
)
w0
1 N :No. of litters

BPF-SG :dihydroxydiphenylmethane



Appendix 11-2. -continued Body weight changes of female pups from rats Exp. No. E786 (115-236)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

02 2201 5.86 9.04

BPF-S8G 2202 6.79 9.27

40 2204 6.76 10.87

2205 6.71 9.53
2206 6.10 8.99
2208 5.59 7.38
2209 6.22 10.11
2210 6.41 9.23
2211 6.55 9.82
2212 6.58 11.11
N 10 10
Mean 6.36 9.54
S.D. 0.41 1.06

N :No. of litters

1
)
w
~

I BPF-SG :dihydroxydiphenylmethane
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Appendix 11-2. -continued Body weight changes of female pups from rats Exp. No. E786 (115-236)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

03 2301 8.10 11.69

BPF-S8G 2302 5.77 9.22

200 2303 5.69 8.63

2304 6.27 9.48
2305 7.20 11.24
2306 6.42 9.38
2307 5.93 9.23
2308 6.01 9.20
2309 6.16 9.39
2310 6.28 7.92
2311 5.68 8.51
2312 6.82 10.82
N 12 12
Mean 6.36 9.56
S.D. 0.71 1.13

N :No. of litters
BPF-SG :dihydroxydiphenylmethane



Appendix 11-2. -continued Body weight changes of female pups from rats Exp. No. E786 (115-236)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg/day Dam-No. 0 4

04 2402 6.09 8.18

BPF-SG 2403 6.60 11.49

1000 2404 5.88 -

2407 8.21 13.99
2408 6.24 11.65
2409 7.23 11.85
2411 7.41 12.74
N 7 6
Mean 6.81 11.65
S.D. 0.84 1.94

N :No. of litters
BPF-SG :dihydroxydiphenylmethane

1

(9%}

|8}

N
1
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Reference data 1

PR E DFRFHESIHT
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1.

1.1.

1.2

1.2.1.

1.2.2.

1.23.

1.24.

1.25.

1.2.6.

EEH

EHEYE 1

IFHEE 4
4,4’-Dihydroxydiphenylmethane
7y &R

GLO!

flLEE

99.9% (GC)

BhEo

B bR T3t

PRAE AT

iR

B e EOTEE:

R (w27, FR, F—70) &E5H
CAS No.

620-92-8

TEAEE 2

REME A

2,4’ -Dihydroxydiphenylmethane
7y N

FAQVC

il
99.9% (GC)

LS GEYTH

SR LAt
(ESEE S

=R

B Huo EoEE
RER (wR7, R, I—I0) =5
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Exp. No. E786 ( 115-236)
127.  CASNo.

2467-03-0
1.3. EHEYE 3

131, e A
2,2°-Dihydroxydiphenylmethane

1.3.2. oy NEE
AE42F

1.3.3. HRE
99.8% (GC)

1.34. G
B bRk T3ERRAAAT
1.3.5. (e S s
Rk
1.3.6. B s EOTEE
g H (w27, TS I—70) 2EH
13.7.  CASNo.
2467-02-9

2. HERRORE
VBB Y )RS0 OWBRYE AR L, Bitds (F—F 7 mimias 7RI
Y, KB I V) TR U, SRENCITIA L 7B 2 L7z, 95
WY& 30 mg (TEHIE : 30.034, 30.004 3571 30.023mg) &Y, A% /—/L (HPLC A,
Fyepicse 135) 2N IR L, EMEC30mL & L7z, & 5122 0O 2 mL % IEHECERER
L, A% /—/VZ%MZACIEMHZ 20 mL & L7z (0.1 mg/mL #E58%) . #0ir L 3 [EFE8
L7z, Wttt OB E R TRE L.

3. HIEE
3.1 KRBT

3.1.1.  BEHE FEEAK TERr=RUL (32, v

e | REK (HPLC A, FOGHIZET %)

EARE S = kL @pLe A, TR

HEE | REA3 BRBEUTE L= R L2 ARARM LI
ERWR | ZREET 1 5 A
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3.1.2.

3.2,

3.2.1.

32.1.1.

W
[
—
[

322,

Exp. No. E786 ( 115-236)

AT YR (A% ) —L BBk (1, vw)]
spge | AV (HPLC H, FAAAEERT )

B K (HPLC I, ROEHIEET )

FRELSE | AX — L I BREBLUOARK I REAEMLE.

PR | SIEREE Tl » H
FEHERIR OFR S
FEHEIRTHE

FEAEIRUR |
EYEME 1 #0900 mg (FZHIE : 90038 mg) &V, A% /—/L (HPLC H, Fnyehi%e

T3 Mz THRAEL, EREZ30mL & L72 GRIEIREE 3 mg/mLl) . AR ZFR%RLA]

H& L7

RN 2

TEUERRL 2 9 150 mg (UM : 150.032mg) &Y, A%/ —/ (HPLC H, Foyth
T2 AN TEML, FREIZ30mL & Lz GRERE S mgmL). HHABIRIHER
FHE L7

FRYEIRH 3

PR 3 K0 60 mg (FEHIE : 60.005mg) 2V, A% /—/L (HPLC H, FOEmis
T¥) AMNZTHEREL, EMEZ30mL & L7 GUERE?2 mg/mL). e AR HABR AR A)
H& LR
REIEITR

YRR 1, 23K 24 10 mL EfEiCEY, BRA%, A% ./— HPLC A, fn
FEABETZE) 2TV TIEREIZ 100mL & L7- (M 1 3ERE 03 mg/mL, 121y
B2 BERE 0.5 mg/mL, EEWE 3 sERE 02 mg/mL) . FEHBRITHAERH &
L.

TR R MR IR
IRETEHER R, AX ) —)L (HPLC H, TntfiZkT3) 2T, LITICREVWERR
L.

EA EESRR EIRE ROIEVER AR
VRNTE 57 .
Std TR (mg/mL) RERE (enL)
(%) | HMEME | BEME2 | FEDES (mL)
1 50 0.015 0.025 0.01 5 100
2 100 0.03 0.05 0.02 10 100
3 150 0.045 0.075 0.03 15 100

- 340 -




3.3.

33.1.

33.2.

3.33.

3.4.

34.1.

34.2.

343.

3.5.

35.1.

3.52.

Exp. No. E786 ( 115-236)
{REFRFEIHES B IR DS
{RFFRFREIESEIATR 1
BEWER 1 2 1 mL ERUCERR L, A%/ — (HPLC A, FolehiEkT ) 2z <
BB 100mL & U7z REERE 0.03 mg/mL).

{RPFRE IR 2
AR 2 & | mL EREICERIL, A% /— (HPLC A, FotiisT i) 20z
TFEIZ 100mL & L7z GRERFE 0.05 mg/mL).

(R R RERR A 3
FEVER Y 3 4 1 mL IEfRICERERL, A% /—/ (HPLC HJ, FepisT3) 2Nz

IEfEC 100 mL & L7 (BRIEREE 0.02 mg/mL).

HIE R
HPLC 4+t

750 InertsilODS-2 (F{E 4.6 mm, £ 150 mm, $7 72 5 um, GL
' Sciences)

77 LR 40°C

EH FEAK T =R (32, vWv)

b= 1.0 mL/min

HIERE 280 nm

ENE 10 uL

. XIEIRE 4°C
F— b5 [ —
A Y ek AH =) SFEERK (1, viv)

HIEHE R

5% LC-2010CHT ENEis s a~ K757 2 A5 L

T H PR 7 b
B Lab Solutions L.C/GC Ver. 6
AT NEaE

LIFTOIEE % HPLC 3 AT LIFERCRER L 7=,
PREFIF T DORERR

RS I FEZRIANE |, (FERFLIREINAIR 2 33 L QRIS IEIRERIAR 3 24 1 [MAE L,
F DORFFIEE A FEE LT,
32T LOMERE

IEHERE (Std-2) 2R L6EEIEL. 5B 1EEBDZ n< M5 AIBWT,
EAEYE |, EEWE 2 BLOEEDE 3 DJBIZIEHL, FO5BHEMN 15U ETHS
TR LT
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3.53.

354

3.6.

3.7.

Exp. No. E786 ( 115-236)
AT LOTERME
VAT LOMRBIZTIEVIRL 6 MIAIES 2 & &, 1F4WE 1, 1EHEME 2 Jo JUMESRE
YB3 OPRFFFHE L OEEOHAHEERAES TN 3.0% U T Th5H Z & 2l L
7.

AT LB ETEDRE R

AT LG MEERHI T, EEME 1, SEME 2 B L UREWE 3 DIl
HU7 $£72, ZOSEEIT 491 L1106 THO, HTEAE OEE 1.5 0 F)
Bl LCWn E£70, EHEME 1, EEEME 2 35 KOMEEME 3 OPREHIRFRE OFRHE
Hfa7elE, 33T 0.0%, B— 7 mfAOMHMERERMEE 03~04%TH Y, HIELAE (HH
IHEHERZE © 3.0%LL ) &7z LTV =728, HPLC ¥ AT AIEUNIFE L T15 &
b L7,
e

LTI WRIT L7, 723, [ Dihydroxydiphenylmethane @ & &3 & T8 0.1
wiv%Tween80 ¥RID 05 wa% W AR F A F Lk o — X+ KU 9 LEEF
dihydroxydiphenylmethane O¥RFEERITIE/ ) T—2 a o : 5ABRES E784 ( 115234 ) |
2RV, TR L ORRERARIL, A b 7T — 1 GREIRFEL 4°0) 2B\ T
24 WRLETHD Z EDNMHRINT VD, HEERIT 1005%TH 0, HIEHELE
(100.0£5.0%LAPN)  Zii7= L= = e R aA L7z,

40 = LK A
1 R PV ERY Std-1, Std-2 33 X (¥ Std-3
1 2 0.1 mg/mL BB
1 R ITEUEAE Std-2 (FBEEF L L O

HITEHER OB L OB OR Y #
PLMIZHENE L, FatriZ DWW TRRCREE D 22 0I5E, TR A TR R L.

TEH Fi{iL Bk FTAMT
PRFFiA min | T ALY Tk FoTAH
E'— 7 EE WVxsee | T—HAEEY T |k FTE
SRR - | Fermmy 7y MNEURELT

2 H7

w /300 x SV/FV

Eﬁf%%’lfﬁéﬁ mg/mL | w : IRERIEAMEOIEEMENEE (ng) ? BT 4
= SV : IBSIEEREIE (mL) T
FV: TAE (mL)




3.8.

Exp. No. E786 ( 115-236)

I H AT BT FIHT
X - Microsoft Excel B3%& SLOPE |
R : Microsoft Excel B9%% TINTERCEPT |
Ex B IO ) v s R mE B
g FAMT : 2L
FAEEYE OFGHBER X OF 0O v —7 [HiE
2RV, BT IR L 0B
(Ar—-b)/a
PENIT S| mgmL | Ac: BB OE 2 P
H DU A BIEHEWEIC 3T HIEX "
b BAEEME I Z I AR
o o, | T GRBRIEDHEENEORE) | BRIROT | /NI
e © | B x 100 147
> x,
i=1
- Mopn | Hen s
i fEEFLT n L 77
x: BOIAE
N R0 LT
R
\/Zl (x a _)_
n -1
A 5 NS
IR ° X BONAIE 1 K7
nc VIR L
x P
e /T < 100
Aq/As % 100
Aq : IREUBIE IR (Std-2, FEEEREED 0
_ . b — 7 i INERELT
HREE % | Ag: BEBBIEIEETL (Std2) DR — 2 | | #
%E": 1)
1) EEHEET |, EVEMEL 2 45 & OUENEET 3
DEREO S
EEBIUER

TEROFEMER 1 ITTT.

BoNT-EEIT100.0% THoT-.
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£1. &
=38 & EDYFH R E RS
(%) (%) (%)
100.0
99.9 100.0 0.1
100.1
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Reference data 2

B R ORI E IR E
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1.

1.1.

1.2

1.2.1.

1.2.2.

1.23.

1.24.

1.25.

1.2.6.

EEH

EHEYE 1

IFHEE 4
4,4’-Dihydroxydiphenylmethane
7y &R

GLO!

flLEE

99.9% (GC)

BhEo

B bR T3t

PRAE AT

iR

B e EOTEE:

R (w27, FR, F—70) &E5H
CAS No.

620-92-8

TEAEE 2

REME A

2,4’ -Dihydroxydiphenylmethane
7y N

FAQVC

il
99.9% (GC)

LS GEYTH

SR LAt
(ESEE S

=R

B Huo EoEE
RER (wR7, R, I—I0) =5

- 346 -

Exp. No. E786 ( 115-236)



Exp. No. E786 ( 115-236)
127.  CASNo.

2467-03-0
1.3. EHEYE 3

131, e A
2,2°-Dihydroxydiphenylmethane

1.3.2. oy NEE
AE42F

1.3.3. HRE
99.8% (GC)

1.34. G
B bRk T3ERRAAAT

1.3.5. (e S s

atinh

1.3.6. B s EOTEE
g H (w27, TS I—70) 2EH

13.7. CASNo.
2467-02-9

2. BEHEE

2.1. AR

2.1.1.  BEME EEAK T R=1NUL (32, vv)]

e | ZREK (HPLC A, FOEAHIEET.2E)

FEHRUR T h= kU (HPLC B, ftiiskT )

L | REAIBERBLEOTE = YL 2ABERREML.
{EFSAR | |IERETL 5 H

2.12. Aoy 2y B—RER (A7 ) —VREK (151, vAw)]

gy | AF /v HPLC H, FOLMEETH)
ERRR g @pLc A, FGETE

FRIAE | AF )L I BEBLVEREBK I FEZEML:
fFFER | =EREETL A
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2.2

22.1.

22.2.

223.

2.3.

2.3.1L

2.3.2.

233.

Exp. No. E786 ( 115-236)
PRSP RRIHERR AR DS
{REFRFFIRERR AR 1
EAEYE 1 £9 10 mg (CRHHE : 10.062 X 1010024 mg) # &Y, A% /—/ (HPLC
HH, el 126 2Nz CEARL, EAEC 100 mL & Lz, X522 0%k 2 mL %
IERECERIR L, A X =V EINZCIEMHS 10mL & L7z GREEE 0.02 mg/mL) .

(R R A 2

EHEYE 25 10mg (FEENE : 10.093 B3 X1 10.004mg) Z8Y, A% /—/L (HPLC
H, FEMEETH) 2N2 OREL, FEMC100 mL & Lz, X5 O 2 mL %
IFFEIZERELL, A X ) —NEMZTEMEZ 10mL & Lz GYERE 0.02 mg/mL).

(REFREEIMERRIA 3

PRV 380 10 mg (GEHINE : 10.079 5L TN 10016 mg) &Y, A% /—/L (HPLC
H, FOGHERT ) 2N CEARL, EMEC100 mL & Lz, X522 OWK2 mL %
TEREIZERILL, AF /) — N EINZTIEREZ 10mL & L7z GEEREEL 0.02 mg/mL).
IR OIS

BB A AV Tz

PERYVE R 20 mg (SZHIE : 20.000 35 1 0820.003 mg) &Y, A% /—/L (HPLC A,
TG TEE) 22 CRMEL, FERc20ml & Uiz GRERE | mgmL). T FHR
IXFAELER & L7
R ITRHERIR

PEUEEHY 2 mL A IEREICERILL, A& /—/v (HPLC H, FmslchE 136) %z CE
Mo S0mL & L7- (GRAEIREE 0.04 mg/mL) . AEYEREIL T 4 A4 —5i Millex™-LH 7L
£ 0.45um, Millipore) L, HPLC JHRBFE U7-. fEHEIRIGHERIR & L7,
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24.

252,

2.5.3.

2.6.

2.6.1.

Exp. No. E786 ( 115-236)
HEER OB

FEGIREAL =T —=THER L6 b, $, TEXOEA LR, ARy 2N
THNTRBI BRI LT, £/, BRIZOWTIT 1B, ARAERy FEAWTHOITaRE %
B U7z, BRI 7o optiralbta A 27 F 2 2 cffititg, 20 A A8y FOWRIE, 2
%/ —N (HPLC H, FefliZET ) 2RV THEREY, ZO|RH A AT T A3 AN
7o FTRIZGED, 2% —LEAOCTHIRL, RENEREZHR L7z, SRBHERE 7 1L
& —2Zit (Millex™LH FL#Z 0.45um, Millipore) L, HPLC Hatkl L L7-.

B HHGRTERE )
1 2 4 X
(mg/mL) 00 0 0.8 A
G B E (mL) 1 1 1 1 1
! l 1 l ! l
1 KERE (mL) 50 50 100 20 10
1 REFWE IR | !
(mL)
| | |
2IRERRE (mL) 50 10
RO 2,500 500 100 20 10
BIESZAE
HPLC &%
55 1 InertsilODS-2 (1R 4.6 mm, [&& 150 mm, $774% 5 um, GL
o Sciences)
H5 LiRE 40°C
BNt RN T h=KrV (32, vv)
Fiieey 1.0 mL/min
HERE 280 nm
TEAE 20 ul
. RTIRE 4°C
F— hH s P S— ]
Ay o P A= AKX J—)u KK (1:1, viv)
HIEHER

B LC-2010CHT &Rk r a~ 75 7 A7 A

F— Z 4L 7 K

E7& Lab Solutions LC/GC Ver. 6

AT hEEME

LITOIEQ % HPLC 3 R T LAFFENEHE 2R L7-.

R DTERR
{(RFFIFFIEREIAHE |, (RPTFIFHIFEREIANE 2 38 L OMRFTBS MR RaIE 3 & 1 EMIE L,
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2.6.2.

2.63.

2.64.

2.7.

Exp. No. E786 ( 115-236)
F ORI AR L.
AT AOMERE
EFERRRE G Eﬁfommym)%ﬁwﬂL6EM¢Lt YHL1IEEBDZ 0
~ h T AR, EEEME |, S 2 B L OMEEE 3 OIEIEH L, F04y
BEERZNEN 1S U ETHAZ L 2R L
AT KOFERME:
VAT LAOMEEIZTIRDE L 6 [BHIEEXILAD & &, E¥EWE 1, 2 BLO3 OFF

[l LOMEVE L |, IRMEE 2 5 KON 3 Ofe ' — 7 THROTHHREER 203 €
NENIO%LLF THD Z L AR LI

AT AEASTEOER

VAT LEETERERRRHI T, BEEME 1, IR 2 d5 L OMTEWE 3 OIFICE
HU7 $72, EO5EEEIT401~4.05 3 L00938~9.45 TH Y, HITHEYE (OEE
1.5 LAE) Az Lz, &7, (EUEmE 1, EAEE 2 3o LUNEHEE 3 ORIy
RIDFHRHER TS, 2T 0.0%, b — 7 TfEOMHTHERERTEL 0.1~02%TH 1,
HERE (FAHEERA  3.0%LL ) 37 LT =729, HPLC v AT ATz ER
B LT D &L 7

HIE

TRICTENE L7z, 2ok, IEEEE GRERE 0.04 mg/mL) 3B X UOSEREIRIS, A4 —
7T — 1L (BRERE 49C) T24 WKMETEETHD Z &M,
[ dihydroxydiphenylmethane 7> &35 £ TN0.1 wiv%Tween80 B 0.5 wv% 1 VAR ¥ A /L
va—xF kU 7 LFEEF dihydroxydiphenylmethane O ERIEE Y F—2 9 o [GR
BREE 5 BT84 ( 115—234 ) ]| IZBWTHERES W T 5. HEEEEEEORIAIT 99.7~100.3%
THY, HERERE (100.0£5.0%L0) A7 Lic/ow, ERRATH L.

Y 2 L RET
3 BTG
i EREIEIE
I TREEEAT REERL L)
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HIEFREROFENTR L OSEORR ) Hu
PITIZENE L, FRiTc oW TRRIZEEH N e WES, T TS THR L.

R B B Tt
1R min F—ZEY 7 K B
v — 7 mis uVxsec | 7— ZULER Y 7 h FzME
N D
Ay — | F—rmmy b PRRAT
2 #f1
w/20/25
EARPRE IS il \ ) A BT 4
PEE mg w  EVERHRRES O R BT RN (ng) | K7
25 : HEHEIE U7 D ORI R
CyxAr/AgxD
Cs 1 T B SRR DI GTRE
AT : gft*’“ﬁfﬁ(])ffﬁ ]:Cb‘yﬁ*ﬁ D ﬁfj]ﬁ;—'—» 4
o | mgml | As: ERMEEEOR Y~ mR R | +
D : A h
1) fEHEYE ], WS 2 35 L ONEEWE 3
DOEEO G
IS
i=1
. . BoNnHE
FH % n L
x: 5HIAMH
n R0 IR LEL
BT\ AT B AT
SN % P 5P OIREY) / TR x 100 s
R
\/ ¥ G-
n -1 g
s N R LT
Y % L
FHXTHEUE(R 7= X B UAE |4
n: IR LE
x T
fEYERE / S < 100
AQ/AS x 100
Ag: ERFIEHAR (BEEE) DRE—2
mE INEEAT
g = Paran 0 N
FRITEH B | Ag: ERMIEEREORE— 2 TROTY | 14

1) HREWHE 1, REDE 2 B I OIREDE 3
DEEDEFT
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3. R

B —PEDRE R A& 1 IR
TRTEIREE IR AEIAAY 100.0+£15.0%LAN D AEHEHER 7Y 10.0%50F & 3= CH)
TERIEZ T Uo7, BHRITEUICRE S T Sl L7o. 72, BHROREL
RO O~ N7 T AL, BB — 7 83 LN T LD, RO

T K DIBY LA & U7

* 1 R

Exp. No. E786 ( 115-236)

Sy PG HRIREE SREBENZ  FExcHERE
p(i: /:fLX) (mg/mL) *TBEL 7=
& 528 (%) (%)
JLEN N.D.” y - a
=] 0.8407
0.8 e 0.8442 0.8535 106.7 23
Tl 0.8757
o= 4.005
— 4 i};:; ::;zz 4.141 103.5 3.2
s = 20.90
20 HE 21.35 21.28 106.4 1.7
= 21.60
e 103.6
100 WS 105.8 106.0 106.0 23
TE 108.5
HEL{A N.D.V - . .
o= 0.8412
0.8 HH e 0.8320 0.8320 104.0 1.1
e 0.8229
rE 4.090
£, g i) ey 4.156 4.118 103.0 0.8
ST B 4.107
= 17.79
20 g 20.29 19.44 972 74
= 20.25
=] 102.9
100 Wi 101.3 102.5 102.5 1.0
T/E 103.2
1) Not detectable



Exp. No. E786 ( 115-236)
FINAL REPORT

& #8 % & iE &

aill

# & Jv M3 dihydroxydiphenylmethane O#E Q#5185 B AN RAER

HERES . E786 ( 115—236 )

ARBRY, T EEES IR IR L EET 28R BT 5 R >\ T) (BRR 23
£3 A 31 BEARK 0331 F 85, k23 -03-29 WRE 6 5, HBIREFRE 110331010 B) -
TEESH, AREREZICTHINEZERIL RBROLET—FZ ZIERICRMLTWA Z L 2R
AT 5.

728, ARBROGEMERIEMINC X 2ETHEE KEIORT.

T4 £ S BY R

AR« AEMEEARGRERLZ MY 7 —
{ERRMERAERPI RS

K4
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FINAL REPORT

EVRE S

e _ AR EE B IO T

A A S e

AEAR AR H EEERE~OWED | N
PR E TR 2597 H 23 H TR 2597 A 23 H

Al a—~Z7a ha—)

k257 H 23 B

k25 #7 H 23 B

AT

A% 25 &8 A 26 H

ER 2548 H 26 H

EVA

Rk 2597 A 24 B

Rk 2547 A 25 A

B GURDOFEL LU/
B4

TRk 25%8 H6H

TR 258 A 6 H

BT

FEK 258 A 7 H

k2548 A 8 H

B GRkR, ARREEOEIZ
BLORE, fiFEOHE

YRk 258 H 8 H

Rk 258 H8 H

B

YRk 2598 A 23 B

Rk 258 A 23 A

IrifikRE, R L U4
RoOBIER

YRk 259 H 15 B

Rk 2549 H 19 A

#k (ARSI L7k &
OHAEIR)

ERk 2599 H 18 H

PRk 2549 H 19 B

wiliR (k)

TRk 259 A 19 H

TEE254E9 A 19 H

TRER AR A A E
BOWIYHL)

ERK2599 A 25 H

TR 2599 A 25 H

TRERH AR IR A
(e

ERE254E10H 11 A

SERE 2510 H 11 A

BB E DR

SERE25 4510 A 17 H

SERK254510 B 17 H

TR RO A THEA B
B GEY)

SERk254 10 21 0

R 25410 21 O

TREHLRR RO A AR
2 Gt

Wik 254E 10 H 28 B

Wk 254-10 H 29 A

TREERHA PRI

FRR25%F 11 A7 H

TR 2511 A 7H

JRHEAAREAORE (BFE
BAA 7 V)

WK 25411 A 13 A

25711 A 13 B

AT —F B LURKREE
e

YK 26 4E 2 A 17~19,
24~28 H

TRk 2653 B30

AT A BIUBRRBREE

FR26%3 24 H

FrE2693 A 24 H
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