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Sprague-Dawley ;2 SPF 7 » k [Crl:.CD(SD)] ZHWT, 4-E Fufx o V7 ==/l X
& DB L DB N EDORNEM A AT L, '8E5 1% 0 (0.5w/v% A F L
T — A KRR - XPBRAE) . 30, 150 & TF 750 mg/kg/day & L. 28 A IR 5@ T
A5 U7z, | BEO B E T BAE R O 750 mg/kg $5% 5-RBE CHEMES 12 P8, 30 Y150
mg/kg e G- CHERER 6 TL & L7z, T D 95 6, P& N 750 mg/kg B 5-HE O MEREA 6
PEAZoWTid, 28 G4 2 IR S E 7,

B ROEEBMZEC ORI A LNRboT=, F=, #BH, #BEREROY
MiEFRRETIL, BRYEHE S OREBIRD N7,

—RCRBETIE, BE5- 5 HLABRIZ 750 mg/kg P 5-BE O MEMECItREN BUR X iz,
FEMZR —BOREETIEL, FICRF - TOBZEICBWTE S 2 LIS 750 mg/kg 57
DMERETIHRIEN R STz, T2, A — 70 7 4 — )L FRNBIEIZRB W TS 1 /12 750
mg/kg EHREO TS B30 [ OERMENRD ST,

A ES®E TIX. 750 mg/kg ¥ 5-HE O MERE CHRIE B 4312 0~10 23 D HIE TIRIEDFR
LTz,

RETIX, 750 mg/kg B GO TERE 4 B UL IR GEHF T ORERMEIC
RN ST,

BEFETIX. 750 mg/kg & G- OMEHE CHEGYRIRELS RO b,

FRARE TlX. 750 mg/kg & 58 OMEME TR 2O FEAL L ZEEOMIA, Fo, KT
EAREOBMENED bz,

MEIEERBRTE T, 750 mgkg #S5HEOBETALT O/RELRZ L AT a—1, 7L

a— A K OEHADEEDS, METHFY 7V 8T A4 FOSEDRRD LT,

EERE T, AVEEEICBWCHTFIE T 750 mg/kg B E5HOMME TR EED S
737 b, FAEFEIC S 150 nuykg%%iiﬁiﬁ)&ﬁlktﬁ7so mg/kg 48 57 O Mk T /N
TOEDFARIE R RS Bz, 72, FIZBW CTHIEMIZ 750 mg/kg B 57 O
KETRIE OBENE & M CHEABOIEED, ﬁﬁ*m 1% 150 mg/kg UL L O MERETHIT'S
DALTUE R ORE R O R F ERZBETERA . 750 mg/kg #GREOMEMHE CRIE OR¥
B RO b, B2, BHBICB W TAIRMIZ 150 mg/keg & 5O & 750
mg/kg % L-FE DOMERE TR FR D BTz,

BHHM S TH LA ECIIREIT XV IHEELD D VIR X R B OB A
v, BIEMERED bz,

i

LEDOFRER, 4-E X V7 2= )b A X U ORRBREMETICBT A B2 B3R
HERAECHIE, 802 WWIBEE THBEYERSORZENRO LN b M
&b 30 mg/kg/day EHETE STz, FTo AL A LTV AL RIS BT,
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5. #8

JBAFEE EERGR EEFHRE LFMEREREOKEIZLD, 48 RuX
VVUT )R Z Ty M2 HIIRERNFEE L . FOZEZRLNNCTHE L
Hiz, 2 WHEKK L, BEEOAHMEER-ZOTEFORBLEHE TS, b, EFL
T RERHER LT A R T4 72 3L To®EY TH D,

1) GLP

o IHHBALFYE SRR 2 EiT 5 BRI A BT OV T
(GEi% 154F 11 A 21 B : 3EEFE 1121003 B, FEk 15-11-17 WEE 3 5. BIE
55031121004 5, FER 1744 A 1 B &&E)

2) EHEBRAAFS1Y
o THHALFYETITRAIRABRD FIEIZ oW T
(ERL 1S4 11 A 21 B SREFEN 1121002 5. Tk 15-11-13 BT 2 5, BiR
%5 031121002 &, FRL IS 11 H 20 A HELIE)
. lOECD Guideline for Testing of Chemicals 407 |
(OECD B H 2 : 19954 7 ] 27 H)

3) D E
o [EOEELOEHICET )
(BEFI 48 4F 10 A 1 BIEAEF 105 5. WK 1746 A 22 B HMKkiE)
o [EBREY ORI L ORE I QNS B9 ORI B 2 K
(ERK 18 4F 4 A 28 HEREA SR 88 5)
o [EMWEBROBEIEARFEMZANTZHA RTA 2]
(ARSI, 1846 A 1 H)
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6. HEBMHRUGE

6.1 WEHRMERUEHK

6.1.1 WERME

BRI LB R DR L VA L7, LB LB oo v
NEE, MESIIROBY Tho, £, RS L IRITER 1137 L,

AR -t Fuxi V7oA S

H 4-Hydroxydiphenylmethane

B4 4R )T = ) — )b

CAS &= 101-53-1

AP HOC¢H,CH,C¢H5

2y hES UJSVE

fli BT 99.8% (GCi%)

AFE 500 g

27N H /N EHR A A

[z 83°C

ZEM HRBE TR, KR EO o2 BRZiEH T
HPLCHEIZCK VERELLETH D Z L EfER L, (R
fH&E2)

RAEFL e (MEEN, FERME : 3~9°C) | L, PhE

PRAFE AT TSGR R ERArE K OE 1| Ry
B

B4R\ EOITE v A7, FREGMNT D,

BB WS R OB O KR A w2 L, &R N OEEE
feAl & DR A BT 5,

A BRI 1g ZRTREBE ULTRTG Lz, AT H I/
IS LT BRI E D ERITEE L, £7o. BE5EE
HFOREMEEMRET D20, HEHROEEITET4-E
Fa%sv V7 x2=/Lx% > (Lot No. USVE) DZE
R REBRES ; A-2165) ~BE L7,

6.1.2 B4R

Eap N A FLE L — A 400cP

2y &S EWM1974

AT — Tt TRt

RAFETTIE =i

RAFS AT B ERT 5 1 A R R R

12
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6.2 BEROAH
6.2.1 L8y NOHHE]
BT Ik : AF LT m— R 400cP ZiEF K (RSt RER
T, oy FED ; 8B74) IR L. 0.5w/v% A F
L a—ZKEKRE LT,
RAF 1L : BFET GRREEN, JEHE ; 4~8°C) IZHR1FE L., FHRLE 8
ALINIZEH LT,

6.2.2 AL
BEZLICVERBOWRWE & THEIZEREL L., 0.5w/v% A F Lt o — R KBIKRIZ
BB L C 6 mg/mL iR (EAERK) . 30 mg/mL iE (TMHAEREK) & 150 mg/mL &
(BHERR) ZHAK LU, H59RKEE | UL EosE TR L, % 8 DN
ER L7,

6.2.3 BERODRESE
RERIT | HOMESTOWOHICSEL, HHEE CmEr (GEERN., FERE
4~8°C) ILRTEL T,

6.2.4 BEBROREMN

AEERE D 0.5 KO 200 mg/mL I (AR 1 0.5w/v% A F b b — ZIKEHK)
. @i (BIREN, 1~10°C) T 8 Bffl, OB EIRT 24 IREILTETHDH Z & &tk
KSR Y U —F o ¥ —HEBSGH T TR L7z GRBRE S © A-2110, IRFATEE
3) .

6.2.5 BERDERE - 59— 142
BH1HEE 4HOBREICHOW D RIBEOHWERIKIZOWT, ZORE « B—MHE
REtEAR Y U h—F ¥ — HEGMHET € HPLCEEZ W TR Lo, £ORE,
FBEIZHT D IREOETIS1X 96.0~107.3% (FFAFITH : RAAEII KT 5 HE 5 100+10%) |
BJ—MEiX 1.3~7.6% GFAME : CVIO%LIN) TH O, WInb#FssmEnN Tth o712 (I
&R 4 KRDYS) , SHTEEOBIRS 2RISR T,
LIRIT Y 7= ) OERBAL R OB =
3R (b, FROTELLEHE) . 1 AIZ2& 10mL

BES G E : 4-t RuF P Tz A R
W E X SR EE
2 B : 4-v Fuaxs V7 =)L A X
oy &S : UISVE
R"TFHIE : B HEBERN, FEAME : 4~6°C) | #t, B5IE CTHR
yea

13
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B E S
HPLC &1t
VIR : L-column ODS (4.6 mm [.D.x150 mm, 5 pm,
WEEN AL B FEMm A TA%AE)
71T AMEIRAE R E IR
40°C
HPLC #&hHH
A RAE
Milli-Q /A& 50%
T Rr=rDL 50%
* : HPLC ¥ 27 LA TIRA,
HES : 1.0 mL/min
A=t 7T R ERE
: 4°C
A& : 20 uLb
T H : UV (HIEF & 227 nm)
ENNE A :
HEANEFF HEA ML EAWNE
1 3 EHERIK (3 A7 KA HEM)
2 3 mEER (EER)
3 1 e EZRFAE (6 mg/mL- RE)
4 1 B ZHFARE (6 mg/mL-H=)
5 l HE EREE (6 mg/mL-T/&E)
6 1 H7E ERRE (30 mg/mL- EJB)
7 1 HE ERFE (30 mg/mL-TkE)
8 1 HlE ERFE (30 mg/mL- T E)
9 1 HE ZRFEEE (150 mg/mL- HB)
10 1 BT AR (150 mg/mL-H =)
11 1 BIE AR R (150 mg/mL-T =)

Tpde. AEVEVEWR R ONAIE ERIFROBIE L 24 LA ERE T 52 &
(RN F—vg BT, A NPT T -WICEIT A 24 BERETFER
DREEMDPHR I TWD)

6.3 REBSYERURKOERER

FHERBRIETARTACED Ty PEHOWERBRRLE L IR TND, ZORR
WA SNARED T » MIFHER <o, WREENEETHDHZ L HER
L7

6.4 HERIMRUVEIT

Sprague-Dawley 2SPF 7 = I [Crl:CD(SD). HAF ¥ —/L & - U _A—fRA x5k, &
AEAB Y ¥ —) MEREE 47 I8 % S EETAF L, 7T 8 ARMKE - BMLEE L.
—REEOBIZE (1[E/H) | REAE QR KUFEMR—RREOBE (1E) 24T

14
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VW EEENE, PP - BRREBOBSE RO RIREBICEE N A DN TRE & b
DMERES 36 P (FREE U CHERED 24 DT, [BITERE L U CHERES: 12 0) 25BN, 68
TRBRICE U7, 584G 0 O K EH4EBHIT ., HEC 200~220 g, HET 140~167 g TH - 77,
L, g - BEEIR P OERERMEIC L V@Y%, #o0% e (&K 3 H
A OREICESWHTEILL., SEHEOVPHERENTELRTHELR D L) B/#EL
Rk L7, [EROEIMf T2 Ea—Y 2 MW7 o v 7 BEER CEELHHED
MEE (Vo y JEEECULEREEZHER L, R LK OHERNOBERE S % BIESIC
BETB) LV To7. o, KRBT ERRE D ICRBRRZRL LR LT,
) RBRENFIRICHEL, ECTUEIME S 45 TGl o 728, ERIC TS 47 TERMA Shiz,

6.5 MBEEHE

FITIR A 21~25°C, FAXHR AL 47~72%., HAX(EIHEC1 FE 10~15 81, BB 1 B 125
M (07:00~19:00) OEPEAEF=E (H 107 5=, Hf 108 5F) T, 777 v hAGER
#8/4r—37 (W 250xD 350xH 200 mm : AA 7 — VA ait) THEHIEEL. SA 10
OEBENOER 2 F M Uiz, B CRF-1 () = X VEER T RS, o
> N5 1080305, 080509) M UM 5T B AGEK ZFGARIZ LV B TR E ¥ 72,

6.6 FARERUSHKTDEAYE

fRITOBRAYEICE L Cidfflean v M OWTHEEARAREM T2 % —
H % WM Eurofins Scientific Analytics T 24TV, F 7o, BREIAKIZ DWW TITHEHR
BEE X —BRA S CKEEICHET 5 KERELS EHAIC (FE4m) 77, Z
WODNHTREEEL AF L, B ICHENR RV L EER LK, FLARMEL
7o

6.7 EMOEMNEULT—IO~ADERTR

NI AR BAZ 20525 U CRTERT L=, AT OB T RIS TOMIITRERE
5. MR OEBERESAAR LIy — Y7V E 0=, B0 #%IE, RO &
T (HEERE. &R, PROEHEMOIR) [ 4ftoFSEOIT T, ZO%E, 1000 D
LI, 100 OACIEME (0FZ2ME, 1 FAME) | 10 & 1 OMIEERE S E L, &AE
=2, BESURECHER LYY 7L ORICHE B) JLictasiF Lz
TV E O, REBRES, BS5REK, BE5E % BES. BESEEROHIRTE
AEZAGE L7, 72720, iR —ARiBE o #isd, M. 8RO B EB=RE
HIX BEE IR L TREGDEREGIRET 2720 75—V 7L 2 HR L TRRE 5.
PRI R O T S D& KR LT,

6.8 KERK. REHRF. REENBRVEEHEE Th o 0EIRER

BRI A R A L REBBEITBE O 2SR L, KEWRIT 28 H & L
Teo BEGEBOIRERGHER T B ATONTHWS 1B 1A (7E6E) & Lz, |

15
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HHMIIEEO WM A2 BREFT 5 DI
Fﬁﬁ&%‘ %??j/)fcﬁ Z))O 7,:_.0

WY LZZ o528 (14 /) &L, 2o

6.9 IkE5AHE

BERET SmLkg KEL L, BY T 2HWTHEGROZS L (08:00~12:20
D) o SHBREECIZBA (0.5w/v% A F Lt b m— ZKEERE) wRAEICRLG L, {#
K e DR EREIT R OMELEBIEM L,

6.10 HREERUVZORERMNI O IZFEERK

4-E FuXx U7 2= A2 D0 (0.5w/v% A F Lt — A KER) « 100, 300
X 1000 mg/kg/day % | BEMERES STCD T v T 14 BREIRER QS L LR |
72 b & LTk, 1000 mg/kgB S #EOME | Fl CRRT M, MK FERAEIC wfam%ﬁ
DOEAED 300 mg/kgfx S-HEDOME L 1000 mg/kgi® SREOMERE, £ /-, Mik{LFEREICS
WTALTIRMEDO R &= L AT 12— L OfREA 1000 mg/kg #SHOMET, HiZ, W
P A2 R AT TR O et e OB BB W TEESS 1000 mg/kgf 5-FF OME T, kAT
FUZEHEWT 300 KO8 1000 mg/kgfe 5-#f OMEREC S ABIEEA . 1000 mg/kgtk 5-#E D C
H&%ﬁ DEERENSBO b, LEDOZ Enn, RRBRICB T 2HE5 &L, 750 mg/kg
AeHEE L, A STERLT, 150 X030 mgkg? 3 HEAZRE LT-., #ERLL
wDF 1T LT,

x®1LBEERR
SeEp Rt REE | R K | BERE e E EI -
’ (mg/kg) | (mg/mL) | (mL/kg) LlEzE=4 ByEs | i S
ot e 6 1001~1006 6 1007~1012
popickisc 0 0 3 e 6 1101~1106 6 1107~1112
2 iz 6 2001~2006
{5 A REE 30 6 3 e 6 2101~2106
= iz 6 3001~3006 -
WHERE | 150 30 5 [ 3101~3106 - -
I i 6 4001~4006 6 4007~4012
ML | 750 150 5 W | 6 4101~4106 6 41074112
6.11 BERUVBREDAZX
FNFENTEH IN-FFEHICBEROMRES FE L7z, RBEAOERBIZEL T FR
DB THD,
$¢5 1 H (day | of administration) D B G-BAEH
5 138 (week 1 of administration) BB 1 hLERE T

D eliERAsE H (RGHIRE T O3 H)

(
bl 1 B (day I of recovery)
( CEE 1 6 EIE 7 A

1K =0 W]

week 1 of recovery)

16
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6.11.1 —RREOEHE

RIS DWW TR IAM IR 3 B R551E %5 EE KU 2 KiE& (7272 L
THER TR DI Em LG5 EAO 2E) | BEMBSIEED 1B, #4FR, FE2R
RE, BB TEINOHRS 72 E o —BoiRREEBIZE L 7,

6.11.2 HMLT—IKEDOSRE. BERE. EARUVBRES=DAIE

M7 — AR OBIEIT,. 2 TOEWICHOW TR HIGETIC 1B, F7-. L5
bR OEE AR P EE | BEE LS, £, BERE., EAMOCBREHEOHT
L, EEEIZONWTERS 40 (25258, MA2ERE 26 8) EORIE 28 (g
11 8) ZiT-7, B, BERUCHREIESOBRESIR (77142 FMb) L. @9
BT B LITHELGE LTS RBE T T o T,

B 5 BtART (W - BB o2 —RREOBEICB W TRFIIRD LN
Trino T,

6.11.2.1 T —RREBORE
) R—sr—UNBIE
BB A BETHE
2) FITHo TOEE
TF=UPHORDILLRTE, #E - KEORE, IR - 205w, Rk (IRekse
Hi. IRERPASHIRAE) | FIARELEIE, B RAE (IR, LB, BEFLR, JEE, BEe
W) . N R 7wt ARG
3) F—TF 74— FNBIE
EERREE, A, BETE). WRITEN. BT, BE. HEW. b B0 R, B
M (HESEE. HER)

6.11.2.2 HEERE
TR, BOORIS, BROE, JRERIG, B, ZZEMIEmR S, 75 b EE

6.11.2.3 1 HAE
CPU #—< MODEL-9502A (7 A 21— =7 U v 7S 2 HW TR A
OO %2 BIE LT,

6.11.2.4 BREHEDRE

LB H B BEH L —NS-AS0l (M2 tt=ma—uH A= X)) ZHWTH
FEYEE) AT L, BT 1R & L. 10 SRR &L O 0~60 45 O I ET 2 &5 L7,
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6.11.3 KEBIE

I ONT, 5 1, 4, 7. 10, 14, 17, 21, 24 %X 28 H oK LA, [HE
IS IXEE 1, 3, 7. 10 XN 14 DICHIE L7z, AT 08:26~10:58 DRFIZ T > 72,
Bz, 2F5HREP R OEESIRP OEEBNELBH U, S5 B IS &
ERMHOH, AT 16 REEHER S B2 % OKRELHE Lz (08:09~08:31) ,

6.11.4 EEHEAIE

2ERIZONT, HEHBFITERE 1, 4, 7. 10, 14, 17, 21, 24 K * 28 DO
ST, [efEEMP R 3, 7, 10 XN 14 BIZHIE L7z, HIENT 08:38~11:28 D
AT o7, B, BGYWMTORSMBERIANLO 1 AR, FLIFEEL 3~4 AR
OBEE., REHSETORE 1 BEEEE 125 3HEEOCEE 3INS THETO 2720
L4NBOBRBEEREZ, ZTOBIIINL40TLIC320 L 4 HBORBEERES
MEL, 1IC1BEAEH L,

6.11.5 RigE

o5 48 K OEE 2 BIZIT > 72,

Bh 4 (%5 23 HoFER) IREY BOREERIZONWT, FIE 2# ([Fl4E 9
) ZeEHEO2EEKICOWT, EREFNERGFEZE Y FLZF—JIZINEL, HER -
HHBAK T TC4REEREZ RO THHEER -DHRBAK T TEOHKO20FRMIREFIL
F2WRHHLAEEBHROFEICEOBE L, /2, BAER, Ry —VICIREL
TRETHTAENDLD 1 BY7-0 ofKEEZ, HBAHEEZBWTHlE LT,

K2 RERENER. AEERUVERESRLTE

1) 4ROV TOMmE

WA H BEH*

pH F—8 VAT 4 v 7 ZAJEARBRKY (7T — 27 LA BRAEH)
ABEE F—a VAT 4 v 7 ATEARBRKY (7T— 7 LA &t
Rk F—a AT 4 v O ATEARBREY (7 — 27 LA X&)
S a—A A= a AT 4 v 7 ATEARBIRY (77— 27 LA RS
bl F—=a AT 4 v 7 ATEARBRY (77— 7 LA RIS
S A= g VAT 4 v 7 AJEARBIKY (7 — 7 LA BRalS )
A=R ) A AN F=a VAT 4 v 7 RATEARBRY (7T—27 L AR ah)
=50 MR E 2

i SRR TR

JRE (4150 E) © BEMNAY vy Y ELHAWERERIT (AL mL)

2) 20 R RIC OV T DR

HREEE e 7

R Q0B R) AR Y o H— RN ABEE (B - mL)

2T KSR T Y (B2 © mOsm/kg)

fiki B TE R R

9 . AUTION™ MINI AM-4290 (7 — 27 L A $R&tl)

Y ABMEBENEEE F—FT7 Y FRAZ v ROM-6030 (77— L A FERSH)

) o ARFEORE L 20 OKEEZAFH LT 24 BFEOKE (mL/24h) ZEH L7,
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6.11.6 mEERE

P LA R ONEE HA RIS T o= H OFFESIKREC, BTH2H—® (8 16~20 KFE)
MR S g - 2fEIC o T, =—7 LRI T CRME L, ERENR? S EDTA-2K N
MR (SB-41 : A A w7 ARt ([l (B 1mL) Z8H L7, 5ok
WZOWTE 31 ICRFELZHEELROFHECIORE L2, Bz, o (8 0.9 mL)
Z3.8%7 T T MU U AERMARE (WK 9 F T L 1 BAORE) ICHREL, =
OorHE BXE @ &9 3,000 rpm, £ 1,600xg, # 10 57[) (L VBN >WT
£ 32) KA LZ-EBROHFEICLOBRAE L, 2B, SRICE2#HRIIHZ. &
il {122V T May-Griinwald-Giemsa Y2 23512 K A MRS HREA 2 ERL L 7208, SfRiZ
X DORERITI A LB L, BERIESERE Lo 7e,

%3 MERFHREDIERH., ACEIRVERA#IELTE
1) EDTA-2K A& IZ 2V T OHRE

BEHH HEHE BA7
R EkEL (RBC) 2AEL—HF—T =1 b A Y= 10%/pL
~E/rerE (HGB) VT VA RNES B B g/dL
~= k7 Vv ME (HCT) JR ML ERE R OV W R I ER 7R/ 7> & B %
EERINEKAETE (MCV) 2HEL—F—To—H 4 RA MY —EY fL
LHARIMER D & FE (MCH) HRILEREL R A~ 7 B s 5 B pg
PEIFRMEKMARRE (MCHC) ~E/ b rE8kF~2 h2 Yy MANBEHY g/dL
IR M EKE (Reticul.) RNAR Iz LB L—H—Tm—H% 1 h A h Y —iEY %
/% (PLT) VL —F—Ta— o A Y —EY 10*/uL
AIMERE (WBC) DAL — =T —tf f A Y —EY 10%/uL
A ILER & 57 NAFF UL —PREC LD T a = N AN B %
RBEL—P—Ta—P A b X Y —§EY 10%/uL

2) o Ee T R Y T LN B SR L IS O W T OBRE
MEEE BT HE HAL
7o ko e R (PT) 7y b ED s
EMEEER Sy b e R

75 AF M (APTT) rw sy hED s
747 =4 (FIB) ha R F T RF L EY mg/dL
R E A

VoA T AR EEE T KU ¢ 7 120 (Siemens Medical Solutions Diagnostics, New York, USA)
P i BRI B S EE ACL 100 (Instrumentation Laboratory)
F) 0 UYoSER (LYMP) | 4FHER (NEUT) | A7ERER (EOS) | #TMRZAER (BASO) , HERK (MONO)
ROKEIFERER (LUC) , F/o, PNEKERFEL ALKRE LS SEOELZRH L,
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6.11.7 MR FERE

LR AR R & RIRFICERER U 72 ik 2 B[S E A 0 SRBRE (X Y 7 b 1I-
F—hrto 7 FAEKRKSH) IC]Y ., EZO08E GXT 493,000 rpm. £ 1,600%g,
FI107H) L. BonciiFiconT, &4.1) TR LER KOHIEC LY RE
L7z, F7z, ~80 UMEABRE (MK 1 mL 24729520 AL~ ) v (ZERLTE
IfiL % % w0 oy B GRAE - £9 3,000 rpm, 49 1,600xg, £ 10 20f) L. f3oiuzimiEic
DOWNTERA2) I LUEHBE ROHEICLVBEE L,

F4 MBLFREDOER. ARERVERABRLGE

1) 5B 72 g s DWW TORAE

BAEEA HEFHE BT
ALP Bessey-Lowryi:® IU/L
¥z L R F m— L (T-CHO) CEH-COD-POD#:Y mg/dL
N ZUETA R (TG LPL-GK-GPO-PODJLY mg/dL
U R8E (PL) PLD-ChOD-PODI: mg/dL
Wwre iy (T-BIL) FUAE A F Y E—PIEY mg/dL
Z N zm—=R (GLU) INm—RF e Ra s +—PiEd mg/dL
hkEER (BUN) Urease-LEDH:Y mg/dL
2 L7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD{}:? mg/dL
F hU A (Na) A G RINBBIEY mmol/L
B L (K) A F L RR B EY mmol/L
EHFE (CD) A A RIR EAREY mmol/L
A A (Ca) OCPCHY mg/dL
mEEY o (P) U 7T EREY mg/dL
wi-ABE (TP) Biuret{Z” g/dL
TA7 I (ALB) BCGiEY g/dL
A/GlE (A/G) WIZAABERBIOT AT I UnbEH
2) ~o% ) UMM 7 b B L 72 ARz oWV T oA
BmATHH HE T HAP
AST UV-ratei:? IU/L
ALT UV-ratei&?” IU/L
LDH UV-ratei&? IU/L
y-GTP Ly-Z B I L3-ANARF A= b7 = FiEY IU/L
fiE H M E SR

O ERRALEE BT EE TBA-120FRE (MRSt m®)
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6.11.8 REZRE

6.11.8.1 Bl

2 TOFFEFIREBIC OV T, B iM% EREARGIFTIZ 20 i EFE <, 4« -
THED « BER « S A2 St 28 OWmE « KBk O ERIC X 2 3R R B 21TV, R
A Eiek L7z,

6.11.8.2 AEEEATE

2 TOHEFRBIC OV T, RIRIWBEORERE (EdEE) 20T sL &
HiIZ, WEHEEE WRFOKRENGIRE 100g 4720 OMRFEELHRT LT,

72E, *H AR L mAE DS BICOWTIEAEER 2 IZRIE L. & O&FHE TR
L7,

Bod, BIEER. MOMR. JERAER. GO, ITHE. ENEr. AR R LARx DRELx o

6.11.8.3 RIBEBERE

A TOMEEIZONWTRICRTERE - M ZEE L, U U EEREE 10vol% k< U |
TET LTz, 72720, T U ERAREE 10vol% /L~ U iR & E AR, IRER K QMR
1LY U ERRRE CTIREL L 72 3vol %V Z LT ILT B R - 2.5v0l% A< U ik CREE
%, RBHREOEE ERTIT 7 iR TEE LS, FhEh. U EEEE 10vol%ik/L~
VDARTIRF L, T 7 4@l LT, 0%, YU LTAe b Uy e gy
VUREEARAER L, REELE S HER (FIRORFEIAIZ OO TERE) 2o
TER LT, ok, tiBYER 5 OEEN DN MHEO L OB I oW T KL
OV A ERIF N eSO S EEIC O W THEER Uiz, S 51T, * T L7z mflr:Ees
BIZOWTITmMAEREH L8, S8BT RIT- 77,

KB, /M, BHE (BBR) | EbiR, BRER*. TEMA, FRER*. ER/NME* Bl
B MUAR. R, SET U Co]E, BB Y oRE, DiE, KB i (REXEET) |
B. F258IB. 2. B (S =tk E2 &) . B, K. EG. TR, B
FERE. FEE* KRR LA mISCi. DE* FE. WE (BFEixET) o KBRS (F
Bz ate) ROKERE B

il ~N—F —fg* Pk BRENR, &, BB, A TR F TR . B2,
2, LR (BB . BE (RS | BEEENEAL (HAr) ROMgEEZ A LT
AT L7z,
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6.12  #EEHEEM
F—T 74—V FNBIEOERNHEAD ERREICR T 5 EEEA ERE.

B3 EHEOR T, AE (RREBINELET) | BEE, BKE, RREDOTENHE
B, MEFRE, L PREROSREEET —ZI22o0W T, MRELREERLE O
M CREHENT 21T~ 72, 59, BartletfR EIZ LD DHMEDRE X T -7 (BEKE
M 1%) . ZEDE LWiE I DunnettE 2 VW T, FEHE 5 H O Y E 1XDunnettH
mean rank test® T, PR & ARG L OB TREZIT -7 (BEAKYE - @il 5
KO 1%) . 2B, BEHERICOWLWTIL, FRTICEL D ZBHOSBOH—Hoke (BE
KYE - AR 5%) ZATo7-, EOREER, EoEENRTRO b IGE T30 lE &t
WE R GREE OEED 2125V TStudentDURE (A EAKYE : Ml 5 XY 1%) %
SSEMENRERD BN o T2 B A IZ I X Aspin-Welch Dt & (A E/KHE B 5 & 1%)
AT
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7. BEREER

71 —fEiKEE

A % Table 1-1~1-3 B O Appendix 1~10 (275 L 7=,

1) #e5HIH

750 mg/kg & GREOMEREIZ I T, &5 5 H BABR TR U S vz,
2)  [nl{E HATH]

W OEMIZEBWNTS, EIEME L@ U TREITED DL oT,

7.2 ML RRE. HEERE. EHARUVEREPE

7.2.1 S — ARk RE
Ji%A#& % Table 2-1~2-18 & TY Appendix 11~70 {278 L7z,
1) 51

(H &5 1M
F—T T 4= FREIEIZEB VT 750 mg/kg G HEOBETNL S EN D BBROAE
TARAED RO BTz,
(2) #&45-2E
(2R > COBIEIZEB T, 750 mg/kg £ GHEOHE 3 6 & M 1 I CIRE 22 Y fE A 78
oA,
(m &3
(ZFE > COREUTIEN T, 750 mg/kg B G-BEOME 4 51 & ME 5 5] TEEE 2R FREED TR
¥ %a”wio
4) 541
TUCFE» TORBEIZIBW T, 750 mg/kg 5 FEORE 1 41 & ME 2 5] CRED 72 RN FE
bp) E)nf:.o
2) NI R
wfﬂ@@*ﬁﬁ’%mf%%*@@<\Hommgﬁﬁﬁ@mm&%ﬁ%ﬁ&@
WCHEBESII#HD Lo T,

7.2.2 BEERE

piAE % Table 2-19, 2-20 & OY Appendix 71~76 127~ L7,

1) ®&E48
WTNOREHHICE N THRE TR, SHRDERGHEOMME L b XREL O
WA BAERD L h o7,

2) WMHE 2R

wfﬂ@@ﬁ@ﬁ IBWTHEFITAR L, 750 mg/kg G EEOMERE L HRTHBEE O
WCHEEBELT#HO LN h- T,
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7.2.3 &5

i #E % Table 2-21, 2-22 & (" Appendix 77~82 1277 L 7=,

) &54H

TR TR GHEOMEE & LR L ORICERZTRO b ol
2) IelfE 20

750 mg/kg T HREDHERE & LB L OMICAREITRO 6N o7,

724 BREEE

HifE % Fig. 1~4. Table 2-23., 2-24 K T* Appendix 83~88 {7 L7z,

) %54

750 mg/kg £ S REO M CRIERI 6% 0~10 ORI EICABRIEKESRDO B, %
DOIZIE, 30 mg/kg & 5B O M CRIT B A 20~30 3 ORIE & 150 me/kg I EREDOE
TMEﬁﬁﬁlmm FOREIZAERRERRD 52y, Wb ER AT 0~10
®ME%aUm@ﬂEﬁ%&O%O FORNE TIHEENED ST RN —i@MEo
FATHDZ D, BREOE L HW LTz,

2) [=liE 238

750 mg/kg B 5-BEOMETHITERIMAHE 40~50 43 DRI TEICE B /RARMEFRD B 28,
HIEBLETE 0~10 53 DWIE % & e OPEREH & 0~60 73 DHIE TIZZEDIFED 5T
WD OB TH D Z L n . WMREEOE(L & HIE LT,

7.3 k&
W%AE % Fig.5. Table 3-1, 3-2 2 U Appendix 89~94 {278 L7z,
1) B
750 mg/kg W HHOHE TR S 4 HURICEBEREEDR, Lo, SR ORFIE
MECLAEERKENIRD b,
2)  [=l1E B
750 mg/kg #% SHEOMERE & &t BBE L FERICHER LARZEITIRO N2 o T,

7.4 BfEE

HAE % Fig.6. Table 4-1, 4-2 % (" Appendix 95~100 {2/ L 7=,

1) &5-HIH

750 mg/kg &= G REO MR TR G 4 BICAERIKENFRD Hivi,

2) [EIfEHA

750 mg/kg T B RE O MERE & & xPHREE & AERICHER LA B EITR O o vkr o T,
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7.5 RBRE (EKESD)

Ji 4% % Table 5-1~5-8 & (" Appendix 101~118 {Z7= L 7=,

1) 548

750 mg/kg REHOMEE TR EDOR B2 &M L RELEOF T IRRMEL, HTEAE
DEBEBREMENRD bz,

2) [HI{E2 A

750 mg/kg e HREOMERE & b EMERIEE IC TR bNT, RE, BARKELTR
BB DT 3P HREE & DR Iijﬁimb6hﬁﬂoto

76 MKEFHRE

J%#& % Table 6-1~6-6 F % Appendix 119~136 127x L 7=,

1) F5HIMRE TR
7wmyg%5%@%?Emwﬁﬁ$tamﬁﬁﬁgwﬁ@ DEFIB T
B OABEAREENRD S, BB O HMERE 55 RIZIEE R 70 2 & de
SARFME &R L7z,

2) [EIfE AR T By

750 mg/kg B EFHOME THERMEKEOFTEREMENRD b, FEHME TR
WZFRO HALTUNRN T & B AR & HIlT L7,

7.7  MBRIEFERE

%A% % Table 7-1~7-4 } O¥ Appendix 137~148 (25~ L 7=,

1) LB TR

750 mg/kg G REOHETALT DFEREBE LB I VAT —1 7 a—A KU
SKOBBREMES, HTRY 7V v T4 ROFERSENRBO LN, FOMizix
30 UM 150 mg/kg B GTEDOMETH UV U LAOFERESMEDZE O Lz, mHERIC
FARE RGO HI TN I E N EIME LW L, £/, nomwgaﬁﬁ
DOHET AIGHLBOAELRBRMENBOONZN, BIZAHE ET AT 2 U EITITEN
BB TWRWT LB ERME S LT,

2) [EIfE AR T IR

750 mg/kg T GHEDMET ALT & F R Y T AOFERIMNERHD SR, WTFho
AL H B LGHIERE TRIZ A B TR T &2 B AER M &l L7z,

7.8 BREEE
¥ 4% % Table 8-1~8-8 } (X Appendix 149~172 {Z7= L 7=,
1) &L BT R
WEBMERGIZLD B2 LNAEDHIBICED L,
R : 750 mg/kg $H-REDOMEME TS EREOF E 2 SEFE
O,
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LEOEH, HIREEEEDAERIED 750 mg/ke B GREORETFRD Lz,
AR 2RI DN T, £ O HBURRD W By e & 5 & o BhEfE o
@wTM(szfw@%WE@%ﬁ [ZREIK) &Pl L7,

B} ik : 750 mg/kg 5 REOBETHINEEOR B ESENFE
¥ (i

b : 750 mg/kg B G-REQHE THBEREOAZ R &S ENRE
biviz,

I : BRI E T GO M CHaod &0 A B ARE R
S 4Ol

2) [EEHEARTHE iy
WTNOREICEBWTY, MRS H 750 mg/kg ¥ 5-8 & ctBEEOMICA B AITR
gtz

79 E#BEFR

Ji&#& % Table 9-1, 9-2 2 " Appendix 173~244 |27 L 7=,

1) REHAMKE TR

WHRMERGICL D EEBEZONLELDPEBROBICED N,

B : 150 mg/kg H 5#EOME 1 5], 750 mg/kg £ 5-#F O MEifER
5 G THLRDER O BTz,

= : 750 mg/kg £ 5-FEDHE 4151 & e 5 (5] TRIE OEEARE 23
750 mg/kg B GREDOME 2 B THRERZROEERHD b
726

PLFIZATRTRIZOWTEZFOHBURI R E02 6. WIS RBEOE( & Hk L
76
R RE : 750 mg/kg T HTED 1 Fl T—EHHE BB O 6T,
2) (S BIFERE T Y
WHRYERGIZE D EBZLNDEMNBITHRD b,
H : 750 mg/kg & EREOLE 1 FITHIE OBEILE 2, 750
mg/kg G REDOME 2 B THEEOIRE SR b i,

710 JREBHEHFERE

J% & % Table 10-1~10-4 & T Appendix 173~244 {27 L7,

1) G TR

PR E 5 iék%z%ﬂéfmﬂﬁm&Uﬁf L oR=Y W

iRl : 150 mg/kg & 5-FEOME 3 51, 750 mg/kg 5B O M5
&M 2 B TR A 2 VO TR T T NI LU oD B R
RHBFED HiT,

H FRRIZB W TRIE OBEIRE & 2\ M T 5 fhgx 0 AEE A3 A
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BTz 750 mg/kg R GREOME 6 B & 5 B &G AR
AT RSERD 7=, 150 mg/kg ¥ G5-FEDORE 3 5] & #E 1
fl, 750 mg/kg HEBEDMERER 2F] TR D B\ TR
FE7emiE O AILTTHEED, 750 mg/kg B GREOHE 5 B &
i 4 BT D D VTR 2 /T B O EERIRE R,
150 mg/kg $ 5-BEOHE 5 51 & M 1 B, 750 mg/kg £ 5-Bf
DR 2F] TR S 2 VIR E R RGO RFE K
WD BT,

PLFIATHRIZOWTIE, ZOHBRRS 5 VIR FAER- 0T E
BRMEOZE & LTz, 7ok, FIREHIZE G TR HiL7z 150 me/kg & 58
DOME 1] & 750 mg/kg $L5-FEDMERES 5 112 5U N TILH BB E 12 38U THIMT
FUCBET 5 BFE TR 2o T,

Mg (BHz2ET)

HHE LR

Ry =4

X Mk

ik

STHBREDOHE 1 51 & Mk 2 f51]. 750 mg/kg G RED 2 5 &
W 3 5 TR R R R R ME SRR D B LT,

Tz W T —MFH AR A L2 750 mg/kg %57
D 1 B CREJE 7 F R IFED RO Tz,
SHREEDME 1 (1 TR L R TR BTz,

P RRAEDOHE 4 51 & 151, 750 mg/kg $% 54 O MEHER 4
B TEAN B D VTR L AR IR AR IR 3. 750 mg/kg 1%
LHREDOHE 1 5] TR H - MAEDS . S RRFEOHE 1 4] C
B 7R (R R DRRAE (L2 3 D b T,
STHREEDOMERES 5 5. 30 mg/kg B GEEOHE 1 4] & M 4
il 150 mg/kg ¥ G-HED L | 61 & HE 3 1. 750 mg/kg #%
LREDOMERES 2 5 TRIKD 5 W X 2/ g RO
JFABfRZERa ey, RTPRIEDHE 4 5 &t 2 1. 30 mg/kg
B EREOME 3 5 & M 4 6], 150 mg/kg & 5HEDOHE 1
&M 3, 750 mg/kg B G-REOKE 4 5] & 1 2 51 TERR
H DI R NNIEENTE O T,

750 mg/kg FEL-REDORE | I TR/ BIIREE DILE 1EE
D3, xtREEOME 1 BB IR RO Wi A3 Sk FREE
DFE 1 B TEBUL M E MR HEBLAY o RaEE o 1
1 B CRRIR7Z2 R R D2 R & BT,

750 mg/kg B HREDRE | H TR U RO MR
EED 5T,

KHBRHED 4 5], 750 mg/kg &GO 2 Fl TEMH H
R AR MV E M OFIBIRE A ER D BT,
SFMREEOMERES 1 . 750 mg/kg & E-AE DOMERES 1 5]
T O EMED, STRRBEOHE 1 f TR G IED
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R ik
R R

2) [ElfEHARETRE Y

HPRIR I ER S LTz,

XERBEOTE 4 #1750 mg/kg B G-REOME 3 F] TR 2
BESL & MR ST,

xfﬁgﬁi‘@fﬁ 1 FCEITERIRA. 750 mg/kg EGHEO

HE 2 B CHEZ AEIE N ER D LT,

R EREIZ LD EF A 0N DB ITRE OHICRD b,

JFF ik

LTI T ETRICHOWLWTIIE.

R MEDZEAL & Bl L7z,
FH gk

750 mg/kg & HHEDHE 2 ) TR e /N LT AR A
RE NS ZR &7z,

FIRRIZ I W THTE OBERE RN 5407 750 mg/kg 35
REOHE | FlTIX, BM7RaiE OAITE, BERETE
DY BT & B e 5 e O - B RGBT
BOONT, £2, FBRICBW TR OIREDS 25
L7z 750 mg/kg $E5-#HEDOME 2 Tk, BB R&ED
- _ERRTEAR & A E OB R T R AL & B
72 L TLENRTRD bt

Z O BRI S D WDIIR B TR 2 ST

St PREEDHE 2 1) & It 3 51, 750 mg/kg % GREOIE 1 H] &
HE 4 5] T &> D N TR EE e/ INEE R 5 oD R e 22 A
s, HHREEDME 4 ) L i 5 5], 750 mg/kg = 5-EED
BE 4 151 & M 3 5 TR U NA SRR SR BT,
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8. EE

Sprague-Dawley 52 SPF 7 & K [Crl:CD(SD)]) {(Z4-E FurF P Tz =LA X %0
(0.5w/v% A FoLtvm — ZKER - xRREE) . 30, 150 KT 750 mg/kg/day D & T
28 AR EARGEIRE ARG L, ZOHEELRATT 5 & & biZ, TREEEA TN 750 mg/kg &
HREZE D% 2 BRARIES . 2o a[ PRI DV TRE LT,

BEXKOBEEMNMZE U CRTEHIEA LN o7, o, —HIREETIE, 750
mg/kg $& 5 #EOMERE TS 5 B UBIZHREN A Sz, — B0 ZLTh -7z,

FEHI T —fRIRBE TIX. FITE - TOHESIZEBW T 750 mg/kg K5 REO M TR E 2
BELBEIZB W THRESHE A SN, £/, A— 7 7 40—V FREZIZE W T 750
mg/kg B EHOMETHRE 1 #HIZLH EX V[ EBROMEIFED N, b ORI
WEICLVHRL, BEEPRD LN,

HRER &K B TR, B ER G OEBIIR DO N1,

H ¥ EE & T, 750 mg/kg #5-REOHERE TRITEBA1ATE 0~10 25 OIE IZRE 2358
LI, ZOELITRIEIZ L 0L L, RIEERFED b,

RECIX. 750 mg/kg B 5O CHRE 4 H LR L &5 H O REEINEICIKMHE
WD NIz, TOBMIIKREIZ L DHEE L, IEERED bz,

BAFETIX. 750 mg/kg & GHEOMERE TR G981 (&5 4 B) (ZIRMEIRD S,
WERE R EORENEDI,

RIRAE TlE, 750 mg/kg & GHEOMEME TR 2O LR E LD, Fio, HET
BARKEOEMERZED LTz, T 6 OZALIIAREIZ X 0 iEEL L @R D iz,

MRSAART Tk, BRI E R G OFEBIITZDO LN o T,

MEALFRRIE Crt, 750 mg/kg B EFHOBETALT O@SEN, TRV 7 U T4 F
DEERRO LIV, KR ER S iéﬁw“@%mﬁ%bﬂkoiﬁ\%OmMg
BEROBETHBa L AT o—/L, ZIla— AN b, Wy ERs5Ic &
REAL N & OBIENEDNTZ, B2, 750 mg/kg & 58 ORECTHFE OKE AR @%n
oo TNOHOEBITREICIVERL, FIEENSED b,

PHEUTARE CTIEL, IR, B ROEBICHERER SO ﬁmmw%mtoﬁm
VT 750 mg/kg %58 O MEME TR E B O SRS S, MHkFRIZIE 150 rng/kg
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Fig.1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Table 1-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

B-6355

Day of administration

sex  Dose Findings
ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
150 No. of animals 6 6 6 6 6 6 6 6 6 6 [ 6 6 6
No abnormality 6 6 6 6 6 6 [ 6 6 6 6 6 6
750 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 11 10 12 9 11 12 12 12 12 12
Salivation 0 [ 0 0 1 2 0 3 1 0 0 0 0 0
0 No. of animals 12 12 12 12 i2 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 30 No. of animals 6 6 6 6 6 6 6 6 6 8 6 6 6 6
No abnormality 6 6 6 6 6 6 8 6 6 [ 6 6 [ 6
150 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 [}
No abnormality 6 6 [3 6 6 6 6 6 6 6 6 6 6
750 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 10 11 11 9 12 10 10 9 8 12

Salivation 0 4 0 0 2 1 1 3 0 2 2 3 4 0




Table 1-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Clinical signs (Administration period)

B-6355

Day of administration

Sex Dose Findings
ng/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 30 No. of animals [ 6 6 6 [ 6 6 6 6 6 6 8 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 [ 8
150 No. of animals 6 6 8 [} 6 6 6 6 6 6 6 6 8 6
No abnormality 6 6 6 [ 6 6 8 6 6 6 6 [ 6
750 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 10 11 10 10 10 12 11 11 10 10 10 10 9 10
Salivation 2 1 2 2 2 0 1 1 2 2 2 2 3 2
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -
Female 30 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 [ 6 6
150 No. of animals 6 6 6 6 6 6 6 [ 6 6 8 [ 6 6
No abnormality [ 6 6 6 6 6 6 [ 6 6 6. 6 6 6
750 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 10 10 9 10 8 9 11 10 10 10 10 9 8 9
Salivation 2 2 3 2 4 3 1 2 2 2 2 3 4 3
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Table 1-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
. Day of recovery
Sex Dose Findings
ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Male 0 No. of animals 6 6 8 6 6 6 [} 6 6 6 6 6 6 6
No abnormality 6 6 6 6 8 6 6 [} 6 [ 6 6 6 3
750 No. of animals 6 6 6 6 8 6 6 6 6 8 6 6 6 8
No abnormality 8 6 6 6 6 [ 6 8 [ [ 6 6 6 6
Female 0 No. of animals 6 4] 8 [ 6 8 6 6 8 [ 6 6 8 6
No abnormality 6 6 6 4] 6 6 ] 6 [ 6 6 6 [ ]
750 No. of animals 6 8 8 6 6 6 6 6 6 6 6 6 6 8
No abnormality 6 [ 6 [ 6 6 6 6 € 6 6 6 6 6
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Table 2-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) [0} 30 150 750 0 30 150 750
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12

Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations {(Week 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 [§] 6 12 12 6 6 i2
Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations {(Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 (] [ 12 12 6 3] 12
Convulsion
None 12 [$] 6 12 12 6 6 12

Abnormal behavior
None i2 6 6 12 12 6 6 12
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Table 2-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 30 150 750, 0 30 150 750
Parameter No. of animals 12 [ [ 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 8 6 12
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Table 2-5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observations (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 750 0 750
Parameter No. of animals 6 6 6 6
Posture
Normal 6 6 6 S}
Convulsion
None <] 6 6 6

Abnormal behavior
None 6 6 6 6
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Table 2-6 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage cobservations (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 750 0 750
Parameter No. of animals 6 6 6 6
Posture
Normal 6 6 6 6
Convulsion
None » 6 [ 6 6

Abnormal behavior
None 6 6 6 [
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Table 2-7 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750

Parameter No. of animals 12 6 6 12 12 6 6 12

Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 8 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 3] 6 12
Palpebral closure

Normal 12 [ 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Nornmal 12 6 6 12 12 6 [ 12
Piloerection

Absent 12 - 6 6 12 12 6 6 12
Pupil size

Normal 12 68 6 12 12 6 6 12
Salivation

None ) 12 6 [ 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 [¢] 6 12 12 6 6 12
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Table 2-8 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations {(Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750

Parameter No. of animals 12 8 6 12 12 6 [ 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 [} 6 12 12 6 6 12
Skin

Normal 12 6 [$] 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 8 6 12 12 [ 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 8 12 12 6 8 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

.Absent 12 6 8 12 12 [ [ 12
Pupil size

Normal 12 6 6 12 12 [ 6 12
Salivation

None 12 6 6 9 12 [$1 6 11

Slight 0 0 0 3 0 0 o] 1

Abnormal respiration
Absent 12 6 8 12 12 6 6 12

Reactivity to handling
Easy 12 8 6 12 12 6 6 12
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Table 2-9 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 . 30 150 750 0 30 150 750
Parameter No. of animals 12 6 [ 12 12 6 6 12

Ease of removal from cage

Easy 12 ] 6 12 12 6 6 12
Fur condition

Normal 12 6 [ 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 [} 6 12
Palpebral closure

Normal 12 6 6 12 12 6 8 12
Mucosal membranes

Normal 12 6 6 12 12 6 [ 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 4] 12 i2 6 6 12
Salivation

None 12 6 6 8 12 G 6 7

Slight 0 0 0 4 0 0 0 5

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 [§] 68 12 12 6 6 12
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Table 2-10 A 28-day oral toxicity study of 4-Hydroxydiphenyimethane in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750
Parameter No. of animals 12 6 6 i2 12 6 6 12

Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 4] 6 12 12 6 6 12
Skin

Normal ‘ 12 6 6 12 12 4 6 12
Secretions-Eye, Nose

Absent 12 6 [ 12 12 6 8 12
Exophthalmos

Absent 12 6 [ 12 12 8 6 12
Palpebral closure

Normal 12 6 [} 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 11 12 . 6 6 10

Slight 0 0 0 1 0 0 0 2

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 [$] 6 12 12 6 6 12




B-8355

Table 2-11 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks =

Detailed clinical signs : in-the-hand observations (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 750 0 750
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 6 } 6 8 8
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 [ 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 6 6 6




B-6355

Table 2-12 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 750 0 750
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal G 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos .

Absent 6 6 6 6

Palpebral closure
Normal 6 3] 6 [¢]

Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 6 6 6
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Table 2-13 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750

Parameter No. of animals 12 [ 6 12 i2 6 6 12
Arousal

Normal 12 6 6 12 12 6 [§] 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior :

None 12 6 [ 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 [¢] 12
Posture .

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 8 12
Rearing count (Mean+S.D.) T+ 2 6+ 4 6+ 3 4+ 2x=D 6+ 3 5+ 3 6+ 1 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ 1 1+ 1 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 4 4 7 12 6 5 12

Small amount 1 2 2 1 0 Q 1 0

Moderate amount 0 0 0 4 0 0 0 0

* : p<0.05 (Significant difference from control group)
D : Dunnett's test



Table 2-14 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of administration period)

B-6355

Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750

Parameter No. of animals 12 [ 6 12 12 6 6 12
Arousal

Normal 12 [ 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 [ 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 5] 6 12
Gait ]

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 8 12 12 6 6 12
Rearing count (Mean+S.D.) 4+ 2 3+ 2 3+ 2 3+ 2 5+ 3 4+ 2 5+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0o+ 0 0+ 1 i+ 2 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 12 6 5 8 12 6 6 12

Small amount 0 0 1 4 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-15 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750

Parameter No. of animals 12 6 6 12 12 6 8 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 i2 6 6 12
Abnormal behavior

None 12 6 [4] 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 3] 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 6+ 3 4+ 2 5+ 1 4+ 2 8+ 3 8+ 9+ 3 7+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0 1+ 1 0+ 1 0+ 0 0+ O 0+ 0 0+ 0
Urination

None 10 5 6 9 12 6 6 12

Small amount 2 1 4} 2 0 0 (] 0

Moderate amount 0 0 .0 1 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-16 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 4 of administration period}
Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 [ 12
Convulsion -

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 5 12 12 6 6 12

Flattened 0 0 1 0 0 0 0 0
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 6+ 2 5+ 3 6+ 1 4+ 2 9+ 4 9+ 2 10+ 3 6+ 3
Defecation count (Mean+S.D.) 0+ 0O 0+ 0 0+ 0 0+ 1 0+ 0o+ O 0+ 0 0+ 0
Urination

None 12 5 5 10 11 6 6 11

Small amount 0 1 1 1 1 0 0 1

Moderate amount 0 0 0 1 0 0 o] 0

No significant difference in any treated groups from control group.



B-6355

Table 2-17 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation {Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 750 0 750

Parameter No. of animals 6 6 [} <]
Arousal

Normal 6 6 6 6
Convulsion

None 6 8 6 6
Abnormal behavior

None 6 8 6 6
Stereotypy

None 6 6 6 6
Gait

Normal 6 6 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 6+ 2 6+ 3 8+ 2 9+ 2
Defecation count (Mean+S.D.) 0+ 0 1+ 1 0+ 0 0+ 0
Urination

None S 4 6 6

Small amount 1 2 0 0

No significant difference between treated group and control group.



B-6355

Table 2-18 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 750 0 750

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 8 8
Abnormal behavior

None 8 6 6 8
Stereotypy

None [¢] 6 6 6
Gait

Normal 6 [ 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 6+ 1 5+ 3 9+ 3 9+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 6 5 6 6

Moderate amount 0 1 0 o}

No significant difference between treated group and control group.



Table 2-19 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Manipulative test (Week 4 of administration period)

B-6355

Sex Male Female
Dose (mg/kg) 0 30 150 750 0 30 150 750
Parameter No. of animals 12 6 6 12 12 6 6 12
Auditory response
Normal 12 6 6 12 12 6 6 12
Approach response
Normal 12 6 6 12 12 6 6 12
Touch response
Normal 12 6 6 12 12 6 6 12
Tail pinch response
Normal 12 6 6 12 12 6 6 12
Pupillary reflex
Pass, both ) 12 6 6 12 12 6 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0 0+ ¢ 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 71+14 62+ 9 64+ 7 62+13 58+19 58+ 3 48+12 47+10

No significant difference in any treated groups from control group.



Table 2-20 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

B-6355

Sex Male Female
Dose (mg/kg) 0 750 0 750
Parameter No. of animals 6 6 6 : 6
Auditory response
Normal 6 6 6 6
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 6
Tail pinch response
Normal 6 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) 84+16 97+11 68+18 65+16

No significant difference between treated group and control group.



B-8356

Table 2-21 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Grip strength (Week 4 of administration period)
Sex Dose Fore limb Hind 1limb
ng/kg g g
0 No. 12 12
Mean 976 473
S.D. 197 100
Male 30 No. 6 6
. Mean 764 429
S.D. 147 91
150 No. 6 6
Mean 899 492
S.D. 161 123
750 No. 12 12
Mean 963 425
S.D. 239 91
0 No. 12 12
Mean 786 324
S.D. 142 95
Female 30 No. 6 6
Mean 817 304
S.D. 130 52
150 No. 6 6
Mean 767 330
S.D. 57 71
750 No. 12 12
Mean 831 360
S.D. 156 92

No significant difference in

any treated groups from control group.



B-6355

Table 2-22 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore limb Hind limb
mg/Kg g g

Male 0 No. 6 6
Mean 1319 621

S.D. 287 135

750 No. 6 6

Mean 1319 511

S.D. 211 98

Female 0 No. 6 (]
Mean 768 420

S.D. 187 100

750 No. 6 6

Mean 965 385

S.D. 130 83

No significant difference between treated group and control group.



B-6355

Table 2-23 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Motor activity {(Week 4 of administration period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 i2 12 12 12
Mean 392 345 293 289 267 198 1785
S.D. 45 40 74 91 110 108 365
Male 30 No. 6 6 6 8 6 6 6
Mean 362 309 282 222 229 225 1627
§.D. 45 35 49 108 116 119 326
150 No. 6 6 6 [ 6 6 6
Mean 356 275# 290 243 239 162 1563
S.D. 46 29DT 61 72 67 124 152
750 No. 12 12 12 12 12 12 12
: Mean 349 298 253 268 230 *161 1559
S.D. 36D 94 87 59 84 116 292
4] No. 12 - 12 12 12 12 12 12
Mean 384 300 286 214 204 191 1579
S.D. 58 53 85 110 116 87 333
Female 30 No. 6 6 6 6 6 6 6
Mean 383 292 155« 163 208 102 1302
S.D. 31 37 87D 105 116 78 176
150 No. 6 6 [ 6 6 6 6
Mean 348 300 253 201 177 227 1506
S.D. 49 57 72 117 124 115 409
750 No. 12 12 12 12 12 12 12
Mean 305+ 273 249 214 209 192 1442
S.D. 87D 63 47 62 93 65 164

Unit : Count

+ : p<0.05 ; #x : p<0.01 (Significant difference from control group)
D : Dunnett's test

DT : Dunnett-type rank test



B-6355

Table 2-24 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 8 6 [ 6 8
Mean 396 341 315 249 235 225 1761
S.D. 36 41 56 75 122 152 379
750 No. 6 6 6 6 6 [ 6
Mean 405 365 272 241 158 102 1542
S.D. 37 37 56 89 104 100 335
Female 0 No. 6 6 6 6 6 6 6
Mean 352 313 245 | 210 288 233 1642
S.D. 46 64 48 68 43 139 273
750 No. 6 6 6 6 6 6 6
Mean 370 280 256 218 228+ 180 1531
S.D. 34 39 69 119 48T 105 194

Unit : Count
# : p<0.05 (Significant difference from control group)
T : Student's t-test



B-6355

Table 3-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 210 237 266 293 325 348 374 390 412 202
S.D. 7 7 10 12 15 17 21 21 24 20
Male 30 No. 6 6 6 6 [$] 6 6 6 6 6
Mean 208 234 263 289 321 347 372 385 409 202
S.D. 5 7 7 7 8 8 11 11 14 12
150 No. 6 6 6 6 6 [ 6 6 6 6
Mean 209 235 262 287 314 335 361 379 397 188
S.D. 5 6 8 10 13 17 19 21 21 18
750 No. 12 12 12 12 12 12 12 12 12 12
Mean 210 229# 254 = 280# 304 %+ 324%% 3404+« 354#%+ 368+ 158%+
S.D. 6 ) 11D 12D 16D 18D 24D 26D 29D 27D
4] No. 12 12 12 12 12 12 12 12 12 12
Mean 153 162 170 179 192 203 214 220 228 74
S.D. T 8 11 13 15 16 19 16 18 16
Female 30 No. 6 6 6 6 6 6 6 6 6 6
Mean 152 161 170 178 189 195 207 214 219 68
S.D. 8 9 10 11 12 12 10 12 13 6
150 No. 6 6 6 6 6 6 6 6 6 6
Mean 152 158 165 172 180 1886 195 198 207 55
S.D. 8 10 13 15 20 21 21 21 20 18
750 No. 12 12 12 12 12 12 12 12 12 12
Mean 151 158 166 176 189 196 205 212 217 66
S.D. 8 13 16 16 19 21 23 25 27 20
Unit : g

# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6355

Table 3-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose Gain
ng/ke 1 3 7 10 14 1-14
Male 0 No. 6 6 6 6 6 6
Mean 411 422 440 455 472 61
S.D. 29 34 35 42 42 15
750 No. 6 6 6 6 6 6
Mean 379 386 407 424 444 66
S.D. 35 39 43 46 50 17
Female 0 No. 6 6 6 6 6 6
Mean 229 231 239 242 247 18
S.D. 16 19 _ 19 18 20 7
750 No. 6 6 6 6 6 6
Mean 220 223 230 233 239 18
S.D. 21 23 25 26 31 11
Unit : g

No significant difference

between treated group and control group.



B-6355

Table 4-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Food consumption (Administration period)

Day of administration

Sex Dose
mg/kg 1 4 7 10 14 17 21 24 28
0 No. 12 12 12 12 12 12 12 12 12
Mean 23 25 27 27 28 28 28 27 28
S.D. 1 1 2 1 1 1 2 1 2
Male 30 No. 6 6 6 6 6 [ 6 6 6
Mean 23 24 27 27 29 29 29 27 28
S.D. 2 2 1 1 1 2 2 2 2
150 No. 6 6 6 6 6 8 6 6 6
Mean 23 23 26 26 27 26 28 26 27
S.D. 1 1 1 1 1 2 2 2 2
750 No. 12 12 12 12 12 12 12 12 12
Mean 24 21%w 26 27 27 27 27 27 27
S.D. 2 2D 2 2 3 2 3 3 3
0 No. 12 12 12 12 12 12 12 12 12
Mean 17 17 17 17 i8 18 18 17 18
S$.D. 1 1 2 1 2 1 2 1 2
Female 30 No. 6 6 6 6 6 6 6 6 6
Mean 16 17 17 16 17 17 18 16 17
S.D. 2 1 1 2 2 1 1 2 1
150 No. 6 6 6 6 6 6 6 6 6
Mean 17 16 17 16 16 16 17 15 17
S.D. 2 2 2 2 2 2 2 2 2
750 No. 12 12 12 12 12 12 12 12 12
Mean 17 14+ 17 18 18 18 19 17 18
S.D. 2 3DT 2 2 3 3 2 2 3

Unit : g/rat/day

* : p<0.05 ; #% : p<0.01 (Significant difference from control group)
D : Dunnett's test

DT : Dunnett-type rank test



B-6355

Table 4-2 A 28~day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
mg/kg 3 7 10 14
Male 0 No. 6 6 6 6
Mean 28 29 27 28
S.D. 2 2 4 2
750 No. 6 6 6 6
Mean 28 30 28 29
S.D. 3 3 4 3
Female 0 No. 6 6 6 6
Mean 18 18 17 18
S.D. 2 2 2 2
750 No. 8 6 6 6
Mean 20 20 18 20
S.D. 3 2 1 3

Unit : g/rat/day

No significant difference

between treated group and control group.



B-6355

Table 5-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 — o+ At bt At — 4 A A At e E+ ~ = 4 e+t A+
0 i2 0 0 0 ¢ 0 0 1 T 4 1 6 5 0 0 0 6 3 3 0 0 0 iz 0 0 0 O 0
Male 30 6 0 0 0 Q 0 0 0 6 4} 2 2 2 0 0 0 4 0 2 0 0 0 6 0 0 O O 0
150 6 0 0 0 ¢} 0 1 0 3 2 c 3 3 0 ¢ 0 1 4 1 0 O 0 6 0 O .O 0 0
750 12 0 0 4] 1 i 1 4 5 0 6 5 1 0 O (1] 11 12 0 0 0 0 12 0 0. 0 O 0
(4 12 1] 0 o 0 2 0 1 8 3 10 1 1 0 O 0 11 0 1 0 O 0 12 0 0 0 0 0
Female 30 6 0 0 0 0 0 1 0 3 2 4 2 0 0 O 0 3 3 0 0 0 0 6 0 0 0 O 0
150 6 0 0 0 2 1 0 2 0 1 3 3 0 0 O 0 3 3 0 0 O 0 6 0 0 0 O 0
750 i2 0 0 0 1 3 5 2 1 0 12 0 0 0 O 0 12 0 0 0 0 0 12 0 0 0 0 0
1) -~ ! <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL ++ 4 251 - 600 mg/dL Pt >600 mg/dL
2) - : <5 mg/dL +- ;1 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ 1 31 -~ 70 mg/dL ot T1 - 125 mg/dL ++++ : >12b5 mg/dL
3) - : <30 mg/dL +- 1 30 - 60 mg/dL + 1 81 - 125 mg/dL «+ @ 126 - 250 mg/dL 444 251 ~ 750 mg/dL B >750 mg/dL



B-6355

Table 5-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

4) 5) 8) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/ ke - 4= 4 ke dhd T T R T Ty dm A ot ekt LY Y DY
0 12 11 0 0 1 0o 12 0 0 O 0 11 1 0 O 0 012 0
Male 30 6 6 0 0 0 O 6 0 0 0 0 5 1 0 0 0 0 6 0
150 [] 6 0 0 0 O 6 0 0 0 0 6 0 0 O 0 0 6 O
750 12 12 0 0 0 0© 12 0 0 o0 0 12 ¢ ¢ 0O 0 012 ¢
0 12 12 0 0 0 0 12 0 0 0 0 11 1 0 O 0 012 ©
Female = 30 [$] 5 1 0 0 0 6 0 0 O 0 6 0 0 0 0 0 6 O
150 6 6 0 0 0 O 6 0 0 O 0 5 1 0 0 ¢ 0 8 0
750 12 12 0 0 0 O i2 0 0 0 0 12 0 0 0 0 012 0
4) - : <0.03 mg/dL +~ 1 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/AdL +++ : >0.75 mg/dL
5) - 1 <0.5 mg/dL + : 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 -~ 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



B-63556

Table 5-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Urinalysis {(Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
meg/kg - 44— 4+ ++ 4+ - 4= 4 44 P4 - 4+~ 4+ 44 444 - k= 4 4 - 4=+ - -+ ++ 4++ — 4= 4+ 4+ 44
0 12 12 0 0 0 O i2 0 0 0 0 01 1 0 0 i2 0 0 0 O 12 0 O i1 1 0 0 O 12 0 0 0 O
Male 30 6 6 0 0 0 O S 1 0 0 0 O 6 0 0 0 6 0 0 0 © 6 0 0 6 0 0 0 0 6 0 0 0 0
150 6 6 0 0 0 O 6 0 0 0 O 0 5 1 0 ¢ 6 0 0 0 O 6 0 0 6 0 0 0 © 6 0 0 0 O
750 12 12 0 0 0 O 12 0 0 0 O 012 0 0 0 11 1 0 0 O 12 0 O 9 3 0 0 0O 12 0 0 0 O
0 12 12 0 0 0 O 11 1 0 0 O 012 0 0 0 12 0 0 0 O 12 0 O 9 3 0 0 0 1 1 0:0 O
Female 30 6 6 0 0 0 O 5 1 0 0 0 0O 6 0 0 O 6 0 0 0 O 6 0 O 5 1 0 0 O 6 0 0 0 O
150 6 6 ¢ 0 0O 0 6 0 0 0 0 0O 6 0 0 O 6 0 0 0 0 6 0 0 5 1 0 0 O 6 0 0 0 O
750 12 12 ¢ 0 0 0 12 0 0 0 o 012 0 0 O 12 0 0 0 O 12 0 0 6 6 0 0 0 12 0 0 0 0
SEC : Squamous Epithelial Cell - . Negative
SREC : Small Round Epithelial Cell +- 1 Slight
PS : Phosphate Salts + T Mild
Cco : Calcium Oxalate ++ @ Moderate

+++ ! Severe



B-6355

Table 5-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/keg mL/24h mL/24h mOsm/kg
0 12 Mean 37 10.8 2019
S.D. 10 4.4 360
Male 30 6 Mean 35 12.1 2005
S.D. 8 3.6 364
150 6 Mean 41 13.1 1709
S.D. 10 3.2 321
750 12 Mean DTxs 18.2#« 1227#=
S.D. 11D 6.3D 245D
0 12 Mean 32 6.3 2081
S.D. 8 2.4 401
Female 30 6 Mean 29 6.5 2326
S.D. 10 2.6 536
150 6 Mean 31 4.5 2211
S.D. 9 3.1 549
750 12 Mean 41 12.T#» 1224#+
S.D. 9 6.1D 275D

*## : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6355

Table 5-5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
1) 2) 3)
PH Protein Ketone body Glucose
Sex Dose No.
ng/kg 5.0 5.56.06.57.07.58.08.59.0 L A S T Y A A A S T T R L AT
Male 0 6 0 4] 0 0 4 2 0 1 5 0 O 0 3 2 1 0 0 0 6 0 0 0 0
750 6 0 4} 0 0 5 4] o 1 5 0 O ] 0 3 3 0 ¢ 0 6 0 O 0 0
Female 0 6 0 0 0 0 2 2 3 3 0 0 0 0 5 1 0 0 O 0 6 0 O 0 0
750 6 0 0 0 0 5 1 1 4 1 0 O 0 3 3 0 0 O 0 6 0 O 0 0
1) - : <10 mg/dL = 10 - 257mg/dL + : 26 -~ 85 mg/dL ++ : 86 -~ 250 mg/dL +++ @ 251 - 600 mg/dL LR >600 mg/dL
2} - : <5 mg/dL +- : 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++ >125 mg/dL
3} - : <30 mg/dL +- : 30 - 60 mg/dL + 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL et >750 mg/dL



B-6355

Table 5-86 A 28—day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery periocd)
4) 5) 6) 7)
) Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg R T S A ) - I R L L S O T LY Y DY
Male 0 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 O
750 [¢] 6 0 0 0 O 6 0 0 0 0 S 1 0 O 0 0o 6 0
Female 0 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 0
750 6 6 0 0 0 0 6 0 0 0 0 6 0 0 O 0 0 6 ¢
4) - : <0.03 mg/dL +- 0.03 - 0.05 mg/AdL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL +:0.5-1.5mg/dL ++ : 1.6 ~ 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



B-6355

Table 5-7 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Co
Sex Dose No.
mg/kg - +- + ++ 4+t - e + e+ 4+ +— 4+ 4 A+t + - + 4+ 44+ - +— +— + ++ +++ += + +4+ +++

Male 0 6 6 0 0 0 O 6 0 0 0O O 6 0 0 O 0O 0 0 O 6 0 i 0 0 O 0O 0 0 O

750 6 6 0 0 0 O 6 0 0 0 O 6 0 0 O 0 0 O O 6 O 2 0 0 O 0 0 0 O
Female 0 6 6 0 0 0 O 6 0 0 0 O 5 1 0 ¢ O 0 0 0 6 O 0 0 0 O 0O 0 0 o

750 6 6 0 0 0 O 6 0 0 0 0O 6 0 0 0O 0O 0 0 O 6 O i 0 0 O 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts * : Mild
Co : Calcium Oxalate ++ @ Moderate

+++

: ‘Severe



B-6355

Table 5-8 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 2 of recovery period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
Male 0 6 Mean 38 11.4 2087
S$.D. 7 5.0 369
750 6 Mean 40 9.6 2058
S.D. 7 4.3 432
Female 0 [} Mean 28 6.5 2384
S.D. 8 2.9 595
750 6 Mean 27 5.4 2294
S.D. 5 1.7 428

No significant difference between treated group and control group.



B-6355

Table 6-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/kg X104/#L g/dL % L pPE g/dL %  X10*/#L s s mg/dL
0 6 Mean 822 16.3 44.7 54.5 19.8 36.4 1.9 117.6 15.8 21.9 318
S.D. 29 0.5 1.2 2.4 0.8 0.4 0.3 11.6 2.9 5.2 35
Male 30 6 Mean 828 16.2 44.8 54.1 19.6 36.2 1.8 124.6 16.3 20.9 318
S.D. 42 0.6 2.2 0.6 0.2 0.5 0.4 12.1 1.6 2.3 28
150 6 Mean 819 15.8 43.6 53.2 19.3 36.4 1.8 131.7 14.8 21.4 292
S.D. 38 0.7 2.1 1.0 g.3 0.2 0.2 15.5 1.8 2.1 26
750 6 Mean 809 16.0 43.3 53.5 19.7 36.9 1.6 129.0 17.5 24.5 297
S.D. 31 0.4 1.4 0.8 0.4 0.3 0.2 6.7 2.8 2.0 13
0 6 Mean 792 15.6 41.9 52.9 19.7 37.2 1.5 134.4 11.5 15.3 226
S.D. 33 0.8 2.2 0.8 0.3 0.3 0.4 14.1 0.6 1.5 5
Female 30 6 Mean 782 15.6 41.7 53.4 20.0 37.4 3.0 131.7 11.7 17.2 227
S.D. 74 1.0 2.4 2.9 0.7 1.3 3.6 8.4 0.6 1.1 17
150 6 Mean 798 15.7 41.86 §2.1 19.7 37.7 1.3 133.9 11.5 17.9 227
S.D. 36 0.4 0.9 1.5 0.6 0.3 0.3 13.7 0.6 1.6 20
750 6 Mean 801 16.2 42.8 53.5 20.2 37.7 1.3 133.86 11.1 17.4 243
S.D. 52 0.7 1.8 1.4 0.5 0.7 0.4 20.6 0.2 3.1 33

No significant difference in any treated groups from control group.



B-6355

Table 6-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X102/ 1L LYMP NEUT EQS BASO MONO LUC
0 [} Mean 115.0 81.9 14.3 1.3 0.4 1.6 0.5
S.D. 25.7 3.3 3.0 0.5 0.1 0.5 0.2
Male 30 6 Mean 97.8 76.8 19.3 1.0 0.3 2.0 0.6
S.D. 28.4 6.9 6.5 0.2 0.1 0.5 0.3
150 6 Mean 111.5 82.3 14.4 1.0 0.4 1.4 0.8
S.D. 13.8 3.2 2.9 0.5 0.1 0.3 0.2
750 6 Mean 150.8 77.4 18.9 0.7 0.5 1.8 0.7
S.D. 39.1 6.9 6.9 0.3 0.2 0.9 0.4
0 6 Mean 79.3 80.6 15.3 1.4 0.3 1.6 0.8
S.D. 27.4 7.0 7.3 0.6 0.1 0.2 0.4
Female 30 6 Mean 68.8 76.5 19.9 1.4 0.3 1.4 0.5
S.D. 20.5 4.6 4.8 0.4 0.1 0.5 0.2
150 6 Mean 67.8 77.9 18.5 1.2 0.2 1.6 0.6
S.D. 16.8 6.3 6.5 0.4 0.1 0.2 0.2
750 6 Mean 91.1 78.0 17.7 1.3 0.3 2.0 0.7
S.D. 22.1 6.7 6.5 0.5 0.2 0.7 0.3

LUC : Large unstained cells
No significant difference in any treated groups from control group.



B-6355

Table 6-3 A 28-~day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts {(X10?/ul)

Sex Dose No.
mneg/ke LYMP NEUT EOS BASO MONOQ Luc
0 6 Mean 94.2 16.4 1.5 0.5 1.8 0.6
S.D. 21.5 4.7 0.6 0.2 0.5 0.3
Male 30 6 Mean 76.5 17.7 0.9 0.3 1.9 0.6
S.D. 29.2 3.9 0.1 0.2 0.6 0.2
150 6 Mean 91.8 16.0 1.1 0.4 1.5 0.7
S.D. 18.4 3.2 0.6 0.1 0.4 0.3
750 6 Mean 118.9 26.3%% 1.0 0.7 2.7 1.2
S.D. 40.6 5.1D 0.4 0.4 1.2 0.7
0 6 Mean 64.7 11.3 1.0 0.2 1.3 0.7
S.D. 25.5 4.0 0.4 0.1 0.5 0.6
Female 30 6 Mean 53.2 13.2 0.9 0.2 1.0 0.4
S.D. 17.4 3.3 0.4 0.1 0.5 0.3
150 6 Mean 52.7 12.6 0.8 0.2 1.1 0.4
S.D. 13.3 5.5 0.3 0.1 0.3 0.2
750 6 Mean 71.9 15.4 1.1 0.3 1.8 0.7
S.D. 21.0 3.6 0.3 0.2 0.6 0.4

LUC : Large unstained cells
#% : p<0.01 (Significant difference from control group)
D : Dunnett’'s test



B-6355

Table 6-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Hematology (After recovery period)

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/kg X10*/ 1L g/dL % fL reg g/dL % X10*/ 1L s s mg/dL
Male 0 6 Mean 840 15.8 44.2 52.6 18.8 35.8 1.8 118.9 15.2 20.8 296
S.D. 31 0.4 1.4 1.6 0.6 0.3 0.1 13.4 2.0 3.9 26
750 6 Mean 841 15.7 43.6 52.0 18.7 36.0 2.2+ 117.3 15.4 19.8 309
S.D. 43 0.3 1.0 2.0 0.9 0.4 0.4AT 12.9 2.2 2.4 16
Female 0 6 Mean 815 15.86 42.2 51.9 19.2 37.0 1.5 118.0 11.7 16.9 221
S.D. 36 0.5 1.3 1.4 0.6 0.2 0.3 7.9 0.6 2.1 17
750 6 Mean 799 15.2 41.0 51.4 19.1 37.1 1.5 117.7 11.9 16.7 215
$.D. 35 0.6 1.2 1.7 0.6 0.6 0.4 12.8 0.3 2.1 12

# : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test



B-6355

Table 6-5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Hematology {(After recovery period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10?/ L LYMP NEUT EOS BASO MONO LuC
Male 0 6 Mean 127.7 80.1 15.8 1.0 0.4 2.0 0.7
S.D. 28.0 5.7 5.5 0.3 0.1 1.1 0.5
750 [ Mean 119.9 77.9 18.5 0.9 0.4 1.8 0.4
S.D. 33.0 6.9 6.5 0.3 0.1 0.7 0.1
Female 0 6 Mean 76.6 74.7 21.4 1.4 0.3 1.6 0.5
S.D. 19.8 6.6 6.1 0.6 0.1 0.6 0.3
750 6 Mean 58.1 77.3 19.5 1.0 0.2 1.5 0.4
S.D. 13.7 5.2 5.4 0.3 0.1 0.3 0.1

LUC : Large unstained cells
No significant difference between treated group and control group.



B-6355

Table 6-6 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Hematology (After recovery period)

Differential leukocyte counts (X10%2/4L)

Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO LUC
Male 0 6 Mean 103.¢ 19.4 1.2 0.5 2.6 0.9
S.D. 28.7 6.5 0.3 0.3 1.7 0.8
750 6 Mean 92.9 22.8 1.1 0.5 2.2 0.5
S.D. 25.5 11.2 0.3 0.3 0.9 0.2
Female 0 6 Mean 58.0 15.8 1.1 0.2 1.2 0.4
S.D. 19.6 3.4 0.5 0.1 0.4 0.3
750 6 Mean 44.8 11.5 0.6 0.1 0.9 0.2
S.D. 10.3 4.4 0.2 0.1 0.3 0.1

LUC : Large unstained cells
No significant difference between treated group and control group.



B-6355

Table 7-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L IU/L 1U/L 1U/L Iu/L mg/dL mg/dlL mg/dL mg/dL mg/dL
0 6 Mean 67 30 62 1 666 53 61 93 0.1 143
S.D. 12 6 11 1 136 4 14 T 0.1 10
Male 30 6 Mean G8 28 58 1 751 52 67 93 0.1 140
S.D. 6 4 9 0 78 4 18 7 0.0 8
150 6 Mean 87 30 70 1 655 52 47 87 0.1 147
S.D. 6 6 7 0 133 10 17 14 0.1 12
750 6 Mean 70 41%s 70 1 759 40w%# 48 79 0.1 122%»
S.D. 6 3D 15 o] 95 6D 33 12 0.1 8D
0 6 Mean 63 23 59 1 418 54 17 102 0.1 114
S.D. 11 4 11 ] 113 4 6 11 0.0 20
Female 30 6 Mean 60 20 69 1 312 62 14 111 0.1 106
S.D. 6 3 23 0 5% 11 5 17 0.1 17
150 6 Mean 69 23 57 1 437 62 15 109 0.1 103
S.D. 12 3 8 0 102 9 S 17 0.0 14
750 6 Mean 68 28 52 1 388 58 - 34 112 0.1 T 101
S.D. 5 2 12 0 72 g 18D 14 0.1 il

* : p<0.05 ; *+ : p<0.01 {(Significant difference from control group}
D : Dunnett's test



B-6355

Table 7-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K c1 Ca P TP ALB A/G
Sex Dose No.
ng/keg mg/dL mg/dL nmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
[0} 6 Mean 14 0.25 144 4.6 107 9.8 8.1 6.1 2.9 0.88
S.D. 2 0.02 1 0.3 2 0.2 0.2 0.2 0.1 0.05
Male 30 6 Mean 12 0.22 143 4.9 108 9.7 8.3 6.0 2.9 0.92
S.D. 1 0.02 1 0.3 i 0.1 0.3 0.2 0.1 0.03
150 6 Mean 14 0.24 144 4.8 107 9.8 8.2 5.9 2.9 0.97
S.D. 2 (.02 1 0.3 1 0.1 0.4 0.3 0.1 0.05
750 6 Mean 15 0.23 143 4.6 104+ 9.7 8.8 5.8 2.9 1.01#%=
S.D. i 0.03 1 0.4 iD 0.1 0.9 0.3 0.1 0.09D
4] 6 Mean 18 0.33 142 4.2 108 9.9 7.0 6.2 3.1 1.00
S.D. 3 0.06 1 0.3 2 0.4 0.7 0.3 0.2 0.07
Female 30 6 Mean 17 0.29 142 4.8 110 9.6 6.5 6.3 3.1 0.95
S.D. 3 0.03 0 0.3D 1 0.3 0.8 0.3 0.2 0.08
150 6 Mean 15 0.27 142 4.7» 109 9.6 6.5 6.2 3.0 0.92
S.D. 1 0.02 1 0.4D i 0.4 1.2 0.5 0.2 0.06
750 6 Mean 17 0.31 143 4.3 107 9.8 7.3 6.1 3.0 0.96
§.D. 5 0.06 1 0.2 1 0.2 0.3 0.3 0.2 0.07

* @ p<0.05 ; =+ : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6355

Table 7-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Blood chemistry (After recovery period)
AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg 1U/L 1U/L 1U/L 10/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 63 26 50 1 493 59 65 99 0.1 152
S.D. 6 2 7 1 118 14 29 18 0.0 9
750 6 Mean 67 30 56 1 551 60 65 103 0.1 143
S.b. 4 4 7 0 139 8 27 7 0.0 18
Female 4] 6 Mean 76 33 62 1 298 70 22 124 0.1 121
S.D. 9 9 13 0 91 12 17 28 0.0 16
750 6 Mean 64 23+« 61 1 285 65 17 116 0.1 117
S.D. 10 3AT 12 o] 86 8 6 16 0.0 18

# : p<0.05 (Significant difference from

AT : Aspin-Welch t-test

control group)



B-6355

Table 7-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L nmol /L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 13 0.27 143 4.8 105 9.4 7.5 6.2 2.9 0.86
S$.D. 3 0.03 1 0.2 1 0.2 0.4 0.2 0.1 0.06
750 6 Mean 13 0.25 144 4.9 105 9.6 8.0 6.1 2.9 0.92
5.D. 2 0.03 1 0.2 1 0.1 0.7 0.1 0.0 0.086
Female 0 6 Mean 16 0.32 143 4.3 110 9.5 5.7 6.5 3.1 0.95
S.D. 2 0.04 1 0.4 1 6.3 0.7 0.4 0.2 0.10
750 6 Mean 17 0.32 142+ 4.7 109 9.4 6.2 6.2 3.0 0.93
S.D. 1 0.03 iT 0.3 1 0.3 0.6 0.2 0.1 0.04

* : p<0.05 (Significant difference from control group)
T : Student's t-test



B-6355

Table 8-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Absolute and relative organ weight {(After administration period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg I3 g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BY) g(g/100g BY) mg(mg/100g BW)
0 No. 6 6 6 6 6 6 6 6
Mean 388 2.01 612 1.31 11.57 0.74 2.83 63
S.D. 13 0.07 178 0.13 1.11 0.06 0.17 : 8
Absolute 30 No. 6 6 6 6 6 [ 6 6
Mean 379 1.97 489 1.17+ 11.72 0.69 2.90 57
S.D. 15 0.08 80 0.06D 0.55 0.18 0.23 7
150 No. [ 6 6 6 6 6 6 6
Mean 367 2.038 517 1.16# 11.60 0.62 2.87 55
S.D. 21 0.06 123 0.04D 1.16 0.07 0.11 6
750 No. 6 6 6 6 6 6 6 6
Mean 333+ 2.00 502 1.07x% 11.73 0.66 3.03 53
S.D. 22D 0.08 80 0.09D 1.38 0.06 0.15 3
0 No. 6 6 6 6 68 6 6
Mean 0.52 157 0.34 2.98 0.19 0.73 16
S.D. 0.03 43 0.03 0.24 0.01 0.03 2
Relative 30 No. 6 6 6 6 6 6 6
Mean 0.52 129 0.31 3.10 0.18 0.77 15
S.D. 0.01 22 0.02 0.08 0.04 0.05 2
150 No. 6 6 [ 6 6 6 6
Mean 0.55 140 0.32 3.16 0.17 0.79 15
S.D. 0.03 30 0.01 0.27 0.02 0.06 2
750 No. 6 [ 6 6 : 6 6 6
Mean 0.60%+ 152 0.32 3.52#% 0.20 0.92#» 16
S.D. 0.03D 30 0.02 0.23D 0.02 0.09D 1

» : p<0.05 ; =« : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6355

Table 8-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose (R+L) (R+L)
mg/kg glg/100g BW) mg(mg/100g BW)
0 No. 6 6
Mean 3.27 851
S.D. 0.22 55
Absolute 30 No. 6 6
Mean 3.27 827
S.D. 0.14 61
150 No. 6 6
Mean 3.16 791
5.D. 0.17 24
750 No. 6 6
Mean 3.09 810
S.D. 0.25 96
0 No. 6 6
Mean 0.84 220
S.D. 0.05 17
Relative 30 No. 6 6
Mean 0.87 219
S.D. 0.05 21
150 No. 6 6
Mean 0.86 216
S.D. 0.05 12
750 No. 6 6
Mean 0.93 246
S.D. 0.10 46

No significant difference in any treated groups from control group.



B-6355

Table 8-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g  g(g/100g B¥) mg(mg/100g BW) g{g/100g BW) glg/100g BW) g(g/100g BW) g{g/100g BY) mg{mg/100g BW)
[i] No. 6 6 6 6 6 6 6 6
Mean 218 1.79 439 0.72 6.01 0.47 1.52 68
S.D. 19 0.06 108 0.06 0.62 0.09 0.08 14
Absolute 30 No. [ 6 6 6 8 6 6 6
Mean 206 1.83 452 0.72 59.67 0.54 1.64 63
S.D. 13 0.10 68 0.06 0.25 0.18 0.20 9
150 No. 6 6 6 6 6 6 6 6
Mean 196 1.80 408 0.69 5.59 0.42 1.54 66
S.D. ) 20 0.04 117 0.09 0.86 0.09 0.22 8
750 No. 6 6 6 6 6 6 6 6
Mean 200 1.77 345 0.64 6.23 0.39 1.55 57
S.D. 33 0.06 59 0.10 1.12 0.04 0.25 10
0 No. 8 6 6 6 8 8 8
Mean 0.84 205 0.34 2.78 0.22 0.71 31
S.D. 0.06 55 0.01 0.09 0.03 0.03 5
Relative 30 No. 6 6 6 6 6 6 6
Mean 0.89 220 0.35 2.76 0.27 0.79 31
S.D. 0.05 32 0.02 0.15 0.09 0.08 5
150 No. 6 6 6 8 6 6 6
Mean 0.93 206 0.35 2.85 0.21 0.79 34
S.D. 0.09 42 0.02 0.16 0.04 0.06 2
750 No. 6 6 6 6 6 6 6
Mean ©0.90 175 0.32 3.12#« 0.20 0.78 29
S.D. 0.14 32 0.01 0.20D 0.04 0.06 4

#% : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6355
Table 8-4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

-Female

Ovary Uterus

Dose (R+L)
mg/kg mg{mg/100g BY) mg(mg/100g BY)
0 No. 6 6
Mean 13.4 438
S.D. 6.8 121
Absolute 30 No. 8 6
Mean 79.3 409
S.D. 19.3 92
150 No. 6 6
Mean 73.4 402
S.D. 11.8 91
750 No. 6 6
Mean 2.2 394
S.D. 12.3 107
0 No. 6 6
Mean 34.1 206
S.D. 2.1 68
Relative 30 No. [ 6
Mean 38.3 199
S.D. 8.2 47
150 No. 6 6
Mean 37.7 210
S.D. 5.8 65
750 No. 6 6
Mean 36.6 202
S.D. 6.3 62

No significant difference in any treated groups from control group.



B~6355

Table 8-5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg g g(g/100g BY) mg(mg/100g BW) g(g/100g BY) g(g/100g BW) g{g/100g BW) g(g/100g BY) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 440 2.11 525 1.36 12.34 0.74 2.95 62
S.D. 37 0.02 122 0.15 1.32 0.09 0.23 8
750 No. 6 6 [ [ 6 6 6 6
Mean 411 2.07 466 1.24 11.59 0.71 2.98 62
S.D. 48 0.09 127 0.09 2.11 0.11 0.38 7
Relative 0 No. 6 [ 6 6 6 6 6
Mean 0.48 121 0.31 2.80 0.17 0.67 14
S.D. 0.04 32 0.02 0.14 0.03 0.05 1
750 No. 6 6 [ 6 6 6 6
Mean 0.51 113 0.30 2.80 0.17 0.73 15
S.D. 0.05 26 0.02 0.19 0.03 0.06 2

No significant difference

between treated group

and control group.



B-6355

Table 8-6 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with & recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose (R+L) (R+L)
mg/kg g(g/100g BY) mg(mg/100g BW)
Absolute 0 No. [ 6
Mean 3.19 1068
S.D. 0.45 128
750 No. 6 6
Mean 3.37 1080
S.D. 0.18 95
Relative 0 No. 6 [
Mean 0.73 245
5.D. 0.14 43
750 No. 6 6
Mean 0.83 264
S.D. 0.09 22

No significant difference between treated group and control group.



B-8355

Table 8-7 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
ng/kg g g{g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY) mg{mg/100g BW)
Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 230 1.84 367 0.73 6.23 0.47 1.71 67
S.D. 20 0.06 69 0.04 0.55 0.06 0.11 6
750 No. 6 6 6 6 6 6 [ 6
Mean 224 1.86 369 0.75 6.14 0.47 1.69 72
S.D. 27 0.06 122 0.07 0.79 0.10 0.19 11
Relative 0 No. 8 6 6 8 6 6 6
’ Mean 0.80 159 0.32 2.71 0.20 0.74 29
S.D. 0.05 25 0.01 0.14 0.02 0.05 5
750 No. [ 6 6 6 6 6 8
Mean 0.84 162 0.34 2.74 0.21 0.76 33
S.D. 0.10 40 0.03 0.19 0.03 0.07 7

No significant difference

between treated group

and control group.



B-8355

Table 8-8 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Ovary Uterus
Dose (R+L)
ng/kg mg{mg/100g BYW) mg(mg/100g BW)
Absolute 0 No. [ 6
Mean 78.1 452
S§.D. 11.0 132
750 No. 6 6
Mean 80.6 505
S.D. 11.3 143
Relative 0 No. 6 6
Mean 33.9 198
S.D. 3.0 63
750 No. 6 6
Mean 36.1 224
S.D. 5.4 53

No significant difference between treated group and control group.



B-6355

Table 9-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week

Gross pathological findings (After administration period)

Organs Sex: M M M F F
Dose(mg/kg): [0} 30 150 750 0 30 150 750

Findings Number: 6 6 6 <] 6 6
Epididymis

Focus,yellow 0 0 4] 1 / / / /
Intestine,cecum

Dilatation, lumina 0 0 0 5 0 0 1 5
Stomach

Thickening,wall, forestomach 0 0 0 4 0 0 0 5

Thickening,limiting ridge 0 0 0 2 0 0 0 0

M : Male, F : Female
/ : Not applicable



B-6355

Table 9-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week

Gross pathological findings (After recovery period)

Organs Sex: M M F
Dose(mg/kg): 0 750 0 750
Findings Number: 6 6 6
Stomach
Thickening,wall, forestomach 0 1 [} Q
Thickening,limiting ridge 0 4} 0 2

M : Male, F : Female



B-6355

Table 10-1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week
Histopathological findings (After administration period)
Organs Sex: M M Ul F F F
. Dose(mg/kg) : 0 30 150 750 4] 30 150 750
Findings Number: 6 6 6 6 6 6
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Degeneration,chondromucinous
minimal
Cerebellum
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Granuloma, spermatic
mild
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Cardiomyopathy
minimal
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine, ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
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M : Male, F : Female
/ : Not applicable
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Table 10-2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week
Histopathological findings (After administration period)
Organs Sex: M M M F F F
. Dose{mg/kg): 0 30 150 750 ") 30 150 750
Findings Number: 6 6 6 6
Kidney

Number examined

Not remarkable

Regeneration, tubular
minimal
mild

Urinary cast,hyaline
minimal

Fibrosis,focal
mild

Liver
Number examined
Not remarkable

Vacuolation,hepatocyte,periportal

minimal
mild
Microgranuloma
minimal
mild
Hypertrophy,hepatocytic,central
minimal
mild
Lung(bronchus)
Number examined
Not remarkable
Mineralization,arterial wall
minimal
Hemorrhage, focal
minimal
Appearance,alveolar macrophage
minimal
Pneumonia, focal
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
Cell infiltration,lymphocytic
minimal
Pituitary
Number examined
Not remarkable
Prostate
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
mild
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M : Male, F . Female
/ : Not applicable
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Table 10-3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 week
Histopathological findings (After administration period)
Organs Sex: M M M M F F F F
Dose(mg/kg): 0 30 150 750 0 30 150 750
Findings Number : [ 6 6 6 6 ] 6

Sciatic nerve
Number examined
Not remarkable
Skeletal muscle, femoral
Number examined
Not remarkable
Degeneration,muscular
minimal
Cell infiltration,interstitial
minimal
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis,extramedullary
minimal
Stomach
Number examined
Not remarkable
Hyperkeratosis, forestomach
minimal
mild
Hyperplasia, squamous, forestomach
minimal
mild
Hyperplasia,squamous,limiting ridge
minimal
mild
Testis
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
mild
Remnant,ultimobranchial body
minimal
Thymus
Number examined
Not remarkable
Trachea
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable

NN O OO M OORRUIMN OO OOO0C00COOORdm AP OO RRRMAED OMD

NN OO0 OO0 OO0 COOO0OC OO COOOCOOOOMM OO0 OO VOO0 OO

NN OO OO0 OO0 QOOOQCO OO HAUOOOOWWHEM OO0 OO COOOOC OO

NN OO G0 O NNOOBR O WWHAKNURWWRON WWWdM (G QORI O®

A M OO O OO0OM® NN\ OO0000COOCOMM OOMOe Mo COOMKHAIM OO0

QO OO OC OO0 QLUOVOO N\ Oo0OOOOOOMI OO0 U DOOO0O ©O

OO OO OO OO0 COO0OOL NN OFRROCOOHNHIIN OO00 00 O000DD OO

R®m RO DAI® M OODOMDM NN ANOWRHAOHDON OONMm MG OOCOKMROIG O

M : Male, F : Female
/ : Not applicable
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Table 10-4 A 28-~day oral toxicity study of 4-Hydroxydiphenyimethane in rats with a recovery period of 2 week

Histopathological findings (After recovery period)

Organs Sex:
Dose(mg/kg):
Findings Number:

DO
-
(34}
[=]

[sxTekes]
-3
ot
o

Liver

Number examined

Not remarkable

Vacuolation,hepatocyte,periportal
minimal
mild

Microgranuloma
minimal

Hypertrophy,hepatocytic,central
minimal

Stomach

Number examined

Not remarkable

Hyperkeratosis, forestomach
minimal

Hyperplasia,squamous, forestomach
minimal
mild

Hyperplasia,squamous, limiting ridge
minimal
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M : Male, F : Female



B-6355

Appendix 1 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual elinical signs (Administration period)

Dose (mg/kg) : O

Day of admipistration

Sex Animal
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14

1001 - - - - - - - - - - - . . -
1002 - - - - - - - - - i} _ - -
1003 - - - - - - - - - - - i} - -
1004 - - - - - - - - - - . - - -
1005 - - - - - - - - - - - - - .
Male 1006 - - - - - - - - - - - - - _
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - -

1101 - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - -
Female 1106 - - - - - - - - - - - - i} )
1107 - - - - - - - - - - - - - }
1108 - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - -
1111 - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - -

- : No abnormality
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Appendix 2 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual clinical signs (Administration period)

Dose (mg/kg) : O

Day of administration

Sex Animal
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28

1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
Male 1006 - - - ~ - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - -

1101 - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - -
Female 1106 - - - - - - - - - - - _ - -
1107 - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - -
1111 - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - -

- : No abnormality
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Appendix 3 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual clinical signs (Administration period)

Dose (mg/kg) : 30

Day of administration

Sex Animal
number 1 2 3 4 5 6 T 8 9 10 11 12 13 14

2001 - - - - - - - - - - - - - -

2002 - - - - - - - - - - - - - -
Male 2003 - - - - - - - - _ i} - - R

2004 - - - - - - - - i} i} - - _ -

2005 - - - - - - - - - B} - - } -

2006 - - - - - - - - - - - - } -

2101 - - - - - - - - - -~ - - - -
2102 - - - - - - - - - - - - - -
Female 2103 - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - _
2106 - - - - - - - - - - - - - -

- : No abnormality
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Appendix 4 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual clinical signs (Administration period)

Dose (mg/kg) : 30

Day of administration

Sex Animal
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28

2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -

© Male 2003 - - - - - - - - - - - - - -

2004 - - - - - - - - - - - - - i}
2005 - - - - - - - - - - - - - -
2008 - - - - - - - _ - - - - - _

2101 - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - -
Female 2103 - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - -

- : No abnormality
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Appendix 5 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual clinical signs (Administration period)

Dose (mg/kg) : 150

Day of administration

Sex Animal
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14

3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
Male 3003 - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -

3101 - - - - - - - - - - - - _ _
3102 - - - - - - - - - - -~ - - -
Female 3103 - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - -~ _
3105 - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - -

- : No abnormality
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Appendix 6 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual clinical signs (Administration period)

Dose (mg/kg) : 150

Day of administration

Sex Animal
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28

3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
Male 3003 - - - - - - - - - - - - - _
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -

3101 - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - -
Female 3103 - - - - - - - - - - - - - _
3104 - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - -

- : No abnormality
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Appendix 7 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual clinical signs (Administration period)

Dose (mg/kg) : 750

Day of administration

Sex Animal
number 1 2 3 4 5 6 7 8 9 10 il 12 13 14

4001 - - - - - - - - - - - - - -
4002 - - - - - - - - A - - - - -
4003 - - - - -
4004 - - - - - - - - - - - - - -
4005 - - - - -

Male 4006 - - - - -
4007 - - - -
4008 - - - - -
4009 - - - - - - - - - - - - - -
4010 - - - - -
4011 - - - - - - - A - - - - - -
4012 - - - - - - - A
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4101 - - - - - A A A - - - -
4102 - - - - - - - - -
4103 - - - - A - - - - - - A
4104 - - - - - - - - - - -
4105 - - - - - - - - - - - -

Female 4106 - - - - - - - - - - - A - -
4107 - - - - - - - A - A
4108 - - - - - - - - - - - -
4109 - - - - - - - - - - - - - -
4110 - - - - A - - - - - - - - -
4111 - - - - - - ~ A - A - - - -
4112 - - - - - - - - - - - - - -

- : No abnormality
A : Salivation
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Appendix 8 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery periocd of 2 weeks
Individual clinical signs (Administration period)

Dose (mg/kg) : 750

Day of administration

Sex Animal
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28

4001 - - A A A - - - - - - -
4002 - - - - - - - - - - - - - -
4003 - - - - - - - - -
4004 - - - - - - - - - - - -
4005 - - - - - - - - -
Male 4006 - - A - - -
4007 - - - - - - - - -
4008 A A - - - - - - -
4009 - - - - - - - - - - - -
4010 - - - A - - - - _
4011 A - - - A - - - - - -
4012 - - - - - - - - - - - - - -
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4101 - - A
4102 - - -
4103 - - -
4104 A -
4105 - - -
Female 4106 - - -
4107 A A -
4108 - - -
4109 - - -
4110 - A -
4111 - - A - - - - - - - - - -
4112 - - - - - - - - - - - - - -
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- : No abnormality
A : Salivation
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Appendix 9 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual clinical signs (Recovery period)

Dose (mg/kg) : 0

Day of recovery

Sex Animal
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14

1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
Male 1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - -

1107 - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - -
Female 1109 - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - -
1111 - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - -

- : No abnormality
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Appendix 10 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual clinical signs (Recovery period)

Dose (mg/kg) : 750

Day of recovery

Sex Animal
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14

4007 - - - - - - - - - - _ - - _
4008 - - - - - - - - - - - - _ -
Male 4009 - - - - - - - - - - - - - -
4010 - - - - - - - - . - - - - -
4011 - - - - - - - - - - - - - -
4012 - - - - -~ - - - - - - - - -

4107 - - - - - - - - - - - - - -
4108 - - - - - - - - - - - - - -
Female 4109 - - - - - - - - - - - - - -
4110 - - - - - - - - - - - - - -
4111 - - - - - - - - - - - - - -
4112 - - - - ~ - - - - - - - - -

~ : No abnormality
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Appendix 11 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 1 of administration period)

Dose (mg/kg) : O

Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Animal o] 0 0 0 o] 0 0 0 ¢] 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 4} 0 0 0 0 0 0 1 1 1 0 0 0 0 Q 0 0 0 4] 1 1 1
1 2 3 4 5 6 T 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 (¢} 0 0 [4] ¢] 0 0 [¢] 0 o] 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 o] 0 0 0 0 0

‘a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 12 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 1 of administration period)

Dose (mg/kg) : 30

Male Female

2 2 2 2 2 2 2 2 2 2 2 2

Animal 0 0 0 [0} 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 Q 0 0 0 0 0 8] 0
1 2 3 4 5 6 1 2 3 4 5 6

Posture a) N N N N N N N N N N N N
Convulsion b) 1] 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 4] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0O: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 13 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 1 of administration period)

Dose (mg/kg) : 150

Male Female
3 3 3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 0 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 6 1 2 3 4 5 8
Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0

Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 14 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 1 of administration period)

Dose (mg/kg) : 750

Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 -1 1 1 1 1 1

Parameter number 0 0 0 (] 0 0 0 0 0 1 1 1 0 0 0 Q 0 0 0 4] 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 4] 0 (o} 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 c 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 15 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 2 of administration period)

Dose (mg/kg) : O

Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0 0 0 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N N N N N N N N N N N N N
Convulsion b) . 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o} 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 186 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 2 of administration period)

Dose (mg/kg) : 30

Male Female

2 2 2 2 2 2 2 2 2 2 2 2

Animal 4] 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0 0 4]
1 2 3 4 5 6 1 2 3 4 5 6

Posture a) N N N N N N N N N N N N
Convulsion b) [¢] 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c¢) [¢] o] 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched )
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 17 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 2 of administration period)

Dose (mg/kg) : 150

Male Female

3 3 3 3 3 3 3 3 3 3 3 3

Animal [ 0 0 0 0 0 1 1 1 1 1 1

Parameter number ¢ 0 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 6 1 2 3 4 5 6

Posture a) N N N N N N N N N N N N
Convulsion b) [¢] 0 0 0 0 0 0 4] 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) O: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 18 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 2 of administration period)

Dose (mg/kg) : 750

Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0 0 0 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0o -0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b} 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 19 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations {(Week 3 of administration period)

Dose (mg/kg) : O

Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 .1 1 1 1 1 1 1 1

: Animal 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0 0 0 0 101 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [¢] 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 ¢} 0 0 0 0 0 0 0 0 0 0 0 0 [y 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) O: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 20 A 28-day oral toxicity study of 4-Hydroxydiphenylimethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 3 of administration period)

Dose (mg/kg) : 30

Male Female
2 2 2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 0 1 1 1 1 1 1
Parameter number 0 0 0 Q0 0 0 0 0 0 0 0 0
: 1 2 3 4 5 6 1 2 3 4 5 6
Posture a} N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 21 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 3 of administration period)

Dose (mg/kg) : 150

Male Female

3 3 3 3 3 3 3 3 3 3 3 3

. Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 6 1 2 3 4 5 6

Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 22 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations {Week 3 of administration period)

Dose (mg/kg) : 750

Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 0 Q 0 o] 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 (¢} 0 0 0 0 0 0 0 1 1 1
1 2 3 4 5 6 7 8 g 0 1 2 1 2 3 4 5 8 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 4} ¢ [¢] 0 0 0 0 0 0 0 0 o 0 0 0 0

&) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) 0: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 23 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 4 of administration period)

Dose (mg/kg) : 0

Male Female

1 1 i 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 0 o] 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 Q 0 4] 0 0 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 5} 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0] 0 0 0 0 0 (4] 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
Abnormal behavior c¢) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4} 0 Q 0 0 [¢] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) O0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
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Appendix 24 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 4 of administration period)

Dose (mg/kg) : 30

Male Female

2 2 2 2 2 2 2 2 2 2 2 2

Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0 0 4}
1 2 3 4 S 6 1 2 3 4 5 6

Posture a) N N N N N N N N N N N N
Convulsion b) [} 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 [§] 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c¢c) 0: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 25 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 4 of administration period)

Dose (mg/kg) : 150

Male Female

3 3 3 3 3 3 3 3 3 3 3 3

Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0 0 [4]
1 2 3 4 5 6 1 2 3 4 5 6

Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 [4] 0 [¢] 0
Abnormal behavior c) 0 0 0 0 0 0 0 o} 0 0 [ 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) O0: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 26 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 4 of administration period)

Dose (mg/kg) : 750

Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 4] 0 4] 0 0 0 0 0 0 1 1 1 0 0 0 Q 0 0 ¢ 0 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0] 1] (4] 0 ] 0 0 0 [} 0 0 4] 0 [¢] 0 0 0
Abnormal behavior c¢) 0 0 0 0 o] 0] (4] 0 ] 4] 0 0 0 0 0 0 0 0 0 (o) 0] 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) O0: None, 1: Minor, 2: Moderate, 3: Severe



B-6356

Appendix 27 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations {Week 1 of recovery period)

Dose (mg/kg) : O

Male Female

1 1 1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 4} 0 0 1 1 1 0 0 0 1 1 1
7 8 9 0 1 2 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 o} Q 0 0
Abnormal behavior c¢) 0 0 0 0 0 0 0 0 0 0 0 o}

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c¢) O0: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 28 A 28-~day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 1 of recovery period)

Dose (mg/kg) : 750

Male Female

4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 1 1 1 0 0 0 1 1 1
7 8 9 0 1 2 7 8 g 0 1 2

Posture a) N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c¢) 0 0 0 0 0 0 0 0 0 Q 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) 0: None, 1: Minor, 2: Moderate, 3: Severe



B-8355

Appendix 29 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 2 of recovery period)

Dose (mg/kg) : O

Male ) Female

1 1 1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 [4] 1 1 1 0 0 0 1 i 1
T 8 9 0 1 2 T 8 9 0 1 2

Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 [4] 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched .
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



B-6355

Appendix 30 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : home cage observations (Week 2 of recovery period)

Dose (mg/kg) : 750

Male Female

4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 1 1 1 0 [¢] ¢ 1 1 1
7 8 9 0 1 2 7 8 9 0 1 2

Posture a) N N N N N N N N N N N N
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0

a) N: Normal, F: Flattened, H: Hunched
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe



Appendix 31
Ind

Dos

ividual detailed clinical signs

e (mg/kg) : O

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

in-the-hand observations (Week 1 of administration period)

B-6355

Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 Q 0 0 0 0 0 (4] 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 Q 0 1 1 1 0 0 0 0 0 0 0 0 0 1 1 1

1 2 3 4 5 8 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2
Ease of removal from cage a) Q 0 0 [4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0 [} 0 0 0 0 0 0 0 4] 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 4] 0 0 0 0 0 0 0 0 0 0 (o} 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 ¢} 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) o] 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 ] 0 o] 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 4} o} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 1] 0 0 0 0
Reactivity to handling m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Normal, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) O0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, 0:

Easy, 1:

Slightly awkward, 2: Difficult,

3: Very difficult



Appendix 32

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 30

in-the-hand observations (Week 1 of administration period)

B-6355

Male Female

2 2 2 2 2 2 2 2 2 2 2 2
Parameter ﬁgégg% 8 8 8 8 8 8 é % é % é é

1 2 3 4 5 6 1 2 3 4 5 6
Ease of removal from cage a) 0 0 0 0 0 0 [ 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0
Skin c¢) o o O o o0 © o 0 o0 O 0 0
Secretions-Eye, Nose d) ] 0 0 [\ 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0
Palpebral closure f) 0 o0 o 0 0 0 0 o0 o o0 o0 o
Mucosal membranes g) 0 0 0 0 0 o 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) o o0 o0 o0 0 0 O 0 o0 o0 o O
Salivation k) 0 0 0 0 1} 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling m) 0 0 0 0 0 0 0 0 0 0 0 0

a) -

b) 0: Normal,
c¢) 0: Normal,
d) 0: Absent,
e) 0: Absent,
f) 0: Normal,
g) 0: Normal,
h) 0: Normal,
i) 0: Absent,

J) -1: Miosis,
k) 0: None, 1:

1) 0: Absent,

m) -1: Atypically docile,

1:
1:

1
1
1:
1:
1
1:

1: Atypically docile, 0: Easy, 1: Some resistance/avoidance,

Slight, unkempt fur, 2: Moderate, 3: Marked

Slight, 2: Moderate, 3: Marked

: Present
: Present
Slightly closed, 2: Half closed, 3: Completely closed
Slight, 2: Moderate, 3: Marked
: Present

Present

0: Normal, 1: Half opened pupil,
Slight, 2: Moderate, 3: Marked
1: Slight, 2: Moderate, 3: Marked
0: Easy, 1: Slightly awkward, 2: Difficult,

2: Mydriasis

2: Difficult, 3: Very difficult

3: Very difficult



Appendix 33

Individual detailed clinical signs :

Dos

e (mg/kg) : 150

in-the-hand observations (Week 1 of administration period)

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

B-8355

Animal
Parameter number

Male

Female

roOOwW
[S1-Y~17]
woow
ROOW
aoow
DOOW
O

NORW

OO = LD

DO

GO

O W

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)
Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection i)

Pupil size j)
Salivation k)

Abnormal respiration 1)

Reactivity to handling m)

O O 0 O O 0O © o 0 O O O O
o O O O O 0O O 0 o o o © ©°
©C O O O O O o O o O o o O
S O O O O o o o O O O o O
o O O O O O 0O 0 00 o O ©
O O O ©C O O 0O O o o O o ©
O O Q0 QO 0 O O 0O o o O O

O O 0O O 0 0 0O 0 0 0 o O ©

©C O O O O © O O O O O O O

O O © O O 0O O O 0 0 o o O

O O O O O O 0O o o o o ©

C O QO O O 0O O O O O o O O

a) - Atypically docile, O:
b) 0

¢} 0: Normal, Slight, 2: M
d) 0: Absent, Present

e) 0: Absent, Present

f) 0:

g) 0: Normal,

h) 0: Normal, Present

i) 0: Absent, Present

j) -1: Miosis, 0: Normal, 1:

Easy, 1: Some resistance/avoidance,

:.Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

oderate, 3: Marked

Slight, 2: Moderate, 3: Marked

Half opened pupil, 2: Mydriasis

k) 0: None, 1l: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, 0:

Easy, 1: Slightly awkward, 2: Difficult,

1:
1:
1:
Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
1:
1:
1:

2: Difficult,

3: Very difficult

3: Very difficult



Appendix 34

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 750

in-the-hand observations (Week 1 of administration period)

B-8355

Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 Q 0 0 0 0 0 o] 1} 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 1} 0 0 0 0 0 [0} 1 1 1 0 0 0 0 0 4} 0 0 0 1 1 1

1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2
Ease of removal from cage a) [¢] 0 0 0 0 0 0 Q 0 o) 0 0 4] 0 (3] 0 0 [¢] 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 0 0 0 0 [4] 0 0 o] 0 0 0 0 Q 0 0 0 o] 0 0
Skin c) [} 0 0 0 0 0 0 0 0 0 0 0 0 0 1} 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 4] 0 1] 0 0 0 1] 0 (1] 0 0 0 0 0 4] 0 0 0 0 (4] 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 ] 4] 0 1] 0
Reactivity to handling m) o] 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 4] 0 0 Q 4] 0 4] 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, : Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Normal, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) O0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate. 3: Marked

m)

-1: Atypically docile,

0: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult



Appendix 35 A 2B8-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : O

in-the-hand observations (Week 2 of administration period)

B-6355

Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1
Animal 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 Q 0 Q 0 0 0 0 0 1 1 1

1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 g 0 1 2
Ease of removal from cage a) 0 0 0 0 0 [0} 0 0 4] 0 0 0 0 o] ¢} 0 0 0 ¢ 0 0 0 0 4]
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0 0 6] 0 (1} 0 0 0 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0 0 [} 0 0 0 [ 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 [¢] 0 0 0 0 0 0 0 (s} o 4] 0 0 0 0 0 0 0 0
Palpebral closure f) 6 o 0 o o o0 O O O O o0 O ¢ ¢ o0 o0 0o ¢ 0 O©0 O©0 O O O
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 ] 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 (4} 0 0 0 0 0 0 0 0 0 0 4] 0 0
Piloerection i) 0 0 [ 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 [} 0 0 .0 0 0 o] 0 0 0 0 0 4] 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 4] 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 [¢] 0 0 0 o} 0 0 ] 0 0 0 0 0 0
Reactivity to handling m) 0 0 0 0 0 0 0 0 0 0 (¢} 0 0 0 0 0 o 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistaﬁce/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur. 2: Moderate, 3: Marked
c¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1l: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Normal, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0O: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate,
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, O:

Easy, 1:

3: Marked

Slightly awkward,

2: Difficult,

3: Very difficult



Appendix 36 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 30

in-the~hand observations (Week 2 of administration period)

B-6355

Male Female

2 2 2 2 2 2 2 2 2 2 2 2

Parameter ﬁgég2% 8 8 8 8 8 8 é % é é é é
1 2 3 4 5 8 1 2 3 4 5 6

Ease of removal from cage a) (] 0 0 0 0 0 0 0 0 0 o 0
Fur condition b) 0 0 0 0 0 0 0 0 0 0 0 0
Skin c¢) o 0 o0 o o0 o0 6o o 0 o0 o0 O
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 [} 0 4] 0 0
" Palpebral closure f) 0 0O 0 0 0 0 0 0 0 4] 0 0
Mucosal membranes g) o o0 0 0 o0 o ¢ 0 0 O 0 o0
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 o] 0 0 0 0 0 0 0 0 Q
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling m) 0 4] 0 0 0 0 0 0 V] 0 0 0

a) -1: Atypically docile, 0: Easy,
b) 0: Normal, 1:

c) 0: Normal, 1:

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1:

g) 0: Normal, 1:

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

J) -1

k) 0: None, 1: Slight, 2: Moderate,

1:

3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, 0: Easy,

1:

Slightly awkward,

Some resistance/avoidance,
Slight, unkempt fur, 2: Moderate, 3: Marked
Slight, 2: Moderate, 3: Marked

Siightly closed, 2: Half closed, 3: Completely closed
Slight, 2: Moderate, 3: Marked

Miosis, O: Normal, 1: Half opened pupil, 2: Mydriasis

2: Difficult,

2: Difficult, 3: Very difficult

3: Very difficult



Appendix 37 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 150

in-the-hand cobservations (Week 2 of administration period)

B-6355

Male Female

o 30305 5 33 1311 o%

Parameter number 0 0 0 0 0 0 0 0 0 0 o 0
1 2 3 4 5 [¢] 1 2 3 4 5 6

Ease of removal from cage a) 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 ‘O 0 0 0 0 0 0 0 0
Skin c) o o0 0 0 o0 o0 o 0 o0 0 0o o0
Secretions-Eye, Nose d) ] 0 0 0 0 0 0 0 Q 0 0 0
Exophthalmos e) 0 0 0 0 o] 0 0 0 4] 0 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 o 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 ]
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 0 ]
Piloerection i) (o} 0 0 0 0 0 0 0 o] 0 0 0
Pupil size j) 4] 0 0 0 0 0 0 0 [¥] 0 0 4]
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 4]
Abnormal respiration 1} 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling m) 4] 4] 0 0 0 0 0 0 V] 0 0 (4]

sed,

a) -1: Atypically docile, 0: Easy,
b) 0: Normal, 1:

c) 0: Normal, 1:

d) 0: Absent, 1: Present

e) 0: Absent, 1l: Present

f) 0: Normal, 1: Slightly clo

g) 0: Normal, 1:

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) ~-1: Miosis, O0: Normal, 1:

k) 0: None, 1: Slight, 2: Moderate,

Half opened pupil,

1:

Half closed, 3: Completely closed
Silight, 2: Moderate, 3: Marked

3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, O:

Easy,

1:

Slightly awkward,

Some resistance/avoidance,
Silight, unkempt fur, 2: Moderate, 3: Marked
Slight, 2: Moderate, 3: Marked

2:

2: Mydriasis

Difficult,

2: Difficult, 3: Very difficult

3: Very difficult



Appendix 38

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 750

in-the-hand observations (Week 2 of administration period)

B-6355

Parameter

=
)
ot
o

Female

Animal
number

OO
NOON
WOOM
BROOWN

GOOR
BROOR
OO

XOOR
OO
QO Osh

RO
Nk O
o Ok
DO O bt
WO
BOR

QIO =

DO
ENITERS
WO
QO
[=I=TENN
[SYSSWEN

DO b s

Ease of removal from cage a)

Fur condition b)
Skin c)

Secretions-Eye,

Exophthalmos e)

Palpebral closure f)
Mucosal membranes g)

Lacrimation h)

Piloerection i)

Pupil size j)

Salivation k)

Abnormal respiration 1)

Reactivity to handling m)

Nose d)

O O O O O O O O 0o o O o ©
OO0 00000 O O 0O O 0 ©
S O O O O O O O O o o O o
©C © O 0O O O O O O o O o o

O O © O 0O O 0O O o O O O O
C O O 0O 0O oo O 0o 0o 0o O o C©
O O H O O 0 O C o 0o o O o

O O = O O O O O O O O O ©
©C O O O 0 O O O 0 0o o o O
QDO OO0 0 O 0 O 0 0 0o ©

©C O M O O O O C O O O o O
S O O O O 0O O o o 0o O o o
OO0 0 0 0 O 0O 0 o 0o o o
OO0 0 Q0 0O 0 0O 0O O O O O
O QOO QO O O O 0 O O O O
O O O 0O O O O O O 0O O O O

OO O O O O O O O O O O O

O O OO0 00 0D 0 O O O
O 0O O C O O O O O o 0o o o
O O 0O O O 0O O O 0 O O O O
©C 0O Q00O 0 O O O O O o
OOOOOOOOOOC;OO
O QO O O O O © O O O o ©

O O O O O O O O O O o o o

a)
b)

1:

O1 OOOCOOCOOO !
It oo o0 1o be ev ma we ee

0:
-1:

Atypically docile, 0: Easy, 1l: Some resistance/avoidance, 2: Difficult, 3: Very difficult

Normal,
Normal,
Absent,
Absent,
Normal,
Normal,
Normal,
Absent,

: Miosis,
None, 1:
Absent,
Atypically docile,

e e e e

0:

Slight, unkempt fur, 2: Moderate,

Slight, 2: Moderate, 3: Marked
Present
Present

Slightly closed, 2: Half closed, 3: Completely closed

Slight, 2: Moderate, 3: Marked
Present
Present

Normal, 1: Half opened pupil,

Slight, 2: Moderate, 3: Marked
1:

Slight, 2: Moderate, 3: Marked

3: Marked

2: Mydriasis

0: Easy, 1: Slightly awkward, 2:

Difficult,

3: Very difficult



Appendix 39

Individual detailed clinical signs

Dose (mg/kg)

0

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

in-the-hand observations (Week 3 of administration period)

B-6355

Animal

Parameter number

Male

Female

HOOM

WOk

WO O
OO

TOOR
BOO M
_NOOR

PDOOR

OOCTH

OO
b ok € ot
13 it O
Bt € ot b
[XT=TT™
WO
O

GO~

OO ot
N O
OO s pt
Yy
ORPR
13 o ot et

B

Ease of removal from cage a)
Fur condition b)
Skin ¢)
Secretions-Eye, Nose d)
Exophthalmos e)
Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection i)

Pupil size j)
Salivation k)

Abnormal respiration 1)

Reactivity to handling m)
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a) -1: Atypically docile,
b) 0: Normal, 1:

¢) 0: Normal, 1: Slight,

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1:

g} 0: Normal, 1: Slight,

h) 0: Normal, 1: Present

i)} 0: Absent, 1: Present

Jj) -1: Miosis, 0: Normal,

k) 0: None, 1: Slight, 2: Moderate,
1) 0: Absent, 1: Slight,

m) -1: Atypically docile,

0: Easy.
Slight, unkempt fur,
2: Moderate,

Some resistance/avoidance,

2: Moderate,

3: Marked

3: Marked

1: Half opened pupil,

3:

2: Moderate,
0: Easy,

Marked
3: Marked

Siightly awkward, 2: Difficult,

3: Marked

2: Mydriasis

: Difficult, 3: Very difficult

Slightly closed, 2: Half closed, 3: Completely closed
2: Moderate,

3: Very difficult



Appendix 40 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 30

in-the-hand cobservations (Week 3 of administration period)

B-6355

Male Female
2 2 2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 Q 0 0 0 0 0 44 0 0

1 2 3 4 5 6 1 2 3 4 5 6
Ease of removal from cage a) ¢ 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 0 0 0 0 Q 0 0 0 0 0 0
Skin c) 0 0 0 0 0 0 0 0 (4] 0 0 0
Secretions-Eye, Nose d) 0 0 4] 0 0 0 0 0 0 0 0 0
Exophthalmos e) Q 0 0 0 0 Q ()] 0 0 0 0 0
Palpebral closure f) 0 o o o o0 0 0 0 0 o0 o 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 4]
Lacrimation h) 0 0 0 0 0 0 0 0 0 0 ) 0
Piloerection i) 0 0 0 i} 0 0 4] 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling m) 0 0 0 0 0 0 0 0 ¢} 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/aveoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Normal, 1: Present
i) 0: Absent, 1: Present

j) -1: Miosis, 6: Normal, 1: Half opened pupil, 2: Mydriasis
k) 0: None, 1: Slight, 2: Moderate,

3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, 0: Easy,

1:

Slightly awkward, 2: Difficult,

3: Very difficult



Appendix 41

Individual detailed clinical signs

Dos

e (mg/kg) : 150

in-the-hand observations (Week 3 of administration period}

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

B-8355

Animal
Parameter number

Male

Female

HOOW
NOOW
wWoow
ROOW

noOow
coow
o

NOMW

QWO MW

SO e

VOH—W

DOMW

Ease of removal from cage a)
Fur condition b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)
Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection i)

Pupil size j)
Salivation k)

Abnormal respiration 1)

Reactivity to handling m)

[N~ 2 = I =2 = B = B - R~ = - I - N - §
o 0 0O O O 0o 0o 0O o 0 o oo o
o O O O ©o o o ‘O c O QO o O
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©C O © O O O O 0o o O o o ©

QO O O O 0O Q QO O O o o O O

OO0 O O O O O O O O o o

SO0 Q0 O O O O O o o o o

O OO0 0 0O O 0 O O O o o ©

©C O O O O O O O O O O O O

a) -1: Atypically docile, 0: Easy., 1: Some resistance/avoidance,

b) 0: Normal, 1: Slight, unkempt fur,
¢) 0: Normal, 1: Slight, 2: M

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1:

g) 0: Normal, 1:

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1:

oderate, 3: Marked

Half opened pupil,

k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight. 2: Moderate, 3: Marked

m) -1: Atypically docile, 0:

Easy, 1: Slightly awkward, 2: Difficult,

2: Moderate, 3: Marked

2: Mydriasis

Slightly closed, 2: Half closed, 3: Completely closed
Slight, 2: Moderate, 3: Marked

2: Difficult, 3: Very difficult

3: Very difficult



Appendix 42 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Ind

Dos

ividual detailed clinical signs

e (mg/kg) : 750

in-the-hand observations (Week 3 of administration period)

B-6355

Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 [4] 0 0 [4] 0 0 0 1] 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0 0 0 0 1 1 1

1 2 3 4 5 6 T 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2
Ease of removal from cage a) 0 0 0 0 Q 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 o] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 (o} 0 0 0 0
Skin c) 0 [} 0 0 0 0 0 0 4] 0 [y} 0 0 0 0 [} 0 0 0 (o} 0 0 0-0
Secretions-Eye, Nose d) 0 4] 0 0 0 0 ¢} 0 4] 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 4]
Exophthalmos e) 0 0 0 o] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o] 0 0
Palpebral closure f) 0 [4] 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 o] 0 0 0 0 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 [4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 0 [¢]
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢]
Salivation k) 1 0 0 0 0 4} 1 1 0 [4] 1 0 0 0 0 1 0 1 1 1 0 0 1 0
Abnormal respiration 1) 0 [} 0 [} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4} 0 0 0 0 0
Reactivity to handling m) 0 0 0 0 0 0 0 o] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Normal, 1: Present
i) 0: Absent, 1: Present
J) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) O0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
m) -1: Atypically docile, O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult



Appendix 43 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Ind

Dos

ividual detailed clinical signs

e (mg/kg) : O

in-the-hand observations (Week 4 of administration period)

B-6355

Male Female

A 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
NI A I T
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 o 1 2
Ease of removal from cage a) 0 0 0 0 0 0 0 0 Q 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0
Fur condition b) 0 4] 0 0 0 (4] 0 0 [4] 0 0 0 (¢} 0 0 0 0 0 Q 0 0 0 0 [
Skin c) 0 0 0 0 0 0 0 0 0 0 0 0 (4} 0 0 0 0 0 0 0 0 0 0 4]
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Exophthalmos e) 0 0 (4} 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 o] 0 0 0 0 0 0
Palpebral closure f) ¢ o0 o o0 0o o0 o 0 o0 0 0 O 6o o o o0 o ©o 0 0 O O O O
Mucosal membranes g) 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 ] 0 0 0 0 0 0 0 o 0 0 0 0 0 0 0 0 0 0 0
Piloerection 1) 0 0 0 0 0 0 0 0 0 0 0 0 o] 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) o ¢ 0o ¢ 0 o0 0 0 0 0 o0 O o o o o o0 O O 0O o o0 o0 ©O
Salivation k) o 0 o0 ¢ 0 6 o 0 0 0 o0 O o o o0 o O O o0 OO O o0 O O
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [V 0 o 0 0
Reactivity to handling m) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [y} 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, : Difficult, 3: Very difficult

b) O:

c¢) 0: Normal, 1: Slight, 2: M
d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1:

g) 0: Normal, 1:

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1:
k) 0: None, 1: Slight, 2: Mod

Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

oderate, 3: Marked

Half opened pupil, 2: Mydriasis
erate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, 0:

Easy, 1: Slightly awkward, 2: Difficult,

Slightly closed, 2: Half closed, 3: Completely closed
Slight, 2: Moderate, 3: Marked

3: Very difficult



Appendix 44

Individual detailed clinical signs

Dose (mg/kg)

30

in-the-hand observations (Week 4 of administration period)

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

B-8355

Animal

Parameter number

Male

Female
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Ease of removal from cage a)
Fur condition b)

Skin ¢)

Secretions-Eye, Nose d)
Exophthalmos e}
Palpebral closure f}
Mucosal membranes g)
Lacrimation h)
Piloerection i)

Pupil size j)
Salivation k)

Abnormal respiration 1)

Reactivity to handling m)
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b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1i: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis
k) O: None, 1: Slight, 2: Moderate, 3: Marked

1) O0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, 0O: Easy.

a) -1: Atypically docile, 0: Easy,

Some resistance/avoidance,

Slightly awkward,

: Difficult,

2: Difficult,

3: Very difficult

3: Very difficult



Appendix 45

Individual detailed clinical signs

Dose (mg/kg) : 150

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

in-the-hand observations (Week 4 of administration period)

B-6355

Animal
Parameter number

Male Female
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Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)
Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection i)

Pupil size j)
Salivation k)

Abnormal respiration 1)

Reactivity to handling m)
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O O O O o 0O 0 0 o O o o ©
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a) -1: Atypically docile, 0: Easy,

b) 0: Normal, 1: Slight, unkempt fur,

2:

c¢) 0: Normal, 1: Slight, 2: Moderate,
d) 0: Absent, 1l: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed,
g) 0: Normal, 1: Slight, 2: Moderate,
h) 0: Normal, 1: Present

0: Absent, 1: Present

—.: Miosis, 6: Normal, 1:

3

0: Absent, 1: Slight, 2: Moderate,

i)
J)
k) 0: None, 1: Slight, 2: Moderate,
1)
m)

-1: Atypically docile, O:

Easy,

Some resistance/avoidance, 2: Difficult,

2: Moderate, 3: Marked
3: Marked

Half closed, 3: Completely closed
3: Marked

Half opened pupil, 2: Mydriasis

: Marked
3: Marked
Slightly awkward, 2: Difficult,

3: Very difficult

3: Very difficult



Appendix 46 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 750

in-the-hand observations (Week 4 of administration period)

B-6355

Animal
Parameter number

Male

Female
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Ease of removal from cage a)
Fur conditiomn b)

Skin c)

Secretions-Eye, Nose d)
Exophthalmos e)
Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection i)

Pupil size j)
Salivation k)’

Abnormal respiration 1)

Reactivity to handling m)
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a) -1: Atypically docile, 0: Easy,

b) 0: Normal, 1:

c) 0: Normal, 1:

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed,
g) 0: Normal, 1:

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) ~-1: Miosis, 0: Normal, 1:

1: Some resistance/avoidance, 2: Difficult,
Slight, unkempt fur, 2: Moderate, 3: Marked
Slight, 2: Moderate, 3: Marked

2: Half closed, 3: Completely closed

Slight, 2: Moderate, 3: Marked

Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate, 3: Marked
1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked
1: Slightly awkward, 2: Difficult, 3: Very difficult

m) -1: Atypically docile, 0: Easy,

3: Very difficult



B-6355

Appendix 47 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual detailed clinical signs : in-the-hand observations (Week 1 of recovery period)

Dose (mg/kg) : O

Male Female

1 1 1 1 1 1 1 1 1 1 1 1
Parameter ﬁgégg% 8 8 8 2 g g é % é % i %

T 8 9 0 1 2 7 8 9 0 1 2
Ease of removal from cage a) 0 0 0 0 0 0 0 ¢ o 0 0 0
Fur condition b) 0 o] 0 0 0 0 0 0 0 0 0 0
Skin c) o 0 0 ¢ 0 O o 0 o o0 0 0
Secretions-Eye, Nose d) 0 0 o 0 0 o 0 0 0 0 0 0
Exophthalmos e) 0 0 0 0 0 0 0 0 0 [ 0 0
Palpebral closure f) 0 0 0 0 0 0 0 0 0 4] 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 0 0 0 0 0 0 0 0o 0 0 0
Piloerection i) ¢ 0 0 0 Y] 0 0 0 0 0 0 0
Pupil size j) ] 0 0 0 0 0 0 0 4] 0 0 0
Salivation k) g 0 0 0 0 0 6 0 0 o0 o0 o
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling m) 4} 0 0 0 0 0 0 0 0 0 0 0

a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked

¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked

h) 0: Normal, 1l: Present

i) 0: Absent, 1: Present

j) -1i: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: S8light, 2: Moderate, 3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) -1: Atypically docile, 0O: Easy, 1: Slightly awkward, 2: Difficult, 3: Very difficult



Appendix 48 A 28-day oral toxicity study of 4-Hydroxydiphenyimethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 750

in-the-hand observations {Week 1 of recovery period)}

B-6355

Male Female
4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 4] 0 1 1 1 1 1 1

Parameter number 0 0 0 1 1 1 0 0 0 1 1 1

7 8 9 0 1 2 7 8 9 0 1 2
Ease of removal from cage a) 0 Q 0 0 0 0 a 0 0 0 0 0
Fur condition b) 0 0 0 [4] 0 0 [4] 0 0 0 0 0
Skin c¢) 0 0 0 0 0 0 0 0 ¢] 0 4] 0
Secretions-Eye, Nose d) 0 0 0 0 0 0 0 0 0 0 4] 0
Exophthalmos e) 0 0 0 [4] 0 [} 0 0 4] 0 0 0
Palpebral closure f) 0 0 [} 0 0 0 0 0 0 0 4] 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 4] 0 0 0 0 0 0 0 ] [} 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 [ 4} 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 0 0 0 0 0 0 0 0 0 0
Reactivity to handling m) 0] 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) O: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
c) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) O0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Normal, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal, 1: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate,

3: Marked

1) 0: Absent, 1: Slight, 2: Moderate. 3: Marked

m) -1: Atypically docile, 0:

Easy,

1:

Slightly awkward, 2: Difficult,

3: Very difficult



Appendix 49

Individual detailed clinical signs

Dose (mg/kg)

- 0

in-the-hand observations

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

(Week 2 of recovery period)

B-6355

Animal

Parameter number

Female

~N OO
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Ease of removal from cage a)
Fur condition b)

Skin c¢)

Secretions-Eye, Nose d)
Exophthalmos e)
Palpebral closure f)
Mucosal membranes g)
Lacrimation h)
Piloerection i)

Pupil size j)
Salivation k}

Abnormal respiration 1)

Reactivity to handling m)
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©C O O O O 0O o O O O O o O

QO O 0O O O O 0O 0o O o o O

S O O O O O O 0O 0 0 o o ©

QO © O 0 O o o 0 0 O O o

S O 0O O O O O O o o O o ©

0O 0O 0O O 0O 0 0 O O O O O O

a) -1: Atypically docile, 0: Easy,
b) 0: Normal, 1: Slight,

¢) 0: Normal, 1: Slight,

d) 0: Absent, 1: Present

e) 0: Absent, 1: Present

f) 0: Normal, 1:

g) 0: Normal, 1: Slight,

h) 0: Normal, 1: Present

i) 0: Absent, 1: Present

j) -1: Miosis, 0: Normal, 1:

k) 0: None, 1: Slight, 2: Moderate,
1) 0: Absent, 1: Slight,

m) -1: Atypically docile, 0: Easy,

unkempt fur,
2: Moderate,

Some resistance/avoidance,

2: Moderate,
3: Marked

3: Marked

Half opened pupil, 2:

3: Marked

2: Moderate,

3: Marked

Slightly awkward, 2:

3: Marked

Mydriasis

Slightly closed, 2: Half closed, 3: Completely closed
2: Moderate,

Difficult,

2: Difficult,

3: Very difficult

3: Very difficult



Appendix 50 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 750

in-the-hand observations (Week 2 of recovery period)

B-6355

Male Female
4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 4] 0 1 1 1 0 [0} 0 1 1 1

7 8 9 4} 1 2 7 8 9 0 1 2
Ease of removal from cage a) [9] 0 0 0 0 0 0 [4] 0 0 0 0
Fur condition b) 0 0 ¢ 0 0 0 0 0 0 0 0 [4]
Skin c¢) 0 0 0 0 0 0 (4} 0 4] 0 0 0
Secretions-Eye, Nose d) 0 0 4] 0 4] 0 0 0 Q 0 0 0
Exophthalmos e) 0 0 [\ 0 0 0 0 0 0 0 ] 0
Palpebral closure f) 0 0 0 0 0 0 0 0 4] 0 0 0
Mucosal membranes g) 0 0 0 0 0 0 0 0 0 0 0 0
Lacrimation h) 0 4} 0 0 0 0 0 0 0 0 0 0
Piloerection i) 0 0 0 0 0 0 0 0 0 0 0 0
Pupil size j) 0 0 0 0 0 0 0 0 0 0 0 0
Salivation k) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal respiration 1) 0 0 Q 0 0 0 0 0 0 0 0 0
Reactivity to handling m) 0 0 0 0 0 0 0 0 0 0 0 0
a) -1: Atypically docile, 0: Easy, 1l: Some resistance/avoidance, 2: Difficult, 3: Very difficult
b) 0: Normal, 1: Slight, unkempt fur, 2: Moderate, 3: Marked
¢) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
d) 0: Absent, 1: Present
e) 0: Absent, 1: Present
f) 0: Normal, 1: Slightly closed, 2: Half closed, 3: Completely closed
g) 0: Normal, 1: Slight, 2: Moderate, 3: Marked
h) 0: Normal, 1: Present
i) 0: Absent, 1: Present
j) -1: Miosis, 0: Normal. 1l: Half opened pupil, 2: Mydriasis

k) 0: None, 1: Slight, 2: Moderate,

3: Marked

1) 0: Absent, 1: Slight, 2: Moderate, 3: Marked

m) ~1: Atypically docile, O:

Easy,

1:

Siightly awkward,

2:

Difficult,

3: Very difficult



Appendix 51

Individual detailed clinical signs

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

: open field observation (Week 1 of administration period)

B-6355

Dose (mg/kg) 0
Male Female
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 ¢ 4] 0 0 0 0 4] 0 0 0 i 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 [o} 0 0 0 0 0 0 4} 1 i 1 0 0 0 ] 0 0 0 0 0 1 1 1

1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 g 1 2
Arousal a) 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4}
Convulsion b) 0 0 0 0 0 0 0 [} 0 0 0 0 0 0 0 0 0 o] 0 0 0 0 0 0
Abnormal behavior c¢) 0 (V] 0 0 ¢ 0 0 4] 0 4] o] 0 [¢] ] 0 0 0 ] 0 0 0 0 0 0
Stereotypy 4) 0 4} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 (1] 0 0 0 0
Gait e) 0 0 4] 0 0 0 0 0 0 0 (] 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 o} 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 9 9 8 4 9 7 7 7 6 5 8 51 5 3 6 11 8 6 5 2 9 6 7 3
Defecation count 0 1 0 0 0 0 0 0 0 i 0 0 0 0 0 0 0 0 0 4] 0 0 0 4]
Urination h) 0 0 0 0 0 0 0 0 [¢] 0 4] 1 0 0 (0] 0 0 0 0 4] 0 0 0 0,
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, Severe
c¢) 0: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe .
e} U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasy ~qlOrouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



Appendix 52

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

Dose (mg/kg) : 30

open field observation (Week 1 of administration period)

B-6355

Male Female

2 2 2 2 2 2 2 2 2 2 2 2

Animal 0 ©0 0 0 0 O 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0 0 0
1 2 3 4 5 6 1 2 3 4 5 6

Arousal a) o o0 ¢ o0 o0 o 0o o0 ¢ 0 o0 ¢
Convulsion b) 0 0 0 0 ] 0 0 0 Q 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 [ 0 Q 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) o o o0 0 0 o 6 o 0 o0 o0 o
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 5 2 7 4 12 3 2 10 5 5 5 5
Defecation count 1 1 [¢] 0 0 0 0 0 0 0 0 0
Urination h) 0 1 0 0 0 1 6 0 ¢ o o0 ¢

a)
b)
c)
d)
e)
f)
g)
h)

-2

COZCOOoOC

Unconscious/semi-conscious, -1:
1:
1:
1:
No/minimal location, O: Normal, 1:

: None,

None,
None,

Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe

Normal, F: Flattened, H: Hunched

None,
None,

1:
1:

Occasional bouts (up to four),

Reduced awareness,

Slight,

2: Moderate,

0: Normal, 1:

Increased alertness,

3: Markedly

2: Numerous bouts (more than four)

Small amount, 2: Moderate amount, 3: Large/excessive amount

2: Markedly alert



Appendix 53 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

: open field observation (Week 1 of administration period)

B-6355

Dose (mg/kg) 150
Male Female
3 3 3 3 3 3 3 3 3 3 3 3
Animal 4] o] Q 0 [4] 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0 0 [}

1 2 3 4 5 6 1 2 3 4 5 6
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 Q 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 4] 0 0 0 0 0 0
Stereotypy d} 0 Q 0 0 ¢} 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 (i} 0 0 0 0 0
Rearing count 6 11 5 4 1 8 5 5 6 7 6 6
Defecation count 0 0 0 0 2 0 0 0 0 4} 0 0
Urination h) 0 0 0 1 1 0 0 1 0 0 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b} 0: None, 1: Minor, 2: Moderate, 3: Severe
c} 0: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate_amount, 3: Large/excessive amount



Appendix 54

A 28-~day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

open field observation (Week 1 of administration period)

B-6355

Dose (mg/kg) 750
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 Q 0 0 0 0 [} 0 Q Y 0 1 1 1 1 1 1 i 1 1 1 1 1

Parameter number 0 0 [¢] 0 0 0 0 (4} 0 1 1 1 0 Q 0 0 0 0 0 0 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c¢) 0 0 0 Q 0 0 0 0 Q 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 V] v} 0 0 0 [} 0 0 0 0 0 0 0 0 0 0 ¢} 0 0
Gait e) 0 0 0 0 0 Q Ob 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N N N ‘ N N
Grooming g) o o o0 o0 ¢ 0 O 0 o o0 o0 O c o0 o o0 o0 o o0 o0 O O o0 o
Rearing count 4 7 3 0 4 1 8 7 3 2 5 4 5 5 3 7 2 4 9 3 5 2 1 T
Defecation count 0 4] 3 0 0 2 0 ] 0 1 0 0 0 0 0 o] [ 0 0 0 ] 0 0 0
Urination h) 0 0 2 2 2 0 0 0 2 0 0 1 0 0 0 0 0 0 0 4] 0 0 0 Q

a)
b)
c)
d)
e)
f)
g)
h)

cCOoOZCoOOCO

Unconscious/semi-conscious, -1:

None,
None,
None,

1:
1:
1:
No/minimal location,

Normai,

None,
None,

1:
1:

Minor, 2: Moderate, 3:
Minor, 2: Moderate, 3:
Minor, 2: Moderate, 3:

0: Normal,
F: Flattened, H: Hunched

Reduced awareness,

Severe
Severe
Severe

1: Slight,

Occasional bouts (up to four),

Small amount, 2: Moderate amount,

0: Normal, 1:

2: Moderate, 3: Markedly

2: Numerous bouts (more than four)

3: Large/excessive amount

Increased alertness,

2: Markedly alert



Appendix 55

Individual detailed clinical signs

Dos

e (mg/kg) : O

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

: open field observation (Week 2 of administration period)}

B-6355

Male Female
1 1 1 1 1 1 1 1 1 1 1 1 i1 1 1 1 1 1 1 1 1 1 1
Animal 0 0 0 ¢} 0 0 0 0 4] 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 Q 0 o] 0 0 0 1 1 1

1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 (o} 0
Abnormal behavior c¢) 0 0 [¢] 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 4} 0 0 0 0 0 0 0 0 0 0 0 0 [
‘Gait e) 0 0 0 0 0 0 0 0 0 0 (4} 0 0 0 0 0 0 o] 0 0 0 0 0 ]
Posture f) N N N N N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0
Rearing count 4 5 6 4 5 2 6 7 2 5 4 1 4 4 3 6 6 4 5 1 11 5 8 5
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 [¢] 0 0 0 0 0 0 0 0 0 0 0 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness., 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c¢) 0: None, 1l: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



Appendix 56

Individual detailed clinical signs

Dose (mg/kg) : 30

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

: open field observation (Week 2 of administration period)

B-6355

Male Female
2 2 2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0 4] 0

1 2 3 4 5 <] 1 2 3 4 5 6
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 ¢ 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 4] 0 0
Gait e) 0 0 0 0 0 0 0 0 0 ¢ 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 o} 0 0 0 0 0 0 0 0 0 0
Rearing count 2 0 2 5 4 2 0 3 6 4 6 4
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 [4] 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) O0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
d) O0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f)} N: Normal, F: Flattened, H: Hunched
g) O: None, 1: Occasiomnal bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



Appendix 57

Individual detailed clinical signs

Dos

e (mg/kg) : 150

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

: open field observation (Week 2 of administration period)

B-6355

Male Female
3 3 3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 0 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 [¢] 0 4] 0
1 2 3 4 5 6 1 2 3 4 5 4]
Arousal a) 0 0 0 0 0 0 0 0 0 [ [ 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 4] 0
Abnormal behavior c¢) 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 4] 0 0 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 O 6 0 0 0 0 0
Rearing count 0 5 3 5 1 5 6 6 8 5 1 5
Defecation count 0 0 0 0 2 0 0 0 0 0 0 0
Urination h) 0 4] 0 0 1 0 0 0 0 0 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) 0: Nonme, 1: Minor, 2: Moderate, 3: Severe
d) 0: Nome, 1: Minor, 2: Moderate, 3: Severe
e} U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f)} N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



Appendix 58

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs : open field observation (Week 2 of administration period)

B-6355

Dose (mg/kg) 750
Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 [¢] 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1
Parameter number 0 ¢} 0 0 0 0 ¢} 0 ¢} 1 1 1 0 0 0 0 0 0 ¢] 0 0 1 1 1
1 2 3 4 5 6 7 8 9 4] 1 2 1 2 3 4 5 6 T 8 9 0 1 2
Arousal a) 0 0 0 0 0 0 0 0 0 [4] 0 0 0 0 0 0 0 0 0 0 0 0 0 [
Convulsion b) 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 ] 0 0 0 o] 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 ¢] 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0 4] ] 0 0 0 [¢] 0 0 0
Gait e) 0 0 [ 0 0 0 0 0 (4} 0 0 0 0 0 [¢] (4} 0 0 o 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N N N N N
Grooming g) 4] o] 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 4] 0 0 0 [¢ 0 0 0
Rearing count 5 6 3 4 2 2 6 2 1 2 3 5 3 4 2 5 2 2 7 0 5 5 3 3
Defecation count 0 0 0 0 0 6 0 4] 1 0 0 4] 0 (4} 0 0 0 0 0 0 (¢} 0 0 0
Urination h) 0 0 0 1 0 1 0 1 1 0 0 0 0 0 0 0 ] 0 0 0 [¢] 0 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) O: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, 0O: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts {(more than four)
h) 0: None, 1: Small amount, 2: Moderate amouni, 3: Large/excessive amount



Appendix 59

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

open field observation (Week 3 of administration period)

B-6355

Dose (mg/kg) 0
Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0 0 0 0 1 1 1
1 2 3 4 5 8 7 8 g 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Arousal a) 6 o 0 O O O 0 0o o 0 0 O o o o o0 0O 66 o0 O o o0 o0 O
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o 0 Q 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) o 0 o0 0 o0 o0 O O O0o 0 0o o ¢ 0o ¢ o ¢ o0 o0 0 0 0 0 O
Gait e) ‘¢ 0 0 o0 0 o o0 O o0 o0 o o 6 0 0 o0 O 0 o0 0 0 0 0 o0
Posture f) N N N N N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0
Rearing count 4 8 9 3 8 3 7 8 5 1 6 4 6 10 8 11 7 10 10 3 12 5 8 9
Defecation count 0 [¢] 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 Q 0 0 0 o 0 0 0
Urination h) 0 0 4 0 1 0 0 0 0 0 0 1 0 0 4] 0 4] 0 0 0 0 0 0 0

a) -2:

b) 0: None, 1: Minor,

c¢) 0: Nome, 1: Minor,

d) 0: None, 1: Minor,

e) U: No/minimal location,
f) N: Normal,

g) 0: None, 1:

h) 0: None, 1:

Unconscious/semi-conscious, -1:

2: Moderate, 3:
2: Moderate, 3:
2: Moderate, 3:
0: Normal,

F: Flattened, H: Hunched
Occasional bouts (up to four),
Small amount, 2: Moderate amount,

S
S
S

1:

Reduced awareness, Increased alertness,
evere
evere
evere

Slight,

0: Normal, 1:
2: Moderate, 3: Markedly

2: Numerous bouts (more than four)
3: Large/excessive amount

2: Markedly alert



Appendix 60

Individual detailed clinical signs

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

. open field observation (Week 3 of administration period)

B-6355

Dose (mg/kg) : 30
Male Female
2 2 2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 0 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 4} 0 0
1 2 3 4 5 6 1 2 3 4 5 [§]
Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy a4) 0 0 0 0 0 0 0 0 0 4] 0 0
Gait e) - 0 0 0 0 0 0 0 o 0 0 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 o 0 0 0
Rearing count 5 1 6 6 3 5 10 7 7 7 7T 12
Defecation count 0 [¢] 0 0 0 0 0 0 0 0 0 o]
Urination h) 0 1 0 0 0 0 0 0 0 0 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



Appendix 61

Individual detailed clinical signs

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

open field observation (Week 3 of administration period) -

B-6355

Dose (mg/kg) 150
Male Female
3 3 3 3 3 3 3 3 3 3 3 3
Animal 0 0 0 0 0 0 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 ] 0 0 0 0 0
1 2 3 4 5 6 1 2 3 4 5 6
Arousal a) 0 0 0 0 0 0 0 0 0 4] 0 0
Convulsion b} 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 )] 0 0 0 0
Stereotypy d) 0 o] 0 0 0 0 0 1] 0 0 0 V]
Gait e) 0 0 0 0 0 0 0 0 o 0 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 3 6 4 5 4 5 10 12 10 6 6 11
Defecation count 0 0 0 0 3 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 [4] 0 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
d) O0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, 0: Normal, Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



Appendix 62

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

open fTield observation (Week 3 of administration period)

B-6355

Dose (mg/kg) 750
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 i 1 1

Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 4] Y o 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 g 0 1 2

Arousal a) 0 0 0 0 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 (4] 0 0 0 0
Convulsion b) Q 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 ) 0 0 ]
Abnormal behavior ¢) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) o 0 o0 o0 o0 o o0 o0 o 0 0 0 6 o o© o o ¢ o0 o0 O 0 0 o0
Gait e) 0 0 0 0 0 0 0 0 0 0 o 0 4] 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N N N N N
Grooming g) 6 o 0 o0 o0 0 ©0 O O 0 0 o0 ¢ o o o0 o O o0 o0 O 0 o0 o
Rearing count 6 3 3 1 1 4 4 5 2 3 4 8 7 4 4 10 [ 3 8 S5 5 9 9 9
Defecation count 0 0 0 2 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0
Urination h) 0 0 0 0 0 0 1 0 1 0 2 0 0 0 0 0 0 o 0 0 0 0 0 0

a) -2: Unconscious/semi-conscious, -1:

b) 0: None, 1: Minor, 2: Moderate, 3: Severe

c) 0: None, 1l: Minor, 2: Moderate, 3: Severe

d) 0: None, 1: Minor, 2: Moderate, 3: Severe

e) U: No/minimal location, 0: Normal, 1: Slight,
f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four), 2:
h) 0: None, 1: Small amount, 2: Moderate amount,

Reduced awareness,

0: Normal, 1:

2: Moderate, 3: Markedly

Numerous bouts (more than four)

3: Large/excessive amount

Increased alertness,

2: Markedly alert



Appendix 63

Individual detailed clinical signs

Dose (mg/kg) : O

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

: open field observation (Week 4 of administration period)

B-6355

Male Female

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Apimal 0 ©0 O O 0 O O O O 0 O©0 O 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 [ 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 [} 0 0 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2

Arousal a) 0 0o O 0 0 0 6 o0 o0 o o0 O o 0 o o0 o0 o0 o0 o O O o0 o
Convulsion b) 0 4} 0 0 (4} 0 0 g 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 Q 0 0 0
Stereotypy 4) o ¢ o0 o0 o0 O O O o o0 o0 o ¢ o o © o o0 o0 o0 0 0 O O
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 (1} 0 0 0 4] 0 0 0 0 0 0 0 [ 0 0 0 0 0 ] 0 0 0
Rearing count 2 6 6 4 8 7 8 8 4 3 6 4 4 6 7 17 8 10 8 8 15 7 10 7
Defecation count o ¢ o o o 0 0 O o0 o0 0 O o o o o0 o0 o0 O©0o 0 O 0O o0 O
Urination h) 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 4]

0: Normal, 1:

2: Moderate amount,

-1: Reduced awareness,
3: Severe
3: Severe
3: Severe
Slight,

a) -2: Unconscious/semi-conscious,

b) 0: None, 1: Minor, 2: Moderate,

c) 0: None, 1: Minor, 2: Moderate,

d) 0: None, 1: Minor, 2: Moderate,

e) U: No/minimal location,

f) N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts (up to four),
h) 0: None, 1: Small amount,

2: Moderate,

0: Normal, 1:

Increased alertness,

3: Markedly

2: Numerous bouts (more than four)
3: Large/excessive amount

2: Markedly alert



Appendix 64

Individual detailed clinical signs : open field observation (Week 4 of administration period)

Dose (mg/kg) : 30

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

B-6355

)

None, 1: Occasional bouts (up to four),

2: Moderate amount,

2: Numerous bouts (more than four)

Male Female
2 2 2 2 2 2 2 2 2 2 2 2
Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 ] 0 0 4} 0 0 0

1 2 3 4 5 6 1 2 3 4 5 6
Arousal a) 0 ] ¢ 0 0 )] 0 ] 0 0 0 0
Convulsion b) 0 0 0 0 0 Q 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 [} 0
Stereotypy d) 0 0 (4} 0 0 4] 0 0 0 0 0 0
Gait e) 0 (i} 0 [} 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 [} 0 0 0
Rearing count 7 0 4 3 8 6 9 6 10 T g 11
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 1 0 0 0 0 0 0 0 0 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
¢) 0: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched

0:
0:

h) None, 1: Small amount,

3: Large/excessive amount



Appendix 65

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs : open field observation (Week 4 of administration period)

Dose (mg/kg) : 150

B-6355

Male Female

3 3 3 3 3 3 3 3 3 3 3 3

Animal (i} 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 0 ¢ 0
1 2 3 4 5 6 1 2 3 4 5 6

Arousal a) 0 0 (4] 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 [ 0 0 0 0 0 0 0 0
Abnormal behavior c¢) 0 0 0o 0 o0 o0 0o 0o o o o0 0
Stereotypy d) 0 0 0 o 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N F N N N N N N N N
Grooming g) o o0 0 o 0 0 0 o 0 0 o0 ©
Rearing count 6 6 5 5 7 5 11 11 8 g 5 13
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 1 0 0 0 0 0 0 0 0

a)
b)
c)
d)
e)
f)
g)
h)

CQOZCcOo0o0o

Unconscious/semi~conscious, -1:
1:
1:
1:
No/minimal location, 0: Normal, 1:

None,
None,
None,

Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe
Minor, 2: Moderate, 3: Severe

Normal, F: Flattened, H: Hunched

None,
None,

1:

Occasional bouts (up to four),

Reduced awareness, 0: Normal, 1:

Slight, 2: Moderate, 3: Markedly

Increased alertness,

2: Numerous bouts (more than four)
1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2: Markedly alert



Appendix 66

Individual detailed clinical signs

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

: open field observation (Week 4 of administration period)

B-6355

Dose (mg/kg) 750
Male Female

4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 0 0 0 0 0 0 (4] 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 0 4] 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0 0 0 0 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 T 8 9 0 1 2

Arousal a) 0 (i} 0 0 (] 0 0 0 0 Y] 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 (1} 0 0 0 0 0 0 0 0 0 0 0 0 0 g 0 0 0 0 0 0
Stereotypy d) o o o 0 O ©0 0o O o0 0 o0 O 6o o o0 o0 O O O O O 0o o0 o
Gait e) o o o o o0 o0 o0 O O 0 o0 O o o o0 0O O O O0 O 0o O o0 O
Posture f) N N N N N N N N N N N N N N N N N N N N N N N N
Grooming g) 0 0 [} 0 0 0 0 0 0 0 0 [ 0 0 0 0 0 0 0 0 0 0 0 ]
Rearing count 5 2 4 1 5 [ 5 5 1 3 4 6 7 6 5 S 8 6 8 1 4 10 10 7
Defecation count 0 0 0 0 Y [ 0 0 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 1 2 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0

0: Normal, 1:

-1: Reduced awaremness,

3: Severe
3: Severe
3: Severe

Slight,

a) -2: Unconscious/semi-conscious,

b) 0: None, 1: Minor, 2: Moderate,

¢} 0: None, 1: Minor, 2: Moderate,

d) 0: None, 1: Minor, 2: Moderate,

e) U: No/minimal location,

f} N: Normal, F: Flattened, H: Hunched

g) 0: None, 1: Occasional bouts {(up to four),
h) O0: None, 1: Small amount,

2: Moderate amount,

2: Moderate,

0: Normal, 1:

Increased alertness,

3: Markedly

2: Numerous bouts (more than four)
3: Large/excessive amount

2: Markedly alert



Appendix 67

Individual detailed clinical signs

Dose (mg/kg) : 0

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

open field observation (Week 1 of recovery period)

B-6355

Male Female

1 1 1 1 1 1 1 1 1 1 1 1

Animal 0 O 0 O O O 1 i1 1 1 1

Parameter number 0 0 0 1 1 1 0 0 4] 1 1 1
7 8 9 0 1 2 7 8 9 0 1 2

Arousal a) 0 0 0 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c¢) 0o 0 0 o0 o0 O o o0 o0 o o O
Stereotypy d) o 0 0 0 0 0 6 0 0o o0 0 0
Gait e) o 0 o o0 o 0 o 0 0 ¢ o0 o
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 8 6 6 4 8 4 T 7T 13 7 8 T
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 1 0 0 0 4] 0 0

a) -2: Unconscious/semi-~consc

None, 1: Occasional bouts (up to four),

ious, -1: Reduced awareness, 0: Normal, 1: Increased alertness,

rate, 3: Severe
rate, 3: Severe
rate, 3: Severe
Normal, 1: Slight,

2: Moderate amount,

b) O0: None, 1: Minor, 2: Mode

¢) 0: None, 1: Minor, 2: Mode

d) 0: None, 1: Minor, 2: Mode

e) U: No/minimal location, O:

f) N: Normal, F: Flattened, H: Hunched
g) O:

h) 0: None, 1: Small amount,

2: Moderate, 3: Markedly

3: Large/excessive amount

2: Numerous bouts (more than four)

2: Markedly alert



Appendix 68

Individual detailed clinical signs

Dos

e (mg/kg) : 750

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

open field observation (Week 1 of recovery period)

B-6355

Male Female
4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 1 1 1 1 1 1
Parameter number 0 0 0 1 1 1 0 0 0 1 1 1
7 8 9 0 1 2 7 8 9 0 1 2
Arousal a) 0 0 (4} 0 0 0 0 0 0 0 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 1] 0
Abnormal behavior c¢) 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy 4) 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 0 0 0 0 0 4] [¢] 0 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 ¢ 0 0 0
Rearing count 7 7 1 4 7 9 12 9 8 8 11 8
Defecation count 0 0 2 0 1 0 0 0 0 0 0 0
Urination h) 0 0 1 1 0 0 0 0 0 0 (¢} 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertness, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c} O0: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, O0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



Appendix 69

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual detailed clinical signs

: open field observation (Week 2 of recovery period)

B-6355

Dose (mg/kg) : O
Male Female

1 1 1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 1 1 1 0 (] 0 1 1 1
7 8 9 0 1 2 T 8 9 0 1 2

Arousal a) 0 0 0 0 0 0 0 0 0 o] 0 0
Convulsion b) 0 0 0 0 0 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 (] 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 0 0 0 0
Gait e) 0 0 ¢} 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 4 0
Rearing count 7 [ 6 4 7 4 9 5 11 7 13 8
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 0 0 0 0 0 0 0 0 0 0 0

a)
b)
c)
d)
e)
f)
g)
h)

-2:

COZOOOO

Unconscious/semi-conscious, -1:

: None,

None,
None,

1:
1:
1:

Minor, 2: Moderate, 3:
Minor, 2: Moderate, 3:
Minor, 2: Moderate, 3:

No/minimal location, 0: Normal,
Normal,

None,

1:

F: Flattened, H: Hunched

Occasional bouts {(up to four),

S
S
S

1:

Reduced awareness,

evere
evere
evere
Slight,

2: Moderate,

0: Normal, 1:

Increased alertness,

3: Markedly

2: Numerous bouts (more than four)

None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount

2: Markedly alert



Appendix 70

Individual detailed clinical signs

Dose (mg/kg) : 750

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

: open field observation (Week 2 of recovery period)

B-6355

Male Female
4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 0 0 0 0 0 1 1 1 1 1 1
Parameter number 0 0 0 1 1 1 0 0 0 1 1 1
7 8 9 0 1 2 7 8 9 0 1 2
Arousal a) 0 0 0 0 0 0 0 0 0 (o} 0 0
Convulsion b) 0 0 0 0 ¢} 0 0 0 0 0 0 0
Abnormal behavior c) 0 0 0 0 0 0 0 0 0 0 0 0
Stereotypy d) 0 0 0 0 0 0 0 0 (¢} 0 0 0
Gait e) 0 0 0 0 0 0 0 0 0 0 0 0
Posture f) N N N N N N N N N N N N
Grooming g) 0 0 0 0 0 0 0 0 0 0 0 0
Rearing count 7 5 0 4 7 7 10 8 9 T 11 6
Defecation count 0 0 0 0 0 0 0 0 0 0 0 0
Urination h) 0 2 0 0 0 0 0 0 0 0 0 0
a) -2: Unconscious/semi-conscious, -1: Reduced awareness, 0: Normal, 1: Increased alertmess, 2: Markedly alert
b) 0: None, 1: Minor, 2: Moderate, 3: Severe
c) 0: None, 1: Minor, 2: Moderate, 3: Severe
d) 0: None, 1: Minor, 2: Moderate, 3: Severe
e) U: No/minimal location, 0: Normal, 1: Slight, 2: Moderate, 3: Markedly
f) N: Normal, F: Flattened, H: Hunched
g) 0: None, 1: Occasional bouts (up to four), 2: Numerous bouts (more than four)
h) 0: None, 1: Small amount, 2: Moderate amount, 3: Large/excessive amount



' Appendix 71

Individual manipulative test (Week 4 of administration period)

Dose (mg/kg) : O

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

B-6355

Male Female

1 1 1 i 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

Animal 0 0 0 0 0 0 0 0 (4] 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1

Parameter number 0 ¢ 0. 0 0 0 4] 0 0 1 1 1 0 0 0 0 Q 0 0 0 0 1 1 1

1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 i 2

Auditory response a) 0 0 ] 0 0 0 0 0 [} 0 [4] 0 0 0 0 0 0 0 ] 0 0 0 0 0

Approach response b) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 o] 0 0 0 0

Touch response c¢) 1] 0 0 0 0 4] 0 ) 0 0 0 0 0 0 ¢ 0 0 o] 0 4] 0 0 (o] 0

Tail pinch response d) 4] [¢] 0 0 0 0 0 V] 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0

Pupillary reflex e) P P P P P P P P P P P P P P P P P P P P P P P P
Aerial righting reflex

(Total score) 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Landing foot splay (mm) 81 65 96 98 73 59 59 TI 71 58 55 61 86 40 54 72 41 68 39 47 40 55 96 58

a) -2: None, -1: Weak, 0: Normal,

b) -1: No reaction/ignores, 0: Normal,

1: Exaggerate

1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
1:
e) P: Pass, both, F: Failed, neither,

d) -2: None, -1: Weak, O: Normal,

Exaggerate
L: Left pupil responds,

R: Right pupil responds



Appendix 72

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual manipulative test (Week 4 of administration period)

Dose (mg/kg) : 30

Male Female

2 2 2 2 2 2 2 2 2 2 2 2

Animal 0 0 0 0 4] 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 o] 0 0 ¢] 0 0 0

1 2 3 4 5 6 1 2 3 4 5 6

Auditory response a) 0 0 0 (1} 0 0 0 0 ¢ 0 0 0

Approach response b) 0 0 0 4] 0 0 0 ] 0 Q 0 0

Touch response c) 0 0 0 0 0 [} 0 0 0 4] 0 0

Tail pinch response d) 0 0 0 0 0 0 0 0 0 0 0 0

Pupillary reflex e) P P P p P P P P P PP P
Aerial righting reflex

(Total score) 0 0 0 0 0 o] 0 Q 0 0 0 0

Landing foot splay (mm) 58 80 61 54 56 63 59 80 55 62 54 56

a) -2: None, -1: Weak,

0: Normal, 1: Exaggerate

b) ~-1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
c) -1: No reaction/ignores, 0: Normal, 1: Abmnormality fearful/aggressive reaction

d) -2: None, -1: Weak,

0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds



B-6355

Appendix 73 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual manipulative test (Week 4 of administration period)

Dose (mg/kg) : 150

Male Female

3 3 3 3 3 3 3 3 3 3 3 3

Animal 0 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 0 0 0 0 0 0 0 0 ] o 0

1 2 3 4 5 6 1 2 3 4 5 6

Auditory response a) 0 Q 0 4] 0 0 0 0 0 0 0 0

Approach response b) 0 0 0 0 0 Q 0 0 0 (¢} 0 0

Touch response c) 0 0 0 0 0 0 0 ¢} 0 Q 0 0

Tail pinch response 4) 0 0 o] 0 0 4] 0 0 [ 0 0 0

Pupillary reflex e) P P P P P P P P P P P P
Aerial righting reflex

(Total score) 0 0 4] 0 0 0 0 0 0 0 0 [4]

Landing foot splay (mm) 59 53 60 71 71 87 56 48 26 58 48 55

a) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

c) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds



Appendix 74

Individual manipulative test {(Week 4 of administration period)

Dose (mg/kg) : 750

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

B-6355

Male Female
4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Animal 0 4] 0 0 0 0 0 0 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1
Parameter number 0 0 0 0 0 0 0 0 0 1 1 1 0 0 0 0 0 0 0 o [¢] 1 1 1
1 2 3 4 5 6 7 8 9 0 1 2 1 2 3 4 5 6 7 8 9 0 1 2
Auditory response a) 0 0 0 (i} 0 0 0 0 4} 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0
Approach response b) 0 0 0 0 0 0 0 0 0 0 0 0 0 o] 0 0 v 0 0 0 0 0 0 0
Touch response c) 0 0 0 0 0 0 0 ] Q 0 Q 0 0 0 0 0 0 0 o] 0 0 0 0 0
Tail pinch response d) 0 0 0 0 0 0 4] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0
Pupillary reflex e) P P P P P P P P P P P P P P | 4 P P P P P P P P P
Aerial righting reflex
(Total score) 0 0 0 0 0 0 0 0 0 0 0 [ 0 0 0 0 o] 0 0 0 0 0 0 0
Landing foot splay (mm) 59 63 38 53 55 75 77 64 63 83 67 48 66 49 50 49 37 55 37 32 32 51 47 57
a) -2: Nome, -1: Weak, 0: Normal, 1l: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
c) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction
d) -2: None, -1: Weak, 0: Normal,
e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds

1:

Exaggerate



B-6355

Appendix 75 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual manipulative test (Week 2 of recovery period)

Dbse (mg/kg) : O

Male Female

1 1 1 1 1 1 1 1 1 1 1 i

Animal ¢ 0 0 0 0 0 1 1 1 1 1 1

Parameter number 0 o} 0 1 1 1 0 4] 0 1 1 1

7 8 9 0 1 2 7 8 9 0 1 2

Auditory response a) 0 0 (4} 0 0 0 0 0 0 0 0 0

Approach response b) 0 0 0 0 o 0 0 0 Q 0 0 0

Touch response c) 0 0 0 0 [4] 0 0 ] o] 0 0 0

Tail pinch response d) 0 0] ¢} 0 0 0 0 0 [} 0 0 0

Pupillary reflex e) P P P P P P P P P P P P
Aerial righting reflex

(Total score) 0 0 0 0 0 0 0 0 0 0 4] 0

Landing foot splay (mm) 79 64 102 71 100 90 59 52 60 67 102 68

a) -2: None, -1: Weak, 0: Normal, 1l: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

c) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d} -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds



B-6355

Appendix 76 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual manipulative test (Week 2 of recovery period)

Dose (mg/kg) : 750

Male Female

4 4 4 4 4 4 4 4 4 4 4 4

Animal 0 0 0 0 ] 0 1 1 1 1 1 1

Parameter number 0 0 0 1 1 1 0 0 0 1 1 1

7 8 9 0 1 2 7 8 9 0 1 2

Auditory response a) 0 [} 0 (4} 0 0 0 0 0 0 0 0

Approach response b) 0 4] 0 4] 0 0 0 0 4] 4] Q 0

Touch response c) 0 0 0 0 0 0 0 0 4] 0 0 0

Tail pinch response d} 0 0 0 0 0 0 0 0 0 0 0 0

Pupillary reflex e) P P P P P P P P P P P P
Aerial righting reflex

(Total score) 0 0 0 0 0 0 0 0 0 0 0 0

Landing foot splay (mm) 91 87 112 102 106 84 35 66 73 67 69 82

a) ~-2: None, -1: Weak, 0: Normal, 1: Exaggerate

b) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

¢) -1: No reaction/ignores, 0: Normal, 1: Abnormality fearful/aggressive reaction

d) -2: None, -1: Weak, 0: Normal, 1: Exaggerate

e) P: Pass, both, F: Failed, neither, L: Left pupil responds, R: Right pupil responds



B-6355

Appendix 77 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual grip strength (Week 4 of administration period)

Dose (mg/kg) : O

Sex Animal Fore 1limb Hind limb
number g g
1001 986 391
1002 1071 545
1003 972 327
1004 1043 640
1005 1005 520
Male 1006 1009 511
1007 1367 333
1008 970 448
1009 1081 472
1010 739 620
1011 539 439
1012 928 429
Mean 976 473
S.D. 197 100
1101 910 158
1102 842 303
1103 815 331
1104 1006 376
1105 744 434
Female 1106 929 442
1107 786 420
1108 563 148
1109 522 312
1110 778 352
1111 696 308
1112 839 304
Mean 786 324

S.D. 142 95




Appendix 78

A 28-day oral toxicity study of 4-Hydroxydiphenyimethane in rats with a recovery period of 2 weeks

Individual grip strength (Week 4 of administration period)

Dose (mg/keg)

B-6355

Sex Animal Fore 1limb Hind limb
number g g
2001 1000 4486
2002 793 369
Male 2003 668 333
2004 831 595
2005 577 432
2006 7186 398
Mean 764 429
S.D. 147 91
2101 976 272
2102 833 261
Female 2103 921 377
2104 826 326
2105 615 341
2106 733 245
Mean 817 304
S.D. 130 52




Appendix 79

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual grip strength (Week 4 of administration period)

B-6355

Dose (mg/kg) 150

Sex Animal Fore 1limb Hind 1imb
number g g

3001 896 557

3002 592 360

Male 3003 1010 544
3004 908 375

3005 1044 677

3006 942 439

Mean 899 492

S.D. 161 123

3101 853 330

3102 769 228

Female 3103 764 445
’ 3104 796 354
3105 683 313

3106 735 307

Mean 767 330

S.D. 57 71




B-6355

Appendix 80 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual grip strength (Week 4 of administration periocd)

Dose (mg/kg) : 750

Sex Animal Fore 1limb Hind limb
number g g
4001 762 418
4002 909 372
4003 611 648
4004 971 479
4005 886 450
Male 4006 981 353
4007 988 448
4008 1124 308
4009 1479 376
4010 1264 324
4011 872 460
4012 712 463
Mean 963 425
S.D. 239 91
4101 938 493
4102 1087 393
4103 849 211
4104 846 309
4105 926 284
Female 4106 592 301
4107 832 393
4108 1018 541
4109 554 370
4110 816 320
4111 842 311
4112 686 399
Mean . 831 360
S.D. 156 92

D : Dead



B-6355

Appendix 81 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual grip strength (Week 2 of recovery period)

Dose (mg/kg) : O

Sex Animal Fore 1limb Hind 1imb
number g g
1007 1353 442
1008 1134 690
Male 1009 1859 783
1010 1059 733
1011 1322 510
1012 1185 570
Mean 1319 621
S.D. 287 135
1107 649 435
1108 577 263
Female 1109 768 383
1110 817 460
1111 688 569
1112 1107 409
Mean : 768 420

S.D. 187 100




B-8355

Appendix 82 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual grip strength (Week 2 of recovery period)

Dose (mg/kg) : 750

Sex Animal Fore limb Hind 1limb
number g g
4007 1249 465
4008 1333 358
Male 4009 1582 619
4010 1471 544
4011 1315 603
4012 965 477
Mean 1319 511
S.D. 211 98
4107 995 342
4108 970 412
Female 4109 783 307
4110 943 299
4111 1183 508
4112 918 443
Mean 965 385
S.D. 130 83

D : Dead



Appendix 83

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual motor activity (Week 4 of administration period)

Dose (mg/kg) : O

B-6355

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
1001 442 390 434 347 347 303 2263
1002 378 353 283 287 240 213 1754
1003 397 351 348 368 322 241 2027
1004 385 392 285 317 161 83 1623
1005 412 365 314 232 219 263 1805

Male 1006 411 330 334 411 268 201 1955
1007 411 322 296 353 328 76 1786
1008 413 376 340 354 303 349 2135
1009 415 389 300 275 352 351 2082
1010 285 285 245 254 203 146 1418
1011 434 301 173 184 440 120 1652
1012 325 287 164 86 18 34 914
Mean 392 345 293 289 267 198 1785
S.D. 45 40 74 91 110 108 365
1101 293 321 244 267 198 217 1540
1102 414 343 316 212 298 192 1775
1103 499 359 359 294 320 317 2148
1104 365 271 345 409 209 97 1696
1105 389 279 333 200 324 230 1755

Female 1106 407 165 295 136 23 213 1239
1107 373 367 299 233 289 123 1684
1108 435 283 129 283 160 0 1290
1109 376 322 234 68 177 195 1372
1110 286 287 307 173 111 266 1430
1111 366 317 422 294 343 284 2026
1112 405 286 145 1 1 159 997
Mean 384 300 286 214 204 191 1579
S.D. 58 53 85 110 116 87 333

Unit : Count



B-6355

Appendix 84 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual motor activity (Week 4 of administration period)

Dose (mg/kg) : 30

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50~60 Total(0-60)
2001 321 278 225 113 275 166 1378
2002 334 313 296 276 207 356 1782

Male 2003 403 368 370 260 305 267 1973
2004 313 302 261 281 185 271 1613
2005 380 272 268 336 366 273 1895
2006 418 319 273 83 34 15 1122
Mean 362 309 282 222 229 225 1627
S.D. 45 35 49 108 116 119 326
2101 348 232 179 304 142 136 1341
2102 370 285 252 168 107 27 1209

Female 2103 410 302 235 83 303 232 1565
2104 370 294 148 233 63 27 1135
2105 3869 346 95 183 325 115 1433
2106 430 291 21 8 305 74 1129
Mean 383 292 155 163 208 102 1302
S.D. 31 37 87 105 116 78 176

Unit : Count



B-6355

Appendix 85 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual motor activity (Week 4 of administration period)

Dose (mg/kg) : 150

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
3001 345 236 188 310 216 95 13920
3002 427 314 363 116 224 363 1807

Male 3003 312 258 287 242 256 108 1483
3004 372 293 338 191 293 183 1670
3005 377 290 272 272 126 219 1556
3006 302 258 291 325 316 2 1494
Mean 356 275 290 243 239 162 1563
S.D. 46 29 61 79 67 124 152
3101 354 237 219 181 262 193 1446
3102 280 252 223 71 237 268 1329

Feniale 3103 374 371 233 202 8 71 1257
3104 347 357 364 373 265 410 2116
3105 422 319 313 292 262 261 1889
3108 313 264 187 88 29 160 1021
Mean 348 300 253 201 177 227 1506
S.D. 49 57 72 117 124 115 409

Unit : Count



Appendix 86

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual motor activity (Week 4 of administration period)

Dose {(mg/kg) : 750

B-6355

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
4001 329 257 170 179 248 164 1347
4002 325 335 221 289 145 102 1417
4003 328 214 184 178 395 125 1424
4004 395 345 254 290 69 270 1623
4005 268 109 300 241 193 8% 1196

Male 4006 335 163 125 241 201 244 1309
4007 376 320 122 241 191 40 1290
4008 371 420 326 339 223 39 1718
4009 374 381 346 362 301 327 2091
4010 333 314 353 319 213 58 1590
4011 382 391 353 300 279 378 2083
4012 374 326 285 232 299 28 1614
Mean 349 298 253 268 230 161 1559
S.D. 36 94 87 59 84 116 292
4101 283 320 261 264 267 257 1652
4102 326 249 277 258 303 86 1499
4103 294 275 317 127 293 231 1537
4104 242 286 243 197 202 193 1363
4105 359 260 299 127 259 217 1521

Female 4106 431 131 269 236 178 264 1499
4107 233 285 193 262 133 209 1315
4108 214 204 187 199 325 207 1316
4109 138 238 187 151 235 206 1155
4110 400 345 258 259 93 143 1498
4111 361 333 235 321 204 249 1703
4112 379 347 287 165 11 57 12486
Mean 305 273 249 214 209 192 1442
S.D. 87 63 47 62 93 65 164

Unit : Count



B-6355

Appendix 87 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual motor activity (Week 2 of recovery period)

Dose (mg/kg) : O

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
1007 343 334 246 196 233 81 1433
1008 447 421 362 382 239 248 2099

Male 1009 416 323 396 289 376 375 2175
1010 382 347 282 218 264 253 1744
1011 407 312 286 229 291 383 1908
1012 382 310 318 179 9 11 1209
Mean 396 341 315 249 235 225 1761
S.D. 36 41 56 75 122 152 379
1107 352 355 236 234 343 333 1853
1108 369 308 280 87 268 264 1576

Female 1109 351 287 186 228 ' 289 8 1350
1110 322 334 305 290 287 195 1733
1111 290 205 196 230 220 189 1330
1112 427 388 269 192 320 411 2007
Mean 352 313 245 210 288 233 1642
S.D. 46 64 48 68 43 139 273

Unit : Count



B-6355

Appendix 88 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual motor activity (Week 2 of recovery period)

Dose (mg/kg) : 750

Interval (minutes)

Sex Animal
number 0-10 10-20 20-30 30-40 40-50 50-60 Total{(0-60)
4007 390 384 250 189 67 26 1306
4008 367 363 189 90 9 23 1041

Male 4009 462 389 284 279 191 35 1640
4010 420 406 321 270 176 88 1681
4011 422 340 342 347 296 270 2017
4012 367 305 245 271 211 170 1569
Mean 405 365 272 241 1658 102 1542
S.D. 37 37 56 89 104 100 335
4107 385 292 242 206 241 303 1669
4108 360 295 207 316 288 281 1747

Female 4109 378 255° 164 73 269 194 1333
4110 410 345 357 391 180 19 1702
4111 310 242 256 203 206 160 1377
4112 379 248 309 120 181 122 1359
Mean 370 280 256 218 228 180 1531
S.D. 34 39 69 119 46 105 194

Unit : Count



Appendix 89

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual body weight (Administration period)

Dose (mg/kg)

0

B-6355

Day of administration

Sex Animal Gain
number 1 4 7 10 14 17 21 24 28 1-28
1001 218 249 276 308 341 367 391 406 428 210
1002 210 239 270 300 334 356 382 399 421 211
1003 220 248 279 301 326 348 375 392 416 196
1004 214 241 278 302 338 366 397 414 438 224
1005 205 230 262 287 318 342 367 385 405 200
Male 1006 205 236 268 293 327 348 374 383 405 200
1007 200 230 252 274 302 319 342 352 375 175
1008 202 230 258 284 316 338 364 386 407 205
1009 213 243 279 309 348 371 403 4186 450 237
1010 214 238 264 283 328 356 383 411 431 217
1011 200 225 249 274 296 320 331 352 368 168
1012 215 235 262 288 322 345 375 385 401 186
Mean 210 237 266 293 325 348 374 390 412 202
S.D. 7 7 10 12 15 17 21 21 24 20
1101 167 179 188 197 211 222 235 236 245 78
1102 147 156 159 161 171 186 197 210 213 66
1103 156 183 175 186 203 213 229 227 238 82
1104 145 151 153 164 176 185 195 206 214 69
1105 156 170 175 195 209 225 246 247 257 101
Female 1106 149 155 160 164 175 184 193 204 214 65
1107 147 152 156 167 176 190 197 201 204 57
1108 153 160 167 169 176 186 192 200 205 52
1109 159 164 177 185 199 210 220 224 230 71
1110 149 163 176 190 204 223 230 238 250 101
1111 160 171 179 187 200 207 214 224 226 66
1112 151 156 171 187 199 210 225 227 236 85
Mean 153 162 170 179 192 203 214 220 228 T4
S.D. 7 8 11 13 15 16 19 16 18 16
Unit g



Appendix 90

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual body weight (Administration period)

B-8355

Dose (mg/kg) 30
Day of administration
Sex Animal Gain
number 1 4 7 10 14 17 21 24 28 1-28
2001 205 227 255 281 317 345 374 388 414 209
2002 207 233 262 290 327 354 381 399 426 219
Male 2003 215 237 270 298 333 359 388 395 423 208
2004 211 243 270 296 320 340 364 383 402 191
2005 206 237 264 288 319 341 362 374 393 187
2008 201 224 254 280 312 340 361 371 397 196
Mean 208 234 263 289 321 347 372 385 409 202
S.D. 5 T T 7 8 8 11 11 14 12
2101 144 160 169 175 184 196 207 215 218 T4
2102 167 179 189 198 212 218 224 236 244 77
Female 2103 145 153 169 178 187 189 201 203 208 63
2104 149 157 163 173 185 185 195 2086 211 62
2105 150 156 165 166 176 192 203 207 216 66
2106 154 162 164 177 192 192 209 215 219 65
Mean 152 161 170 178 189 196 207 214 219 68
S.D. 8 9 10 11 12 12 10 12 13 6
Unit g



Appendix 91

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual body weight (Administration period)

Dose (mg/kg)

150

B-6355

Day of administration

Sex Animal Gain
number 1 4 7 10 14 17 21 24 28 1-28
3001 211 238 270 299 331 360 388 408 432 221
3002 205 229 251 280 305 326 348 362 383 178
Male 3003 203 225 256 277 305 327 349 367 380 177
3004 211 238 267 296 325 344 373 398 406 195
3005 217 239 269 291 319 339 369 382 402 185
3006 208 238 260 277 299 312 339 357 380 172
Mean 209 235 262 287 314 335 361 379 397 188
S.D. 5 [ 8 10 13 17 19 21 21 18
3101 157 169 1738 176 186 191 204 207 210 53
3102 154 156 163 161 165 166 175 177 189 35
Female 3103 148 152 151 166 169 173 180 181 190 42
3104 164 168 183 192 203 208 216 215 227 63
3105 148 158 171 186 200 211 219 225 235 87
3106 141 144 150 152 155 165 173 180 190 49
Mean 152 158 165 172 180 186 195 198 207 55
S.D. 8 10 13 15 20 21 21 21 20 18
Unit g



Appendix 92

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual body weight (Administration period)

B-8355

Dose (mg/kg) 750
Day of .administration
Sex Animal Gain
number 1 4 T 10 14 17 21 24 28 1-28
4001 217 229 250 275 306 333 355 369 391 174
4002 212 231 257 277 305 318 326 336 349 137
4003 203 227 254 282 307 332 345 3569 367 164
4004 214 235 254 274 298 317 329 345 362 148
4005 201 217 239 267 283 297 307 320 328 127
Male 4006 204 222 244 271 299 322 343 359 375 171
4007 218 242 271 3086 335 352 369 384 402 184
4008 212 236 264 284 291 312 316 329 337 125
4009 219 230 273 301 332 359 384 400 418 199
4010 209 231 255 279 302 313 328 341 352 143
4011 203 217 246 280 302 330 359 379 398 195
4012 210 225 246 268 287 303 314 322 340 130
Mean 210 229 254 280 304 324 340 354 368 158
S.D. 6 7 11 12 16 18 24 26 29 27
4101 162 171 188 196 217 229 240 253 258 96
4102 151 157 171 182 192 196 210 215 227 76
4103 140 141 140 145 151 154 159 159 159 19
4104 153 161 163 168 182 193 198 205 217 64
4105 161 172 187 196 210 218 228 233 231 70
Female 4106 144 148 154 165 177 185 200 205 195 51
4107 142 148 151 167 176 182 189 193 197 55
4108 159 174 183 193 209 216 227 236 242 83
4109 141 152 158 167 177 186 191 202 206 65
4110 145 136 150 164 177 185 191 197 207 62
4111 154 164 176 194 205 217 231 237 243 89
4112 157 167 172 177 189 185 200 212 217 60
Mean 151 158 166 176 189 196 205 212 217 66
S.D. 8 13 16 16 19 21 23 25 27 20
Unit g



Appendix 93

A 28-~day oral toxicity study of 4-Hydroxydiphenyimethane in rats with a recovery period of 2 weeks

Individual body weight (Recovery period)

Dose (mg/kg)

0

B-8355

Day of recovery

Sex Animal Gain
number 1 3 7 10 14 1-14
1007 380 389 399 403 428 48
1008 416 417 430 445 464 48
Male 1009 453 487 482 504 526 73
1010 435 455 479 499 514 79
1011 380 384 408 416 425 45
1012 403 419 442 462 473 70
Mean 411 422 440 455 472 61
S.D. 29 34 35 42 42 15
1107 215 211 223 229 236 21
1108 207 209 213 216 215 8
Female 1109 232 236 244 241 252 20
1110 254 259 268 268 275 21
1111 229 236 241 252 256 27
1112 235 236 242 244 245 10
Mean 229 231 239 242 247 18
S.D. 16 19 19 18 20 7
Unit g



Appendix 94

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual body weight (Recovery period)

Dose {(mg/kg)

750

B-6355

Day of recovery

Sex Animal Gain
number 1 3 7 10 14 1-14
4007 408 413 430 445 465 57
4008 343 345 367 378 398 55
Male 4009 421 436 464 484 518 97
4010 354 359 375 391 407 53
4011 401 411 438 463 477 76
4012 344 349 365 383 401 57
Mean 379 386 407 424 444 66
S.D. 35 39 43 46 50 17
4107 195 199 205 205 209 14
4108 243 250 259 262 270 27
Female 4109 208 212 212 212 2186 8
4110 207 205 209 219 222 15
4111 248 251 261 267 284 36
4112 220 223 233 233 232 12
Mean 220 223 230 233 239 19
S.D. 21 23 25 26 31 11
Unit g



Appendix 95

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual food consumption (Administration period)

Dose (mg/kg)

B-6355

Day of administration

Sex Animal
numbeyr 1 4 7 10 14 17 21 24 28
1001 23 25 28 27 29 29 28 26 28
1002 26 25 28 27 29 27 29 26 27
1003 26 27 30 29 28 28 28 27 28
1004 23 24 28 26 29 30 31 28 31
1005 24 24 28 27 28 29 29 26 28
Male 1006 24 25 27 27 28 29 27 25 27
1007 22 25 25 27 26 26 286 24 26
1008 23 24 26 26 27 27 28 27 28
1009 22 24 27 28 29 28 30 27 30
1010 22 22 24 24 27 29 28 29 29
1011 22 26 25 26 26 27 26 25 26
1012 24 25 26 26 28 28 31 28 29
Mean 23 25 27 27 28 28 28 27 28
S.D. 1 1 2 1 1 1 2 1 2
1101 20 18 19 18 19 18 19 17 18
1102 18 16 15 14 15 17 16 16 15
1103 19 17 19 18 19 18 20 18 19
1104 17 15 15 17 16 16 16 16 17
1105 18 18 18 19 19 20 21 19 19
Female 1106 15 16 14 15 16 16 16 15 16
1107 17 16 17 18 17 17 17 16 16
1108 17 16 17 186 16 17 16 15 16
1109 16 17 19 17 19 17 19 18 19
1110 17 18 19 18 19 20 19 18 19
1111 18 18 17 16 17 17 18 18 18
1112 17 15 17 16 19 20 20 18 19
Mean 17 17 17 17 18 18 18 17 i8
S.D. 1 1 2 1 2 1 2 1 2
Unit g/rat/day



Appendix 96

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual food consumption (Administration period)

Dose (mg/kg)

B-6355

Day of administration

Sex Animal
number 1 4 7 10 14 17 21 24 28
2001 21 23 25 25 28 28 29 26 28
2002 23 23 25 26 28 30 30 29 31
Male 2003 26 25 28 29 31 30 30 27 28
2004 22 26 28 28 28 26 29 27 28
2005 22 25 27 27 28 27 26 24 25
2006 22 22 26 26 28 30 30 26 29
Mean 23 24 27 27 29 29 29 27 28
S.D. 2 2 1 1 1 2 2 2 2
2101 16 16 16 15 16 17 17 18 16
2102 19 19 19 18 18 18 18 17 18
Female 2103 15 16 18 17 17 16 17 15 17
2104 16 17 17 17 20 18 19 19 17
2105 15 15 16 14 15 17 16 14 16
2106 17 16 17 17 18 17 19 16 17
Mean 16 17 17 16 17 17 18 16 17
S.D. 2 1 1 2 2 1 1 2 1
Unit g/rat/day



Appendix 97

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual food consumption (Administration period)

Dose (mg/kg)

B-6355

Day of administration

Sex Animal
number 1 4 7 10 14 17 21 24 28
3001 23 23 25 26 26 27 28 27 29
3002 23 24 26 27 28 27 28 26 28
Male 3003 24 22 26 24 26 26 27 25 25
3004 24 24 28 27 29 29 31 29 28
3005 24 23 27 27 27 27 28 26 26
3006 21 24 25 24 25 22 25 25 26
Mean 23 23 26 26 27 26 28 28 27
S.D. 1 1 1 1 1 2 2 2 2
3101 16 19 17 18 18 18 19 18 18
3102 17 15 16 14 14 14 15 14 15
Female 3103 18 18 16 18 18 18 18 15 17
3104 18 16 21 17 18 17 17 i6 19
3105 17 16 19 17 19 19 19 17 18
3106 13 13 14 12 13 14 14 12 15
Mean 17 16 17 16 16 16 17 15 17
S.D. 2 2 2 2 2 2 2 2 2
Unit : g/rat/day



Appendix 98

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual food consumption (Administration period)

Dose (mg/kg)

B-6355

Day of administration

Sex Animal
number 1 4 7 10 14 17 21 24 28
4001 23 20 24 26 27 28 29 28 29
4002 23 20 24 26 26 24 24 25 23
4003 22 20 25 27 28 33 32 31 35
4004 25 23 27 27 29 29 28 27 30
4005 22 19 26 27 27 25 24 22 24
Male 4006 20 19 22 25 27 27 26 27 27
4007 25 25 29 31 32 29 29 29 30
4008 23 24 27 28 20 25 23 23 24
4009 24 18 28 27 30 29 30 26 28
4010 26 23 29 28 28 26 28 28 27
4011 24 17 25 26 26 27 28 30 27
4012 25 20 25 27 27 26 25 24 25
Mean 24 21 26 27 27 27 27 27 27
S.D. 2 2 2 2 3 2 3 3 3
4101 18 17 20 22 21 23 24 21 22
4102 18 14 18 17 18 16 18 15 19
4103 18 12 13 14 10 15 15 14 13
4104 17 15 17 17 17 19 18 16 20
4105 17 186 19 19 20 19 19 18 19
Female 4106 14 14 15 16 17 15 18 17 14
4107 15 14 17 18 17 16 18 15 16
4108 18 16 19 18 20 18 19 18 18
4109 15 14 16 17 17 16 19 17 18
4110 14 5 18 17 17 16 16 16 18
4111 18 15 17 19 21 21 22 20 19
4112 20 17 18 17 17 16 18 17 19
Mean 17 14 17 18 18 18 19 17 18
S.D. 2 3 2 2 3 3 2 2 3
Unit g/rat/day



B~-6365

Appendix 99 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual food consumption (Recovery period)

Dose (mg/kg) : O

Day of recovery

Sex Animal
number 3 7 10 14
1007 25 26 24 26
1008 26 28 25 27

Male 1009 30 31 30 29
1010 30 29 28 29
1011 27 28 23 27
1012 31 32 32 30
Mean 28 29 27 28
S.D. 2 2 4 2
1107 16 20 19 19
1108 15 15 14 15

Female 1109 19 19 17 18
1110 19 20 17 19
1111 19 18 18 19
1112 17 18 17 18
Mean 18 18 17 18
S.D. 2 2 2 2

Unit : g/rat/day



B-6355

Appendix 100 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual food consumption {(Recovery period)

Dose (mg/kg) : 750

Day of recovery

Sex Animal
number 3 7 10 14
4007 30 30 30 31
4008 23 26 24 25

Male 4009 31 34 31 35
4010 28 29 27 29
4011 32 31 32 29
4012 26 27 24 27
Mean 28 30 28 29
S.D. 3 3 4 3
4107 15 17 16 17
4108 23 22 18 21

Female 4109 22 20 17 18
4110 18 18 17 18
4111 23 23 20 24
4112 18 20 17 19
Mean 20 20 18 20
S.D. 3 2 1 3

Unit : g/rat/day



Appendix 101

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual urinalysis (Week 4 of administration period)

Dose (mg/kg) : O

Sex Animal

number

he)
=~

1)
Pro-
tein

2)
Ketone
body

3)

Glu-
cose

4)
Occult
blood

5)
Bili-
rubin

7)
Color

6)
Urobi-
linogen

1601
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1010
1011
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1101
1102
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1104
1105
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1111
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Female
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<10 mg/dL
: <5 mg/dL
: <30 mg/dL
: <0.03 mg/dL
: <0.5 mg/dL
<2.0 mg/dL

Light yeilow

4 -
+ -
+ -

: Yellow

10 - 25 mg/dL +
5 - 7.5 mg/dL +
30 - 60 mg/dL +
0.03 - 0.05 mg/dL +
0.5 - 1.5 mg/dL ++
2.0 - 3.5 mg/dL ++

DY :

26 - 85

mg/dL
7.6 -~ 30 mg/dL
61 - 125 mg/dL
0.06 - 0.15 mg/dL ++
1.6 ~ 5.0 mg/dL +++
3.6 - 7.0 mg/dL  +++
Dark yellow

86 - 250 mg/dL

31 - 70 mg/dL

126 -~ 250 mg/dL
0.16 - 0.75 mg/dL
5.1 - 10.0 mg/dL
7.1 - 12.0 mg/dL

4+
+++
+4++
4+
o
+ A

251 -

71 - 125 mg/dL

251 -
>0.75
>10.0
>12.0

4ttt >600 mg/dL
>125 mg/dL

>750 mg/dL

600 mg/dL

-
750 mg/dL LR
mg/dL
mg/dL
mg/dL



B-6355

Appendix 102 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual urinalysis (Week 4 of administration period)

Dose (mg/kg) : 0

URINE SEDIMENT

CRYSTALLIZATION

Sex Animal
number RBC WBC SEC SREC Cast PS co
1001 - ~ e - - e -
1002 - - +— - - - -
1003 - - s - - - -
1004 - - + - - - -
1005 - - - - - - -

Male 1006 - - - - - - -
1007 - - - - - - -
1008 - - +- - - - -
1009 - - +- - - - -
1010 - - +- - - - -
1011 - - +- - - - -
1012 - - - ~ - - -
1101 - - +- - - - -
1102 - - +- - - - -
1103 - - +- - - - -
1104 - - +- - - - -
1105 - - +- - - o -

Female 1106 - - +- - - - +-
1107 - - += - - 4= -
1108 - +- += - - +- -
1109 - - +- - - - -
1110 - - += - - - -
1111 - - += - - - -
1112 - - - - - - -

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithelial Cell +- : Slight

PS : Phosphate Salts + : Mild

co : Calcium Oxalate ++ : Moderate

+++ : Severe



Appendix 103

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual water intake and urinalysis (Week 4 of administration period)

Dose (mg/kg) : O

B-6355

Water Urine Osmolality

Sex Animal intake volume
number mL/24h mL/24h mOsm/kg
1001 33 9.3 2138
1002 24 8.2 2290
1003 58 10.0 2234
1004 47 15.0 1640
1005 35 8.9 24586
Male 1006 29 6.9 1938
1007 28 7.1 2196
1008 42 14.8 1538
1009 29 10.8 2096
1010 44 22.0 1260
1011 33 9.5 2334
1012 37 7.3 2110
Mean 37 10.8 2019
S.D. 10 4.4 360
1101 31 7.2 2398
1102 32 5.0 2764
1103 51 5.9 1728
1104 31 3.1 2472
1105 30 6.9 2012
Female 1106 26 3.8 1862
1107 30 4.8 2124
1108 26 8.2 1780
1109 21 3.0 2688
1110 33 10.0 1750
1111 41 8.4 1742
1112 36 9.5 1654
Mean 32 6.3 2081
S.D. 8 2.4 401




B-6355

Appendix 104 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual urinalysis (Week 4 of administration period)

Dose (mg/kg) : 30

1) 2) 3) 4) 5) 6) 7)

Sex Animal pH Pro- Ketone Glu- Occult Bili- Urobi-~ Color

number tein body cose blood rubin linogen

2001 8.5 - - - - - +- Y

2002 8.5 4+~ - - - - +- Y
Male 2003 8.5 - - - - - +- Y

2004 8.5 + + - - - + Y

2005 8.5 + + - - += Y

2006 8.5 - - - - +- Y

2101 8.5 - - - - - +- Y

2102 9.0 - +- - - - +- Y
Female 2103 7.5 - +- - +- - - Y

2104 8.5 - - - - +- Y

2105 8.5 - - - - +- Y

2106 9.0 +- +- - - - - Y
1) - @ <10 mg/dL +~ ¢ 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ++++ ; >600 mg/dL
2) - : <5 mg/dL +- 5 - 7.5 mg/dL + ¢ 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 - 125 mg/dL +++44 : >125 mg/dL
3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ 1 251 - 750 mg/dL ++++ : >750 mg/dL
4) - : <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dL. ++ ; 1.6 ~ 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

+
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



B-8355

Appendix 105 A 28-day oral toxicity study of 4-Hydroxydiphenyimethane in rats with a recovery period of 2 weeks
Individual urinalysis (Week 4 of administration period)

Dose (mg/kg) : 30

URINE SEDIMENT

CRYSTALLIZATION

Sex Animal
number RBC WBC SEC SREC Cast PS Cco
2001 - +- +- - - - -
2002 - - +- - - - -

Male 2003 - - += - - - -
2004 - - += - - - -
2005 - - += - - - -
2006 - - +- - - ~ -
2101 - - +- - - - -
2102 ~ o+ +- - - - -

Female 2103 - - += - - - -
2104 - - = - - - -
2105 - ' - + - - - - -
2106 - - +- - - +- -

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithelial Cell +- : Slight

PS : Phosphate Salts + : Mild

co : Calcium Oxalate ++ : Moderate

+++ [ Severe



Appendix 106

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual water intake and urinalysis (Week 4 of administration pericd)

Dose (mg/kg) : 30

B-6355

Water Urine Osmolality
Sex Animal intake volume
number mL/24h mL/24h mOsm/kg
2001 29 14.4 1884
2002 45 16.5 1424
Male 2003 45 12.5 1906
2004 25 7.5 2480
2005 32 8.0 2270
2006 35 13.5 2064
Mean 35 12.1 2005
S.D. 8 3.6 364
2101 46 11.5 1590
2102 34 5.9 2786
Female 2103 20 4.0 3078
2104 25 6.6 2072
2105 24 5.6 2100
2106 25 5.1 2330
Mean 29 6.5 2326
S.D. 10 2.6 536




Appendix 107

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual urinalysis (Week 4 of administration period)

Dose (mg/kg) 150
1) 2) 3) 4) 5) 6) 7)

Sex Animal pH Pro- Ketone Glu-~ Qccult Bili- Urobi- Color

number tein body cose blood rubin linogen

3001 8.5 +- +- - - - - Y

3002 9.0 + *- - - - +- Y
Male 3003 9.0 * +- - - - +- Y

3004 7.5 +- - - - - +- Y

3005 8.5 + +- - - - +- Y

3006 8.5 +- + - - - +- Y

3101 6.5 +- 4 - - - - Y

3102 8.0 - - - - - = Y
Female 3103 6.5 - - - - - +- Y

3104 9.0 +- +- - - - +- Y

3105 7.0 - - - - - - Y

3106 8.0 +- 4 - - - + Y
1) - <10 mg/dL +- 10 - 25 mg/dL + 26 - 85 mg/dL 4+ 86 - 250 mg/dL R 251 - 600 mg/dL ot >600 mg/dL
2) - : <5 mg/dL +- 15 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ [ >125 mg/dL
3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ 1 251 - 750 mg/dL  ++++ : >750 mg/dL
4) - <0.03 mg/dL e 0.03 -~ 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - <0.5 mg/dL + 0.5 - 1.5 mg/dL ++ 1.6 - 5.0 mg/dL +++ 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- : <2.0 mg/dL +: 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL  ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



B-6355

Appendix 108 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual urinalysis (Week 4 of administration period)

Dose (mg/kg) : 150

URINE SEDIMENT

CRYSTALLIZATION

Sex Animal
number RBC WBC SEC SREC Cast PS Co
3001 - - +- - - - -
3002 - - +- - - - -

Male 3003 - - += - - - -
3004 - - + - - - -
3005 - - o - - _ -
3006 - - +- - - - -
3101 - - +- - - - -
3102 - - = - - e -

Female 3103 - - +- - - - -
3104 - - - - - - -
3105 - - . - _ - -
3106 - - +- - - - -

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithelial Cell +- ¢ Slight

PS : Phosphate Salts + ¢ Mild

co : Calcium Oxalate ++ : Moderate

+++ : Severe



Appendix 109

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual water intake and urinalysis (Week 4 of administration period)

Dose (mg/kg) : 150

B-8355

Water Urine Osmolality
Sex Animal intake volume
number mL/24h mL/24h mOsm/kg
3001 42 15.8 1318
3002 36 9.4 2100
Male 3003 35 10.9 1882
3004 60 17.8 1400
3005 37 13.3 1968
3006 36 11.4 1584
Mean 41 13.1 1709
S.D. 10 3.2 321
3101 43 2.7 2258
3102 39 8.6 1708
Female 3103 28 1.5 ‘3222
3104 20 2.5 2038
3105 31 8.2 1768
3106 25 3.6 2270
Mean 31 4.5 2211
S.D. 9 3.1 549




Appendix 110

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual urinalysis (Week 4 of administration period)

Dose (mg/kg)

750

Animal
number

Sex

he]
j=-]

1)
Pro-
tein

2)
Ketone
body

Glu-
cose

3) 4)
Occult

blood

5)
Bili-
rubin

6)
Urobi-
linogen

Color

4001
4002
4003
4004
4005
40086
4007
4008
4009
4010
4011
4012

Male

O> 0o 000~ 00RO ®
oo oocouu

4101
4102
4103
4104
4105
4106
4107
4108
4109
4110
4111
4112

Female

OO NI NEIIAID

cCoonocuUouuraruta

-
|
HHERHRERE R R R R kR R R i kg kel -

1) -
2) -

<10 mg/dL
<5 mg/dL
<30 mg/dL
<0.03 mg/dL
<0.5 mg/dL
<2.0 mg/dL

4) -
5) -
6)
7)

Light yellow

.
o
-
-

: Yellow

10 - 25 mg/dL +
5 - 7.5 mg/dL +
30 - 60 mg/dL +
0.03 - 0.05 mg/dL +
0.5 - 1.5 mg/dL =++
2.0 - 3.5 mg/dL

+ 4

DY

26 - 85 mg/dL

7.6 - 30 mg/dL

61 ~ 125 mg/dL

0.06 - 0.15 mg/dL

1.6 - 5.0 mg/dL  +
: 3.6 - 7.0 mg/dL +
: Dark yellow

+4
+4
++
+4+
+4+
++

86 - 250 mg/dL

31 - 70 mg/dL

126 - 250 mg/dL
0.16 - 0.75 mg/dL
5.1 - 10.0 mg/dL
7.1 - 12.0 mg/dL

44+
+ 4
444+
4+
PR
+4++

251 -

71 - 125 mg/dL

251 -
>0.75
>10.0
>12.0

++++
t++ 4
++t

>600 mg/dL
>125 mg/dL
>750 mg/dL

600 mg/dL

750 mg/dL
mg/dL
mg/dL
mg/dL



B-6355

Appendix 111 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual ufinalysis (Week 4 of administration period)

Dose (mg/kg) : 750

URINE SEDIMENT

- CRYSTALLIZATION

Sex Animal
number RBC WBC SEC SREC Cast PS Co
4001 - - +- - - - -
4002 - - +- - - - -
4003 - - +- - - 4= -
4004 - - +- - - - -
4005 - - - - - - -

Male 4006 - - - - - +- -
4007 - - += - - - -
4008 - - +- - - o -
4009 - - + - - - - -
4010 - - +- - - - -
4011 - - +- .- - - -
4012 - - T - - - -
4101 - - - - - - -
4102 - - +- - - - -
4103 - - +- - - - -
4104 ~ - +- - - - -
4105 - - +- - - - -

Female 4106 - - +- - - - -
4107 - - +- - - . -
4108 - - +- - - += -
4109 - - +- - - ' = -
4110 - - +- - - += -
4111 - - - - - - -
4112 - - = - - - -

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithelial Cell +- : Slight

PS : Phosphate Salts + ¢ Mild

co : Calcium Oxalate ++ : Moderate

+++ : Severe



Appendix 112

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual water intake and urinalysis (Week 4 of administration period)

Dose (mg/kg) : 750

B-6355

Water Urine Osmolality

Sex Animal intake volume
number mL/24h mL/24h mOsm/kg
4001 59 24.5 1108
4002 42 17.6 1056
4003 48 10.5 1366
4004 50 20.9 1134
4005 72 14.2 1344
Male 4006 47 15.8 1564
4007 61 17.3 1414
4008 87 11.5 886
4009 70 25.1 238
4010 40 8.9 1648
4011 72 27.1 1004
4012 60 25.2 1258
Mean 57 18.2 1227
S.D. 11 6.3 245
4101 57 20.7 1224
4102 31 12.3 1200
4103 27 11.1 1202
4104 39 8.0 948
4105 38 9.3 1198
Female 4106 51 22.7 884
4107 44 10.8 980
4108 49 23.5 868
4109 35 10.8 1588
4110 29 5.4 1662
4111 47 7.8 1380
41312 43 10.0 1548
Mean 41 12.7 1224
S.D. 9 6.1 275




Appendix 113

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual urinalysis (Week 2 of recovery period)

Dose (mg/kg) : O

. 1) 2) 3) 4) 5) 6) )

Sex Animal pH Pro- Ketone Glu-  Occult Bili- Urobi- Color

number tein body cose blood rubin linogen

1007 8.5 + += - - - +- Y

1008 9.0 + - - - - +- Y
Male 1009 9.0 + +- - - - +- Y

1010 8.5 +- - - - - +- Y

1011 8.5 + - - - - +- Y

1012 8.5 + + - - - +- Y

1107 9.0 - - - - - +- Y

1108 7.5 - - - - - - Y
Female 1109 7.5 +- +- - - - +- Y

1110 8.5 - - - - +- Y

1111 9.0 - - - - - Y

1112 8.5 +- - - - - +- Y
1) - : <10 mg/dL +- 1 10 ~ 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL  ++++ : >600 mg/dL
2) ~ 1 <5 mg/dL +- 1 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 T1 - 125 mg/dL ++++ 1 >125 mg/dL
3) - : <30 mg/dL +- 30 - 60 mg/dL + 61 - 125 mg/dL ++ 126 - 250 mg/dL 4 251 - 750 mg/dL LR R >750 mg/dL
4) - : <0.03 mg/dL +- 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - : <0.5 mg/dL + 1 0.5~ 1.5mg/dL ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ 7.1 ~ 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



B-6355

Appendix 114 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual urinalysis (Week 2 of recovery period)

Dose (mg/kg) : O

URINE SEDIMENT

CRYSTALLIZATION

Sex Animal
number RBC WBC SEC SREC Cast PS Cca
1007 - - +- - - - -
1008 - - +- - - - -

Male 1009 - - += - - - -
1010 - - +- - - - -
1011 - - +- - - - -
1012 - - +- - - += -
1107 - - +- - - - -
1108 - - +- - - - -

Female 1109 - - +- - - - -
1110 - - +- - - - -
1111 - - + - - - -
1112 - - +- - - - -

SEC : Squamous Epithelial Cell - : Negative

SREC : Small Round Epithelial Cell +- 1 Slight

PS : Phosphate Salts + : Mild

Co : Calcium Oxalate ++ : Moderate

+++ : Severe



Appendix 115

Individual water intake and urinalysis (Week 2 of recovery period)

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Dose (mg/kg) : O

B-6355

Water Urine Osmolality
Sex Animal intake volume
number nl/24h mL/24h nOsm/kg
1007 31 5.9 2338
1008 38 12.0 1808
Male 1009 31 9.3 2398
1010 43 20.8 1504
1011 48 9.6 2408
1012 35 11.0 2066
Mean 38 11.4 2087
S.D. 7 5.0 369
1107 27 8.7 1732
1108 20 3.9 2562
Female 1109 21 2.7 3358
1110 26 9.8 2524
1111 31 9.5 1800
1112 41 6.2 2328
Mean 28 6.5 2384
S.D. 8 2.9 595




B-6355

Appendix 1186 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual urinalysis (Week 2 of recovery period)

Dose (mg/kg) : 750

1) 2) 3) 4) 5) 6) 7)

Sex Animal pH Pro- Ketone Glu~ Occult Bili- Urobi- Color

number tein body cose blood rubin linogen

4007 8.0 + + - -~ - +- Y

4008 8.5 + +- - - - +- Y
Male 4009 8.5 + +- - - - - Y

4010 8.5 + + - - - + Y

4011 8.5 +- + - - - - += Y

4012 8.5 + + - - - - Y

4107 8.5 +- - - - - +- Y

4108 8.5 +- +- - - - - Y
Female 4109 8.5 +- - - - - - Y

4110 9.0 += - - - +- Y

4111 8.5 - - - - - - Y

4112 8.5 +- +— - - - = Y
1) - : <10 mg/dL +- 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 261 - 600 mg/dL  ++++ @ >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ 1 >125 mg/dL
3) ~ 1 <30 mg/dL +- 1 30 - 60 mg/dL + 1 61 - 125 mg/dL ++ :; 128 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ : >750 mg/dL
4) - : <0.03 mg/dL +~ 3 0.03 -~ 0.05 mg/dL. + : 0.06 - 0.15 mg/dL ++ : 0.16 ~ 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

+
6) +- : <2.0 mg/dL + 1 2.0 -~ 3.5 mg/dLL ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



Appendix 117

Individual urinalysis (Week 2 of recovery period)

Dose (mg/kg)

: 750

A 28-day oral toxicity study of 4—Hydroxydipheny1methane in rats with a recovery period of 2 weeks

B-6355

Sex

URINE SEDIMENT

Animal
number RBC WBC

SREC

Cast

CRYSTALLIZATION

PS

co

Male

4007 - -
4008 - -
4009 - -
4010 - -
4011 - -
4012 - -

Female

4107 - -
4108 - -
4109 - -
4110 - -
4111 - -
4112 - -

SEC
SREC
PS
co

: Squamous Epithelial Cell

: Small Round Epithelial Cell
: Phosphate Salts

: Calcium Oxalate

+++

: Negative
: Slight

¢ Mild

¢ Moderate
: Severe



Appendix 118

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual water intake and urinalysis (Week 2 of recovery period)

Dose (mg/kg) : 750

B-6355

Water Urine Osmolality
Sex Animal intake volume
number mL/24h mL/24h mOsm/kg
4007 41 9.2 2324
4008 32 6.9 2462
Male 4009 46 9.6 1758
4010 34 6.0 2428
4011 50 18.0 1372
4012 37 7.7 2004
Mean 40 9.6 2058
S.D. 7 4.3 432
4107 21 4.7 2044
4108 29 7.5 1934
Female 4109 23 4.2 2250
4110 24 4.6 2762
4111 34 7.6 1894
4112 29 3.8 2880
Mean 27 5.4 2294
S.D. 5 1.7 428




B-6355

Appendix 119 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : O

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Animal
number X10%/ 1L g/dL % fL re g/dL % X107/ uL s s mg/dL
1001 792 15.4 42.7 53.9 19.5 36.1 1.7 117.4 11.1 13.0 316
1002 853 16.4 44 .5 52.2 19.2 36.9 1.8 109.1 14.7 24.4 310
Male 1003 788 16.4 45.5 57.8 20.8 36.0 2.4 101.8 15.4 19.9 363
1004 846 16.1 44.3 52.3 19.1 36.5 2.0 121.4 16.6 23.6 330
1005 844 16.4 45.3 53.7 19.4 36.2 1.5 135.8 17.6 22.0 257
1006 806 16.9 46.0 57.1 20.9 36.7 1.8 120.1 19.6 28.3 330
Mean 822 16.3 44 .7 54.5 19.8 36.4 1.9 117.86 15.8 21.9 318
S.D. 29 0.5 1.2 2.4 0.8 0.4 0.3 11.6 2.9 5.2 35
1101 819 16.2 43.3 52.9 19.8 37.5 0.9 137.9 10.8 14.0 220
1102 762 14.7 39.7 52.1 19.3 37.0 1.8 127.1 11.9 16.4 222
Female 1103 781 " 15.4 40.9 52.4 19.6 37.5 1.3 121.7 11.8 16.7 231
1104 792 15.4 41.3 52.1 19.5 37.3 1.2 151.5 11.1 14.7 231
1105 757 14.9 40.5 53.5 19.7 36.9 1.4 118.7 11.2 13.2 228
1106 843 16.9 45.6 54.1 20.1 37.1 2.1 149.6 12.4 18.7 226
Mean 792 15.6 41.9 52.9 19.7 37.2 1.5 134.4 11.5 15.3 226
S.D. 33 0.8 2.2 0.8 0.3 0.3 0.4 14.1 0.6 1.5 S5




B-6355

Appendix 120 A 28~-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : O

WBC Differential leukocyte counts (%)

Sex Animal
number X102/ L LYMP NEUT EOS BASCO MONGC LUC
1001 133.8 85.3 11.5 1.1 0.3 1.5 0.3
1002 93.9 86.0 10.9 0.7 0.5 1.3 0.5

Male 1003 127.7 80.3 15.2 1.9 0.4 1.8 0.5
1004 99.1 82.0 13.6 1.1 0.4 2.4 0.5
1005 149.8 80.5 15.9 1.2 0.5 1.2 0.8
1006 85.5 77.4 18.9 1.8 0.2 1.3 0.6
Mean 115.0 81.9 14.3 1.3 0.4 1.6 0.5
S.D. 25.7 3.3 3.0 0.5 0.1 0.5 0.2
1101 92.0 86.6 10.0 0.7 0.3 1.5 0.9
1102 57.5 67.2 29.4 1.2 0.2 1.3 0.7

Female 1103 61.7 83.0 12.1 2.6 0.3 1.6 0.4
1104 52.0 82.0 13.8 1.3 0.2 1.8 0.8
1105 123.7 84.9 10.4 1.2 0.3 1.7 1.5
11086 89.0 80.0 16.1 1.1 0.4 1.7 0.7
Mean 79.3 80.6 15.3 1.4 0.3 1.6 0.8
S.D. 27.4 7.0 7.3 0.6 0.1 0.2 0.4

LUC : Large unstained cells



Appendix 121

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg)

0

B-6355

Differential leukocyte counts {X102/xL)

Sex Animal
number LYMP NEUT EOS BASO MONC LUC
1001 114.1 15.3 1.5 0.4 2.0 0.4
1002 80.7 10.3 0.7 0.5 1.2 0.4

Male 1003 102.5 19.4 2.4 0.5 2.3 0.6
1004 81.2 13.5 1.1 0.4 2.4 0.5
1005 120.6 23.9 1.8 0.7 1.8 1.1
1006 66.1 16.1 1.5 0.2 1.1 0.5
Mean 94.2 16.4 1.5 0.5 1.8 0.6
S.D. 21.5 4.7 0.8 0.2 0.5 0.3
1101 79.7 9.2 0.6 0.3 1.4 0.8
1102 38.6 16.9 0.7 0.1 0.8 0.4

Female 1103° 51.2 7.4 1.6 0.2 1.0 0.2
1104 42.6 7.2 0.7 0.1 1.0 0.4
1105 105.0 12.9 1.5 0.4 2.1 1.9
1106 71.2 14.3 1.0 0.3 1.5 0.7
Mean 64.7 11.3 1.0 0.2 1.3 0.7
S.D. 25.5 4.0 0.4 0.1 0.5 0.6

LUC : Large unstained cells



B-6355

Appendix 122 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : 30

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Animal
number  X10*/4L g/dL % fL pg g/dL % X10°/4L s s mg/dL
2001 822 16.0 44 .1 53.6 19.5 36.3 1.6 142.8 17.3 17.8 290
2002 798 15.8 44.0 55.1 19.8 36.0 2.5 127.4 16.3 21.3 355
Male 2003 766 15.3 41.4 54.0 19.9 36.9 1.9 119.9 13.5 21.1 346
2004 856 16.8 46.3 54.0 19.6 36.2 1.6 116.3 15.7 19.0 287
2005 843 16.4 44.9 53.3 19.4 36.5 1.5 132.1 18.2 24.3 316
2006 884 17.0 48.0 54.3 19.3 35.5 1.8 109.1 16.6 22.1 313
Mean 828 16.2 44.8 54.1 19.6 36.2 1.8 124.6 16.3 20.9 318
S.D. 42 0.6 2.2 0.6 0.2 0.5 0.4 12.1 1.6 2.3 28
2101 684 14.0 39.8 58.2 20.5 35.2 10.2 137.6 12.0 15.8 228
2102 799 16.1 43.8 54.8 20.2 36.8 1.4 122.9 11.6 16.9 229
Female 2103 793 15.9 41.0 51.7 20.0 38.8 1.4 119.4 11.9 19.0 204
2104 831 16.2 42.3 50.9 19.5 38.3 1.2 135.2 11.8 17.4 254
2105 707 14.6 38.3 54.2 20.7 38.2 2.0 140.0 10.7 17.2 213
2108 879 16.86 44.7 50.8 18.9 37.2 1.5 135.2 12.4 16.7 233
Mean 782 15.6 41.7 53.4 20.0 37.4 3.0 131.7 11.7 17.2 227
S.D. T4 1.0 2.4 2.9 0.7 1.3 3.6 8.4 0.6 1.1 17
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Appendix 123 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : 30

WBC Differential leukocyte counts (%)

Sex Animal
number X102/ 4L LYMP NEUT EOS BASC MONG LUC
2001 147.1 86.7 10.4 0.6 0.4 1.5 0.4
2002 112.6 83.9 12.0 0.9 0.4 2.4 0.4

Male 2003 67.0 75.8 20.8 1.2 0.2 1.6 0.4
2004 93.0 72.5 24.2 1.0 0.3 1.6 0.4
2005 84.1 72.3 22.8 1.0 0.2 2.7 1.1
2006 82.9 69.8 25.8 1.3 0.2 2.1 0.8
Mean 97.8 76.8 1¢.3 1.0 0.3 2.0 0.6
S.D. 28.4 6.9 6.5 0.2 0.1 0.5 0.3
2101 93.4 80.0 16.9 0.9 0.3 1.0 0.9
2102 78.4 74.8 20.8 1.4 0.3 2.2 0.4

Female 2103 68.7 83.2 13.2 1.1 0.3 1.7 0.5
2104 44,1 74.5 21.7 1.5 6.1 1.6 0.5
2105 44.8 69.9 27.4 1.2 0.3 1.0 0.3
2106 83.4 76.8 19.2 2.0 0.3 1.1 0.6
Mean 68.8 76.5 19.9 1.4 0.3 1.4 0.5
S.D. 20.5 4.6 4.8 0.4 0.1 0.5 0.2

LUC : Large unstained cells
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Appendix 124 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : 30

Differential leukocyte counts {(X102/xl)

Sex Animal
number LYMP NEUT EOS BASO MONO LUC
2001 127.6 15.3 0.9 0.5 2.3 0.6
2002 94.5 13.6 1.0 0.4 2.7 0.4

Male 2003 50.8 13.9 0.8 0.1 1.0 0.3
2004 67.5 22.5 1.0 0.3 1.5 0.4
2005 60.8 19.2 0.8 0.2 2.3 0.9
2006 57.8 21.4 1.1 g.1 1.8 0.7
Mean 76.5 17.7 0.9 0.3 1.9 0.6
S.D. 29.2 3.9 0.1 0.2 0.6 0.2
2101 T4.7 15.8 0.9 0.3 1.0 0.9
2102 58.7 16.3 1.1 0.3 1.8 0.3

Female 2103 57.2 9.1 0.7 0.2 1.2 0.3
2104 32.9 9.6 0.7 0.1 0.7 0.2
2105 31.3 12.3 0.5 0.1 0.5 0.1
21086 64.1 16.0 1.6 0.2 0.9 0.5
Mean 53.2 13.2 0.9 0.2 1.0 0.4
S.D. 17.4 3.8 0.4 0.1 0.5 0.3

LUC : Large unstained cells
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Appendix 125 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : 150

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Animal
number X10%/ 1L g/dL % fL e g/dL % X104/ L s ] mg/dL
3001 801 15.8 43.7 54.5 18.7 36.2 2.1 146.7 16.2 22.4 325
3002 815 15.8 43.4 53.2 19.4 36.5 1.7 117.5 12.7 17.8 260
Male 3003 762 14.8 40.3 52.9 19.5 36.8 1.9 144.5 12.3 20.5 315
3004 842 15.7 43.4 51.5 18.7 36.2 1.5 146.4 15.3 22.9 287
3005 818 15.8 43.7 53.4 19.4 36.3 2.0 116.9 16.7 21.1 268
3006 876 16.9 46.8 53.5 19.3 36.2 1.7 118.3 15.5 23.5 298
Mean 819 15.8 43.6 53.2 19.3 36.4 1.8 131.7 14.8 21.4 292
S.D. 38 0.7 2.1 1.0 0.3 g.2 0.2 15.5 1.8 2.1 26
3101 780 15.5 41.3 53.0 19.9 37.5 1.1 145.8 11.5 18.1 220
3102 798 15.3 40.7 51.0 19.2 37.6 1.7 118.4 12.2 18.5 208
Female 3103 785 15.9 "41.9 53.4 20.3 38.0 1.1 120.6 11.1 19.0 220
3104 796 15.9 41.8 52.6 20.0 38.1 1.4 126.9 11.2 16.6 260
3105 763 15.2 40.5 53.1 20.0 37.7 1.0 150.7 10.6 15.4 244
3106 867 16.2 43.1 49.7 18.7 37.5 1.3 141.2 12.1 19.5 212
Mean 798 15.7 41.6 52.1 19.7 37.7 1.3 133.9 11.5 17.9 227
S.D. 36 0.4 0.9 1.5 0.6 0.3 0.3 13.7 0.6 1.6 20




B-6355

Appendix 126 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : 150

WBC Differential leukocyte counts (%)

Sex Animal
number X102/ 1L LYMP NEUT EOS BASO MONO LUC
3001 134.5 86.2 11.8 0.1 0.4 0.9 0.6
3002 93.7 81.1 16.2 0.5 0.3 1.3 0.5

Male 3003 104.1 85.7 10.4 1.4 0.4 1.6 0.5
3004 113.5 82.8 13.9 1.3 0.4 1.1 0.5
3005 116.3 78.3 17.9 1.1 0.3 1.8 0.5
3006 106.6 79.6 16.2 1.8 0.5 1.4 1.0
Mean . 111.5 82.3 14.4 1.0 0.4 1.4 0.6
S.D. 13.8 3.2 2.9 0.5 0.1 0.3 0.2
3101 57.4 79.9 16.6 1.7 0.2 1.3 0.3
3102 6C.2 73.8 22.4 0.9 0.3 1.8 0.8

Feimale 3103 67.6 71.4 25.3 0.8 0.2 1.5 0.8
3104 100.8 76.6 19.5 1.3 0.2 1.6 0.8
3108 65.3 89.3 6.6 1.4 0.3 1.9 0.4
31086 55.3 76.2 20.6 0.9 0.2 1.4 0.6
Mean 67.8 77.9 18.5 1.2 0.2 1.6 0.6
S.D. 16.8 6.3 6.5 0.4 0.1 0.2 0.2

LUC : Large unstained cells
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Appendix 127 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : 150

Differential leukocyte counts (X10?/xL)

Sex Animal
number LYMP NEUT EOS BASO MONO LUC
3001 115.9 15.8 0.2 0.5 1. 0.9
3002 76.0 15.2 0.5 0.3 1.2 0.5

Male 3003 89.2 10.8 1.5 0.4 1.6 0.5
3004 94.0 15.8 1.5 0.4 1.2 0.5
3005 91.1 20.8 1.3 0.4 2.1 0.6
3006 84.8 17.3 1.4 0.5 1.5 1.1
Mean 91.8 16.0 1.1 0.4 1.5 0.7
S.D. 13.4 3.2 0.6 0.1 0.4 0.3
3101 45.9 9.5 1.0 0.1 0.8 0.2
3102 44.5 13.5 0.5 0.2 1.1 0.5

Female 3103 48.3 17.1 0.5 0.2 1.0 0.5
3104 77.2 19.6 1.3 0.3 1.7 0.8
3105 58.4 4.3 0.9 0.2 1.2 0.3
3106 42.1 11.4 0.5 0.1 0.8 0.3
Mean 52.7 12.6 0.8 0.2 1.1 0.4
S.D. 13.3 5.5 0.3 0.1 0.3 0.2

LUC : Large unstained cells
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Appendix 128 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose {mg/kg) : 750

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT F1B
Sex Animal
number X104/ pL g/dL % fL re g/dL % X110/ #L s ] mg/dL
4001 853 16.8 44.4 52.0 19.1 36.8 1.5 134.9 13.0 20.6 308
4002 789 15.5 42.2 53.5 19.6 36.7 1.8 129.2 15.4 26.1 311
Male 4003 802 16.1 43.3 54.0 20.1 37.2 1.3 123.4 19.1 24.2 285
4004 780 15.7 42.2 54.0 20.1 37.3 1.6 132.9 19.5 25.4 301
4005 842 16.6 45.5 54.0 19.8 36.6 2.0 118.5 20.4 25.2 296
4006 788 15.6 42.3 53.86 19.7 36.8 1.5 134.8 17.3 25.3 278
Mean 809 16.0 43.3 53.5 19.7 36.9 1.8 129.0 17.6 24.5 297
§.D. 31 0.4 1.4 0.8 0.4 0.3 0.2 6.7 2.8 2.0 13
4101 739 15.4 41.0 55.5 20.8 37.5 1.2 133.4 11.1 21.4 226
4102 847 16.6 44.9 53.0 19.5 36.9 1.0 140.7 11.4 14.1 227
Female 4103 ° 827 16.3 43.6 52.7 19.7 37.4 1.6 117.1 10.8 17.5 232
4104 736 15.3 40.1 54.5 20.7 38.1 1.8 126.1 10.9 13.3 210
4105 807 16.3 43.4 53.8 20.2 37.6 1.0 113.9 11.3 19.6 259
4106 850 17.0 43.8 51.5 20.0 38.8 0.9 170.5 11.2 18.4 302
Mean 801 16.2 42.8 53.5 20.2 37.7 1.3 133.6 11.1 17.4 243
S.D. 52 0.7 1.8 1.4 0.5 0.7 0.4 20.6 0.2 3.1 33




B-63565

Appendix 129 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : 750 .

WBC Differential leukocyte counts (%)

Sex Animal
number X102/ pL LYMP NEUT EOS BASO MONQ LucC
4001 164.6 78.9 15.5 0.8 0.5 2.9 1.3
4002 191.4 82.2 14.4 0.6 0.5 1.6 0.7

Male 4003 126.2 75.2 21.5 1.2 0.4 1.1 0.6
4004 99.4 69.8 25.7 0.9 0.3 3.0 0.3
4005 127.4 70.7 26.7 0.4 0.3 1.4 0.4
4006 195.6 87.7 9.3 0.4 0.7 1.0 0.9
Mean 150.8 77.4 18.9 0.7 0.5 1.8 0.7
S.D. 39.1 6.9 6.9 0.3 0.2 0.9 0.4
4101 4.2 82.4 13.0 2.0 0.2 2.0 0.4
4102 115.3 84.3 11.7 1.3 0.6 1.0 1.1

Female 4103 101.8 82.0 14.2 0.7 0.3 2.2 0.6
4104 102.2 77.2 19.4 0.9 0.3 1.4 0.8
4105 55.2 66.1 29.3 1.6 0.2 2.5 0.3
4106 98.1 75.8 18.7 1.2 0.4 2.9 1.0
Mean 91.1 78.0 17.7 1.3 0.3 2.0 0.7
S.D. 22.1 8.7 6.5 0.5 0.2 0.7 0.3

LUC : Large unstained cells
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Appendix 130 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After administration period)

Dose (mg/kg) : 750

Differential leukocyte counts (X102/4L)

Sex Animal
number LYMP NEUT EOS BASO MONO LUC
4001 128.9 25.6 1.3 0.8 4.8 2.2
4002 157.3 27.5 1.2 1.0 3.0 1.3

Male 4003 94.9 27.2 1.5 0.5 1.4 0.7
4004 69.4 25.5 0.9 0.3 3.0 0.3
4005 90.1 34.0 0.6 0.4 1.8 0.6
4006 171.6 18.2 0.7 1.4 1.9 1.8
Mean 118.9 26.3 1.0 0.7 2.7 1.2
S.D. 40.6 5.1 0.4 0.4 1.2 0.7
4101 61.2 9.7 1.5 0.1 1.5 0.3
4102 97.2 13.5 1.5 0.7 1.2 1.3

‘Female 4103 83.5 14.5 0.7 0.3 2.2 0.6
4104 78.9 19.8 0.9 0.3 1.4 0.8
4105 36.4 16.2 0.9 0.1 1.4 0.1
4106 74.4 18.4 1.2 0.4 2.8 0.9
Mean 71.9 15.4 1.1 0.3 1.8 0.7
S.D. 21.0 3.6 0.3 0.2 0.8 0.4

LUC : Large unstained cells
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Appendix 131 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After recovery period)

Dose (mg/kg) : O

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Animal
number X104/ 1L g/dL % fL g g/dL % X104/ 1L s s mg/dL
1007 883 15.9 44.8 50.7 18.0 35.5 1.7 136.1 14.2 17.4 312
1008 833 16.1 44.8 53.8 19.3 35.9 1.7 1i5.8 18.1 26.8 296
Male 1009 822 15.5 43.1 52.4 18.9 36.0 1.9 131.5 13.0 16.4 288
1010 865 15.7 44 .0 50.8 18.1 35.7 1.9 103.6 16.6 21.8 336
1011 797 15.3 42.4 53.2 19.2 36.1 1.7 121.4 13.6 19.2 259
1012 842 16.3 46.2 54.8 19.3 35.3 1.8 105.2 15.9 23.3 286
Mean 840 15.8 44.2 52.6 18.8 35.8 1.8 118.9 15.2 20.8 296
S.D. 31 0.4 1.4 1.6 0.6 0.3 0.1 13.4 2.0 3.9 26
1107 803 15.2 41.1 51.3 19.0 37.0 1.9 118.8 11.0 16.6 218
1108 827 15.7 42.3 51.1 19.0 37.2 1.1 121.3 12.6 20.6 224
Female 1109 772 14.8 ° 40.3 52.3 19.2 36.7 1.5 116.9 ©11.3 14.9 206
1110 796 15.9 42.7 53.7 20.0 37.3 1.6 115.6 11.5 16.1 200
1111 877 16.2 43.9 50.0 18.4 36.8 1.5 108.8 11.6 15.1 226
1112 812 16.0 43.0 53.0 19.7 37.1 1.2 132.7 12.2 17.8 249
Mean 815 15.6 42.2 51.9 19.2 37.0 1.5 119.0 11.7 16.9 221
S.D. 36 0.5 1.3 1.4 0.6 0.2 0.3 7.9 0.6 2.1 17
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Appendix 132 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After recovery period)

Dose (mg/kg) : 0

WBC Differential leukocyte counts (%)

Sex Animal
number X102/ uL LYMP NEUT EOS BASO MONO LUC
1007 108.3 80.7 16.2 1.1 0.4 1.5 0.2
1008 139.6 78.2 14.5 1.1 0.4 4.1 1.6

Male 1009 100.4 81.1 15.5 1.4 0.2 1.5 0.3
1010 186.7 73.8 22.0 0.6 0.4 2.4 0.7
1011 174.0 90.3 6.4 0.9 0.6 1.2 0.6
1012 107.0 76.6 20.4 1.0 0.3 1.2 0.5
Mean 127.7 80.1 15.8 1.0 0.4 2.0 0.7
S.D. 28.0 5.7 5.5 0.3 0.1 1.1 0.5
1107 66.1 71.3 25.7 1.1 0.2 1.3 0.4
1108 70.6 66.8 28.8 1.3 0.3 2.0 0.7

Female 1109 116.6 83.4 12.8 1.1 0.3 1.3 1.0
1110 64.4 78.5 17.5 1.6 0.2 1.9 0.3
1111 71.1 69.1 25.5 2.6 0.2 2.3 0.3
1112 71.0 79.3 18.3 0.9 0.3 0.8 0.5
Mean 76.86 74.7 21.4 1.4 0.3 1.6 0.5
S.D. 19.8 6.6 6.1 0.6 0.1 0.6 0.3

LUC : Large unstained cells
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Appendix 133 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After recovery period)

Dose (mg/kg) : O

Differential leukocyte counts (X10?/4L)

Sex Animal
number LYMP NEUT EOS BASO MONO LUC
1007 87.4 17.5 1.1 0.4 1.8 0.3
1008 109.1 20.3 1.6 0.6 5.7 2.3

Male 1009 81.4 15.5 1.4 0.2 1.5 0.3
1010 100.9 30.1 0.8 0.5 3.3 1.0
1011 157.1 11.0 1.5 1.1 2.2 1.1
1012 81.9 21.9 1.0 0.3 1.3 0.6
Mean 103.0 19.4 1.2 0.5 2.6 0.9
S.D. 28.7 6.5 0.3 0.3 1.7 0.8
1107 47.2 17.0 0.7 0.1 0.9 0.3
1108 47.2 20.4 0.9 0.2 1.4 0.5

Female 1109 97.3 14.9 1.3 0.4 1.5 1.1
1110 50.6 11.3 1.0 0.2 1.2 0.2
1111 49.1 18.1 1.9 0.2 1.6 0.2
1112 56.3 13.0 0.6 0.2 0.6 0.3
Mean 58.0 15.8 1.1 0.2 1.2 0.4
S.D. 19.6 3.4 0.5 0.1 0.4 0.3

LUC : Large unstained cells
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Appendix 134 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery periocd of 2 weeks
Individual hematology (After recovery period)

Dose (mg/kg) : 750

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Animal
number X104/ 1L g/dL % fL pe g/dL % X104/ pL s s mg/dL
4007 782 15.5 42.8 54.8 19.9 36.3 2.8 100.2 14.8 19.0 311
4008 854 16.1 44.9 52.6 18.8 35.8 2.0 133.1 18.1 21.1 337
Male 4009 840 15.3 42.4 50.5 18.2 36.0 2.2 105.2 18.4 23.4 307
4010 905 15.9 44.6 49.3 17.6 35.6 2.0 117.3 16.1 19.6 306
4011 807 15.7 43:.1 53.4 19.5 36.8 1.8 118.8 11.4 16.3 287
4012 857 15.6 43.7 51.1 18.2 35.7 2.4 129.3 15.3 19.2 308
Mean 841 15.7 43.6 52.0 18.7 36.0 2.2 117.3 15.4 19.8 309
S.D. 43 0.3 1.0 2.0 0.9 0.4 0.4 12.9 2.2 2.4 16
4107 799 15.3 40.6 50.8 19.1 37.7 1.7 111.8 12.0 17.1 195
4108 750 15.2 41.0 54.7 20.2 37.0 1.5 130.7 11.5 13.6 205
Female 4109 831 15.7 41.6 50.0 18.9 37.9 1.2 132.2 12.0 16.7 227
4110 785 14 .4 39.7 50.6 18.4 36.3 2.1 100.3 11.5 17.5 220
4111 781 14.7 40.1 51.3 18.9 36.8 1.6 108.7 12.1 15.6 223
4112 846 15.9 43.1 50.9 18.8 36.9 1.0 122.7 12.1 19.8 219
Mean 799 15.2 41.0 51.4 19.1 37.1 1.5 117.7 11.9 16.7 215
S.D. 35 0.6 1.2 1.7 0.6 0.6 0.4 12.8 0.3 2.1 12
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Appendix 135 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After recovery period)

Dose (mg/kg) : 750

WBC Differential leukocyte counts (%)

Sex Animal -
number  X10%2/#L LYMP NEUT EOS BASO MONO LUC
4007 157.4 84.6 12.5 0.5 0.6 1.4 0.4
4008 121.5 70.7 24.1 1.3 0.3 3.0 0.5

Male 4009 113.1 74.5 21.6 1.1 0.3 2.1 0.4
4010 87.3 78.1 18.5 1.0 0.2 1.7 0.4
4011 81.9 87.7 9.2 1.0 0.4 1.3 0.4
4012 158.3 72.0 25.2 0.6 0.5 1.3 0.5
Mean 118.9 77.9 18.5 0.9 0.4 1.8 0.4
S.D. 33.0 6.9 6.5 0.3 0.1 0.7 0.1
4107 42.7 75.6 21.0 1.1 0.1 1.9 0.3
4108 83.3 76.8 19.8 0.9 0.4 1.7 0.5

Female 4109 51.6° 85.4 11.1 1.4 0.2 1.5 0.4
4110 59.8 70.0 27.3 1.1 0.2 1.1 0.3
4111 53.0 80.7 16.3 0.6 0.3 1.5 0.6
4112 58.2 75.5 21.6 0.9 0.2 1.4 0.3
Mean 58.1 77.3 19.5 1.0 0.2 1.5 0.4
S.D. 13.7 5.2 5.4 0.3 0.1 0.3 0.1

LUC : Large unstained cells
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Appendix 136 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual hematology (After recovery period)

Dose (mg/kg) : 750

Differential leukocyte counts (X10?/4L)

Sex Animal
number LYMP NEUT EOS BASO MONO LUC
4007 133.2 19.6 0.8 0.9 2.3 0.6
4008 85.9 29.3 i.6 0.4 3.7 0.6

Male 4009 84.3 24 .4 1.2 0.3 2.4 0.5
4010 68.2 16.2 0.9 0.2 1.5 0.4
4011 71.8 7.5 0.9 0.3 1.1 0.3
4012 114.0 39.9 0.9 0.7 2.0 0.8
Mean 92.9 22.8 1.1 0.5 2.2 0.5
S.D. 25.5 11.2 0.3 0.3 0.9 0.2
4107 32.3 9.0 0.5 0.0 0.8 0.1
4108 63.9 16.5 0.7 0.3 1.4 0.4

Female 4109 44.0 5.7 0.7 0.1 0.8 0.2
4110 41.9 16.3 0.7 0.1 0.7 0.2
4111 42.8 8.6 0.3 0.2 0.8 0.3
4112 44.0 12.6 0.6 0.1 0.8 0.2
Mean 44.8 11.5 0.6 0.1 0.9 0.2
S.D. 10.3 4.4 0.2 0.1 0.3 0.1

LUC : Large unstained cells
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Appendix 137 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After administration period)

Dose (mg/kg) : O

AST ALT LDH v ~GTP ALP T-CHO TG PL T-BIL GLU
Sex Animal
number IU/L IU/L 1U/L IU/L I1U/L mg/dL ng/dL mg/dL mg/dL mg/dL
1001 54 23 42 1 927 58 58 99 0.1 159
1002 57 24 69 0 611 50 61 81 0.1 140
Male 1003 66 32 64 1 604 49 66 96 0.1 152
1004 67 31 75 1 629 54 85 100 0.1 136
1005 87 38 57 1 539 50 46 88 0.0 137
1006 73 34 64 0 685 55 50 91 0.0 136
Mean 67 30 62 1 666 53 61 93 0.1 143
S.D. 12 6 11 1 136 4 14 7 0.1 10
1101 46 18 55 1 193 57 27 119 0.1 130
1102 63 20 62 1 467 56 15 102 0.1 130
Female 1103 ‘ 78 27 66 1 505 . 46 15 84 0.1 89
1104 71 27 60 2 440 58 10 103 0.1 94
1105 60 25 40 1 442 54 17 99 0.1 106
1106 80 23 73 1 459 54 19 104 0.1 135
Mean 63 23 59 1 418 54 17 102 0.1 114
S.D. 11 4 11 0 113 4 <] i1 0.0 20
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Appendix 138 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After administration period)

Dose (mg/kg) : O

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Animal
number mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
1001 13 0.23 142 4.6 105 9.7 8.2 5.9 2.8 0.90
1002 12 0.23 144 4.6 104 9.8 7.9 6.1 2.8 0.85
Male 1003 14 0.25 144 4.2 107 9.8 8.4 6.3 2.9 0.85
1004 16 0.23 143 5.0 106 10.0 8.3 6.2 2.8 0.82
1008 14 0.26 145 4.7 107 9.6 8.2 5.9 2.9 0.97
1006 16 0.27 145 4.7 110 10.0 7.8 6.1 2.9 0.91
Mean 14 0.25 144 4.6 107. 9.8 8.1 6.1 2.9 0.88
S.D. 2 0.02 1 0.3 2 0.2 0.2 0.2 0.1 0.05
1101 16 0.29 143 3.8 106 10.5 6.8 6.8 3.5 1.06
1102 16 0.33 142 4.0 110 9.3 5.7 6.0 2.9 0.94
Female 1103 23 0.44 141 4.3 107 9.9 7.3 5.9 ‘2.8 0.90
1104 19 0.32 142 4.4 110 9.8 6.7 6.2 3.1 1.00
1105 16 0.29 141 4.5 106 9.8 7.4 6.1 3.0 0.97
1106 18 0.29 143 4.4 110 10.0 7.8 6.1 3.2 1.10
Mean 18 0.33 142 4.2 108 2.9 7.0 6.2 3.1 1.00
S.D. 3 0.06 1 0.3 2 0.4 0.7 0.3 0.2 0.07




B-6355

Appendix 139 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After administration period)

Dose (mg/kg) : 30

AST ALT L.LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Animal
number IU/L 1G/L 1u/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
2001 76 34 72 1 700 55 TL 22 0.1 144
2002 62 26 52 1 710 57 45 103 0.1 138
Male 2003 73 24 63 1 860 49 58 85 0.1 139
2004 65 28 48 1 658 48 60 87 0.1 133
2005 62 25 57 1 751 49 98 95 0.0 131
2006 68 29 54 1 827 51 67 96 0.1 154
Mean 68 28 58 1 751 52 67 93 0.1 140
S.D. 6 4 9 0 T8 4 18 7 0.0 8
2101 58 21 74 0 272 59 10 108 0.2 134
2102 56 17 93 1 363 63 20 109 0.1 100
Female 2103 66 24 96 1 275 . 44 6 84 0.1 103
2104 60 20 49 1 352 71 16 121 0.0 118
2105 50 18 43 1 240 76 17 136 0.1 87
21086 67 18 56 1 367 59 14 106 0.1 94
Mean 60 20 69 1 312 62 14 111 0.1 106
S.D. 6 3 23 0 55 11 5 17 0.1 17




Appendix 140

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual blood chemistry (After administration period)

B-6355

Dose (mg/kg) 30
BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Animal
number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
2001 13 0.25 142 5.1 106 9.7 8.5 5.9 2.8 0.90
2002 14 0.24 .144 4.9 104 9.8 8.7 6.2 2.9 0.88
Male 2003 11 0.20 143 4.7 105 9.7 7.9 6.1 2.9 0.91
2004 13 0.22 143 4.9 106 9.9 7.9 5.8 2.8 0.93
2005 11 0.23 142 5.3 107 9.7 8.5 6.1 2.9 0.91
20086 12 0.19 145 4.5 107 9.6 8.5 5.7 2.8 0.97
Mean 12 0.22 143 4.9 106 9.7 8.3 6.0 2.9 0.92
S.D. 1 0.02 1 0.3 1 0.1 0.3 0.2 0.1 0.03
2101 15 0.30 142 4.8 110 9.9 5.9 6.6 3.4 1.06
2102 14 0.27 142 4.6 110 9.5 5.6 6.4 2.9 0.83
Female 2103 18 0.28 141 4.8 109 9.5° 7.2 6.0 3.0 1.00
2104 14 0.25 142 4.6 109 9.1 6.1 6.2 2.9 0.88
2105 17 0.30 142 5.2 110 9.6 6.8 6.5 3.2 0.97
2106 21 0.34 142 4.5 111 2.7 7.5 6.0 2.9 0.94
Mean 17 0.29 142 4.8 110 9.6 6.5 6.3 3.1 0.95
S.D. 3 0.03 0 0.3 1 0.3 0.8 0.3 0.2 0.08




B-6355

Appendix 141 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After administration period)

Dose (mg/kg) : 150

AST ALT LDH ¥ ~GTP ALP T~CHO TG PL T-BIL GLU
Sex Animal
number 1U/L 1U/L 1U/L Iu/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
3001 63 25 73 1 706 58 52 93 0.1 153
3002 74 29 72 1 716 59 72 101 0.1 140
Male 3003 61 34 65 1 456 61 50 101 0.1 150
3004 74 39 81 1 700 37 29 66 0.0 140
3005 63 24 61 0 817 43 27 76 0.0 166
3006 66 29 68 1 534 53 50 83 0.0 131
Mean 67 30 70 1 655 52 47 87 0.1 147
S.D. 6 6 7 0 133 10 17 14 0.1 12
3101 57 18 57 1 426 72 18 131 0.1 121
3102 69 21 58 1 480 46 i1 82 0.1 98
Female 3103 80 - 25 60 1 400 61 9 103 0.1 82
3104 86 27 71 1 266 71 24 121 0.0 110
3105 55 22 48 1 571 62 13 104 0.1 96
3106 68 23 49 1 479 59 14 112 0.1 113
Mean 69 23 57 1 437 62 15 109 0.1 103
S.D. 12 3 8 ] 102 9 5 17 0.0 14




Appendix 142

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual blood chemistry (After administration period)

B-6355

Dose (mg/kg) 150
BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Animal
number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
3001 12 0.24 145 5.2 106 9.8 8.4 6.3 3.0 0.91
3002 12 0.22 145 4.6 108 9.6 7.5 5.5 2.8 1.04
Male 3003 15 0.23 143 4.9 106 9.8 8.6 6.1 3.0 0.97
3004 15 0.23 145 5.1 107 9.8 7.8 6.0 2.9 0.94
3005 14 0.27 143 4.5 107 9.8 8.3 5.8 2.8 0.93
3006 17 0.27 143 4.6 106 9.8 8.3 5.8 2.9 1.00
Mean 14 0.24 144 4.8 107 9.8 8.2 5.9 2.9 0.97
S.D. 2 0.02 1 0.3 1 0.1 0.4 0.3 0.1 0.05
3101 15 0.31 142 4.0 110 10.0 4.9 6.8 3.1 0.84
3102 14 0.24 142 4.8 110 9.3 5.4 5.8 2.9 1.00
Female 3103 18 0.28 140 5.0 108 9.1 7.6 5.8 2.8 0:.93
3104 15 0.25 ‘141 4.8 110 9.4 6.5 5.8 2.7 0.87
3105 15 0.27 142 4.9 108 10.0 7.1 6.7 3.2 0.91
3106 15 0.27 143 4.7 110 9.5 7.7 6.2 3.0 0.94
Mean 15 0.27 142 4.7 109 9.6 6.5 6.2 3.0 0.92
S.D. 1 0.02 1 0.4 1 0.4 1.2 0.5 0.2 0.06




B~6355

Appendix 143 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After administration period)

Dose (mg/kg) : 750

_ AST ALT LDH ¥ —GTP ALP T-CHO TG PL T-BIL GLU
Sex Animal

number 1U/L 1U/L 1U/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL

4001 61 44 90 1 661 49 115 101 0.0 129

4002 67 36 90 1 694 40 29 80 0.1 112

Male 4003 75 43 62 1 778 44 31 76 0.0 123

4004 77 41 63 1 906 39 44 80 C.1 113

4005 74 42 61 1 826 32 30 67 0.1 127

4006 65 40 56 0 688 35 39 71 0.1 130

Mean 70 41 70 1 759 40 48 79 0.1 122

S.D. 6 3 15 0 95 6 33 12 0.1 8

4101 64 28 77 2 275 64 18 108 0.0 106

4102 71 26 46 1 486 71 49 136 0.0 115

Female 4103 74 28 49 1 423 56 24 100 0.1 94

4104 68 25 44 1 341 59 28 121 0.1 97

4105 61 27 46 1 406 49 26 107 0.1 109

4106 67 32 49 1 395 47 57 99 0.0 84

Mean 68 28 52 1 388 58 34 112 0.1 101

S.D. 5 2 12 o} 72 9 16 14 0.1 11




B-6355

Appendix 144 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After administration period)

Dose (mg/kg) : 750

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Animal
number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL ng/dL g/dL g/dL
4001 14 0.24 141 4.9 102 9.9 8.8 5.9 2.9 0.97
4002 14 0.21 143 5.1 104 9.8 8.7 6.2 2.9 0.88
Male 4003 16 0.24 142 4.4 104 9.7 7.9 5.6 2.9 1.07
4004 15 0.18 143 4.9 105 9.5 8.3 5.3 2.8 1.12
4005 14 0.22 144 4.2 105 9.7 10.4 5.8 3.0 1.07
40086 15 0.26 143 4.3 104 9.8 8.5 6.0 2.9 0.94
Mean 15 0.23 143 4.6 104 9.7 8.8 5.8 2.9 1.01
S.D. 1 0.03 1 0.4 1 0.1 0.9 0.3 0.1 0.09
4101 14 0.30 142 4.0 106 9.7 7.0 6.1 3.0 0.97
4102 17 0.32 143 4.3 109 9.4 7.5 5.9 2.9 0.97
Female 4103 14 0.29 143 4.4 106 9.7 7.7 5.7 2.6 0.84
4104 15 0.30 142 4.5 108 9.8 7.1 6.1 3.1 1.03
4105 14 0.25 142 4.2 107 9.9 6.9 6.6 3.2 0.94
4108 27 0.42 144 4.1 107 10.1 7.4 6.2 3.1 1.00
Mean 17 0.31 143 4.3 107 9.8 7.3 6.1 3.0 0.96
S.D. 5 0.06 1 0.2 1 0.2 0.3 0.3 0.2 0.07




B-6355

Appendix 145 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry {After recovery period)

Dose (mg/kg) : O

AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Animal
number IU/L IU/L 1U/L Iu/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
1007 65 27 57 0 587 64 30 101 0.1 164
1008 62 27 45 1 333 53 42 82 0.1 149
Male 1009 54 23 57 1 488 61 107 110 0.1 163
1010 73 24 50 2 652 50 54 90 0.1 145
1011 59 ‘28 41 1 396 44 71 83 0.1 144
1012 63 29 47 1 500 84 85 129 0.1 147
Mean 63 26 50 1 493 59 65 99 0.1 152
S.D. 6 2 7 1 118 14 29 18 0.0 9
1107 65 26 52 1 409 82 14 138 0.1 140
1108 92 48 60 1 341 70 12 119 0.1 112
Female 1109 74 40 83 1 166 86 52 173 0.1 137
1110 70 25 58 1 209 64 8 102 0.1 102
1111 76 33 47 2 320 58 34 115 0.1 109
1112 76 28 71 1 340 59 13 96 0.1 126
Mean 76 33 62 1 298 70 22 124 0.1 121
S.D. 9 9 13 0 91 12 17 28 0.0 16




B-6355

Appendix 146 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After recovery period)

Dose (mg/kg) : O

BUN CRNN Na K ClL Ca P TP ALB A/G
Sex Animal
number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/ 4L g/dL g/dL
1007 12 0.22 142 5.1 105 9.3 T.4 6.2 2.9 0.88
1008 13 0.25 142 4.7 104 9.4 7.8 6.3 2.8 0.80
Male 1009 10 0.27 143 4.8 103 9.6 7.7 6.4 2.8 0.78
1010 12 0.31 145 4.7 106 9.4 7.3 6.2 2.9 0.88
1011 18 0.29 143 4.8 107 9.1 7.7 5.7 2.7 0.90
1012 13 0.29 143 4.6 105 9.6 6.8 6.2 3.0 0.94
Mean 13 0.27 143 4.8 105 9.4 7.5 6.2 2.9 0.86
S.D. 3 0.03 1 0.2 i 0.2 0.4 0.2 0.1 0.06
1107 14 0.31 143 4.1 108 9.2 4.5 6.4 3.3 1.06
1108 14 0.31 142 4.7 110 9.1 5.8 6.1 2.9 0.91
Female 1109 17 0.26 142 4.5 109 10.0 5.4 7.2 3.5 0.95
1110 16 0.33 144 4.6 110 9.3 6.4 6.3 3.0 0.91
1111 17 0.35 144 3.7 110 9.7 6.4 6.2 3.2 1.07
1112 19 0.386 142 4.4 111 9.4 5.9 6.5 2.9 0.81
Mean 16 0.32 143 4.3 110 9.5 5.7 6.5 3.1 0.95
S.D. 2 0.04 1 0.4 1 0.3 0.7 0.4 0.2 0.10




B-6356

Appendix 147 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After recovery period)

Dose (mg/kg) : 750

AST ALT LDH v ~GTP ALP T-CHO TG PL T-BIL GLU
Sex Animal
number IU/L IU/L 1U/L 1U/L 10/L mg/dL mg/dL mg/dL mg/dL mg/dL
4007 68 33 58 1 393 54 44 96 0.1 167
4008 70 32 62 1 443 64 24 a7 0.1 141
Male 4009 65 32 48 1 700 66 95 114 0.1 149
4010 68 24 47 1 726 50 70 99 0.1 141
4011 60 26 60 0 471 69 72 109 0.1 112
4012 73 34 61 1 574 55 86 103 0.1 147
Mean 67 30 56 1 551 60 65 103 0.1 143
S.D. 4 4 T 0 139 8 27 T 0.0 18
4107 68 23 58 1 329 51 8 93 0.1 103
4108 50 22 54 1 176 61 23 113 0.1 132
Female 4109 61 21 69 1 352 68 17 115° 0.1 98
4110 71 23 42 1 395 69 23 134 0.1 142
4111 58 21 T4 1 219 76 20 134 0.1 123
4112 77 30 71 1 236 65 11 108 0.1 105
Mean 64 23 61 1 285 85 17 116 0.1 117
S.D. 10 3 12 0 86 8 6 16 0.0 18




B-6355

Appendix 148 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual blood chemistry (After recovery period)

Dose (mg/kg) : 750

BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Animal
number mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
4007 12 0.21 143 4.5 103 9.6 8.4 6.1 2.9 0.91
4008 11 0.24 144 5.2 105 9.6 7.1 6.1 2.9 0.91
Male 4009 10 0.25 144 5.0 106 9.6 8.4 5.9 2.9 0.97
4010 14 0.25 144 5.1 104 9.6 8.9 8.2 2.8 0.82
4011 14 0.26 145 4.9 106 9.6 7.5 6.1 2.9 0.91
4012 15 0.29 144 4.8 105 9.4 7.9 5.9 2.9 0.97
Mean 13 0.25 144 4.9 105 9.6 8.0 6.1 2.9 0.92
S.D. 2 0.03 1 0.2 1 0.1 0.7 0.1 0.0 0.06
4107 16 0.33 142 4.5 107 9.3 5.6 6.1 3.0 0.97
4108 17 0.34 142 4.8 111 9.7 5.8 6.4 3.0 0.88
Female 4109 17 0.28 141 4.8 109 9.4 6.9 6.0 2.9 0.94
4110 16 0.31 140 4.3 108 9.1 5.9 6.3 3.0 0.91
4111 16 0.29 142 5.0 110 g.6 5.9 6.5 3.2 0.97
4112 17 0.34 142 4.5 109 9.1 6.9 6.1 2.8 0.91
Mean 17 0.32 142 4.7 109 9.4 6.2 6.2 3.0 0.93
S.D. 1 0.03 1 0.3 1 0.3 0.6 0.2 0.1 0.04




B-8355

Appendix 149 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After administration period)
Sex : Male

Dose (mg/kg) : 0

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney

Animal (R) (L) (R+L)

number g g(g/100g B¥) mg(mg/100g BW) glg/100g BY) g{g/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BW) gl{g/100g BW)

1001 402 1.97 764 1.27 11.19 0.85 1.41 1.42 2.83

1002 396 2.02 595 1.2¢ 11.71 (.66 1.87 1.46 2.83

Absolute 1003 383 2.01 599 1.54 12.40 0.73 1.45 1.40 2.85
1004 400 1.98 788 1.30 13.21 0.73 1.58 1.54 3.12

1005 3869 2.13 632 1.27 10.19 0.73 1.32 1.32 2.64

1006 380 1.92 291 1.16 10.73 0.73 1.31 1.38 2.69

Mean 388 2.01 612 1.31 11.57 0.74 1.41 1.42 2.83

$.D. 13 0.07 178 0.13 1.11 0.06 0.10 0.07 0.17

1001 0.49 190 0.32 2.78 0.21 0.35 0.35 0.70

1002 0.51 150 0.33 2.96 0.17 0.35 0.37 0.71

Relative 1003 0.52 156 0.40 3.24 0.19 0.38 0.37 0.74
1004 0.50 197 0.33 3.30 0.18 0.40 0.39 0.78

1005 0.58 171 0.34 2.76 0.20 0.36 0.36 0.72

1006 0.51 77 0.31 2.82 0.19 0.34 0.36 0.71

Mean 0.52 157 0.34 2.98 0.19 0.36 0.37 0.73

'§.D. 0.03 43 0.03 0.24 0.01 0.02 0.01 0.03




Appendix 150

Individual absolute and relative organ weight (After administration period)

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Sex . Male
Dose (mg/kg) 0

Adrenal Adrenal Adrenal Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) (R+L) (R) {L) {R+L) (R) (L) (R+L)
number mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) glg/100g BW) glg/100g BY) mgi{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
1001 29 38 67 1.84 1.79 3.63 438 433 871
1002 31 37 68 1.51 1.47 2.98 400 375 715
Absolute 1003 33 35 68 1.63 1.64 3.27 400 390 790
1004 29 32 61 1.68 1.71 3.39 461 431 892
1005 31 32 63 1.62 1.58 3.20 444 432 876
1006 22 26 48 1.54 1.61 3.15 441 462 903
Mean 29 33 63 1.64 1.63 3.27 431 421 851
S.D. 4 4 8 0.12 0.11 0.22 25 32 55
1001 7 9 17 0.46 0.45 0.90 109 108 217
1002 8 9 17 0.38 0.37 0.75 101 95 196
Relative 1003 9 9 18 0.43 0.43 0.85 104 102 206
1004 7 8 15 0.42 0.43 0.85 115 108 223
1005 8 9 17 0.44 0.43 0.87 120 117 237
1006 6 7 13 0.41 0.42 0.83 116 122 238
Mean 8 9 16 0.42 0.42 0.84 111 109 220
S.D. 1 1 2 0.03 0.03 0.05 1 ;0 17




B-6355

Appendix 161 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After administration period)
Sex : Male

Dose (mg/kg) : 30

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney

Animal (R} (L) (R+L)

number g g(g/100g B¥) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW) g{(g/100g BW) g(g/100g BY) g{g/100g BW)

2001 382 2.02 476 1.25 11.26 0.60 1.37 1.37 2.74

2002 394 2.01 532 1.14 12.47 0.83 1.39 1.49 2.88

Absolute 2003 396 2.10 468 1.18 12.35 0.96 1.65 1.68 3.33
2004 371 1.81 354 1.24 11.65 0.69 1.49 1.44 2.93

2005 371 1.89 595 1.11 11.39 0.51 1.28 1.41 2.69

2006 358 1.90 506 1.10 11.22 0.52 1.41 1.44 2.85

Mean 379 1.97 489 1.17 11.72 0.69 1.43 1.47 2.90

S.D. 15 0.08 80 0.06 0.55 0.18 0.13 0.11 0.23

2001 0.53 ’ 125 0.33 2.95 0.16 0.36 0.36 0.72

2002 0.51 135 0.29 3.16 0.21 0.35 0.38 0.73

Relative 2003 0.53 118 0.30 3.12 0.24 0.42 0.42 0.84
2004 0.51 95 0.33 3.14 0.19 0.40 0.39 0.79

2005 0.51 160 0.30 3.07 0.14 0.35 0.38 0.73

2006 0.53 141 0.31 3.13 0.15 0.39 0.40 0.80

Mean 0.52 129 0.31 3.10 0.18 0.38 0.39 0.77

S.D. 0.01 22 0.02 0.08 0.04 0.03 0.02 0.05




Appendix 152

Individual absolute and relative organ weight (After administration period)

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Sex : Male
Dose (mg/kg) 30

Adrenal Adrenal Adrenal Testis Testis Testis Epididynis Epididymis Epididymis

Animal (R) (L) (R+L) (R) (L) (R+L) (R) (L) (R+L)
number ng(mg/100g BW) mg(mg/100g BY) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) ¢(g/100g BY) mg(mg/100g BW) mg(mg/100g BW) mg{mg/100g BW)
2001 21 24 45 1.65 1.63 3.28 439 428 867
2002 27 25 52 1.72 1.68 3.40 376 362 738
Absolute 2003 33 31 64 1.58 1.61 3.19 449 410 859
2004 30 33 63 1.53 1.52 3.05 400 410 810
2005 28 33 61 1.70 1.75 3.45 388 396 784
2006 26 29 55 1.59 1.67 3.26 447 455 902
Mean 28 29 57 1.63 1.64 3.27 417 410 827
S.Db. 4 4 7 0.07 0.08 0.14 32 31 61
2001 5 6 12 0.43 0.43 0.86 115 112 227
2002 7 6 13 0.44 0.43 0.86 95 92 187
Relative 2003 8 8 16 0.40 0.41 0.81 113 104 217
2004 8 9 17 0.41 0.41 0.82 108 111 218
2005 8 9 16 0.46 0.47 0.93 105 107 211
20086 7 8 15 0.44 0.47 0.91 125 127 252
Mean 7 8 15 0.43 0.44 0.87 110 109 218
S.D. 1 1 2 0.02 0.03 0.05 10 11 21




B-6355

Appendix 153 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After administration period)
Sex : Male

Dose (mg/kg) : 150

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney
Animal (R) (L) (R+L)
number g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW)
3001 399 2.13 691 1.16 12.94 0.70 1.37 1.40 2.77
3002 350 1.95 402 1.17 10.88 0.58 1.54 1.42 2.96
Absolute 3003 351 2.05 367 1.12 12.74 0.61 1.49 1.49 2.98
3004 381 1.98 485 1.21 12.00 0.72 1.43 1.42 2.85
3005 377 2.02 550 1.18 11.08 0.54 1.48 1.48 2.96
3006 346 2.05 604 1.10 9.97 0.58 1.29 1.43 2.72
Mean 367 2.03 517 1.16 11.60 0.62 1.43 1.44 2.87
S.D. 21 0.06 123 0.04 1.16 0.07 0.09 0.04 0.11
3001 0.53 173 0.29 3.24 0.18 0.34 0.35 0.69 °
3002 0.56 115 0.33 3.11 0.17 0.44 0.41 0.85
Relative 3003 0.58 105 0.32 3.83 0.17 0.42 0.42 0.85
3004 0.52 127 0.32 3.15 0.19 0.38 0.37 0.75
3005 0.54 146 0.31 2.94 0.14 0.39 0.39 0.79
3006 0.59 175 0.32 2.88 0.17 0.37 0.41 0.79
Mean (.55 140 0.32 3.16 0.17 0.39 0.39 0.79
S.D. 0.03 30 0.01 0.27 0.02 0.04 0.03 0.06




Appendix 154

Individual absolute and relative organ weight (After administration period)

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Sex : Male
Dose (mg/kg) 150

Adrenal Adrenal Adrenal Testis Testis Testis Epididynis Epididynis Epididymis

Animal (R) {L) (R+L) (R) (L) {R<L) (R) (L) (R+L)
number mg{mg/100g B¥) mg(mg/100g BY) mg(mg/100g BW) g(g/100g BYW) g(g/100g BW) g(g/100g BY) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
3001 22 25 47 1.68 1.65 3.31 412 399 811
3002 27 31 58 1.65 1.61 3.26 380 371 751
Absolute 3003 30 31 61 1.54 1.49 3.03 404 395 799
3004 30 31 61 1.52 1.53 3.05 400 373 773
3005 22 25 47 1.70 1.65 3.35 409 400 809
3006 25 30 55 1.48 1.48 2.96 421 382 803
Mean 26 29 55 1.59 1.57 3.16 404 387 791
S.D. 4 3 6 0.09 0.08 06.17 14 13 24
3001 6 6 12 0.42 0.41 0.83 103 ‘100 203
3002 8 9 17 0.47 0.46 0.93 109 106 215
Relative 3003 9 9 17 0.44 0.42 0.86 115 113 228
3004 8 8 16 0.40 0.40 0.80 105 98 203
3005 6 7 12 0.45 0.44 0.89 108 106 215
3006 7 9 16 0.43 0.43 0.86 122 110 232
Mean 7 8 15 0.44 0.43 0.86 110 106 216
$.D. 1 i 2 0.02 0.02 0.05 7 6 12




B-6355

Appendix 155 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After administration period)
Sex : Male

Dose (mg/kg) : 750

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney

Animal (R} (L) (R+L)

number € gl{g/100g B¥) mg(mg/100g BW) glg/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BY) g(g/100g BW) g{g/100g BW)

4001 362 2.04 530 1.11 14.07 0.68 1.54 1.53 3.07

4002 322 1.99 455 1.00 10.23 0.63 1.51 1.49 3.00

Absolute 4003 342 1.97 509 1.19 11.93 0.66 1.46 1.49 2.95
4004 329 2.10 374 1.12 11.79 0.56 1.62 1.67 3.29

4005 ' 298 1.88 610 0.94 10.41 0.72 1.49 1.57 3.06

4006 345 2.04 535 1.04 11.93 0.68 1.43 1.40 2.83

Mean 333 2.00 502 1.07 11.73 0.66 1.51 1.53 3.03

S.D. 22 0.08 80 0.09 1.38 0.06 0.07 0.09 0.15

4001 0.56 148 0.31 3.89 0.19 0.43 0.42 0.85

4002 0.62 141 0.31 3.18 0.20 0.47 0.46 0.93

Relative 4003 0.58 149 0.35 3.49 0.19 ¢.43 0.44 0.86
4004 0.64 114 0.34 3.58 0.17 0.49 0.51 1.00

4005 0.63 205 0.32 3.49 0.24 0.50 0.53 1.03

4006 0.59 155 0.30 3.46 0.20 0.41 0.41 0.82

Mean 0.60 152 0.32 3.52 0.20 0.46 0.46 0.92

S.D. 0.08 30 0.02 0.23 0.02 0.04 0.05 0.09




Appendix 156

Individual absolute and relative organ weight (After administration period)

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Sex : Male
Dose (mg/kg) 750

Adrenal Adrenal Adrenal Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) {R+L) (R) (L) {R+L) (R) (L) (R+L)
number mg(mg/100g B¥) mg(mg/100g BW) mg(mg/100g BW) glg/100g BW) g(g/100g BY) g(g/100g B¥) mg{mg/100g BW) mng(mg/100g BY¥) mg(mg/100g BW)
4001 26 27 53 1.68 1.68 3.34 399 372 771
4002 24 26 50 1.60 1.60 3.20 410 426 836
Absolute 4003 26 29 55 1.58 1.62 3.20 418 374 792
4004 25 27 52 1.33 1.34 2.67 390 399 789
4005 - 24 27 51 1.64 1.56 3.20 443 539 982
40086 30 29 59 1.46 1.44 2.90 339 353 692
Mean 26 28 53 1.55 1.54 3.09 400 411 810
S.D. 2 1 3 0.13 0.13 0.25 35 68 96
4001 7 7 15 0.46 0.46 0.92 110 103 213
4002 7 8 16 .50 0.50 0.99 127 132 260
Relative 4003 8 8 16 0.46 0.47 0.94 122 109 232
4004 8 8 16 0.40 0.41 0.81 119 121 240
4005 8 9 17 0.55 0.52 1.07 149 181 330
4006 9 8 17 0.42 0.42 0.84 08 102 201
Mean 8 8 16 0.47 0.46 0.93 121 125 246
S.D. 1 1 1 0.05 0.04 0.10 17 30 46




B-6355

Appendix 157 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After administration period)
Sex : Female

Dose (mg/kg) : O

Body weight Brain Thynus Beart Liver Spleen Kidney Kidney Kidney

Animal (R) (L) {R+L)

number g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g{g/100g BY) g(g/100g BW) g{g/100g BW) g(g/100g BW)

1101 224 1.79 584 0.75 6.64 0.55 0.80 0.78 1.58

1102 200 1.82 451 0.68 5.48 0.43 0.70 0.71 1.41

Absolute 1103 227 1.84 292 0.74 6.18 0.47 0.71 0.81 1.52
1104 202 1.71 352 0.67 5.47 0.36 0.74 0.75 1.49

1105 244 1.86 426 0.82 6.81 0.61 0.82 0.82 1.64

1106 197 1.74 526 0.67 5.46 0.40 0.74 0.72 1.46

Mean 216 1.79 439 0.72 6.01 0.47 0.75 0.77 1.52

S.D. 19 0.08 108 0.086 0.62 0.09 0.05 0.05 0.08

1101 0.80 261 0.33 2.96 0.25 0.36 0.35 0.71

1102 0.91 226 0.34 2.74 0.22 0.35 0.36 0.71

Relative 1103 0.81 129 0.33 2.72 0.21 0.31 0.36 0.67
1104 0.85 174 0.33 2.71 0.18 0.37 0.37 0.74

1105 0.76 175 0.34 2.79 0.25 0.34 0.34 0.67

1106 0.88 267 0.34 2.77 0.20 0.38 0.37 0.74

Mean 0.84 205 0.34 2.78 0.22 0.35 0.36 0.71

S.D. 0.08 55 0.01 0.09 0.03 0.02 0.01 0.03




Appendix 158

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual absolute and relative organ weight (After administration period)

B-6355

Sex : Female
Dose {mg/kg) 0]

Adrenal Adrenal Adrenal Ovary Ovary Ovary Uterus

Animal (R) (L) (R+L) (R) (L) {R+L)
number ng{mg/100g BW) mg(mg/100g BY) mg(mg/100g BW) mgi(mg/100g B¥W) mg(mg/100g BY¥) mg(mg/100g B¥) mg(nmg/100g BW)
1101 34 35 69 34.2 37.7 71.9 384
1102 32 30 62 36.6 33.9 76.5 660
Absolute 1103 48 48 94 36.8 34.0 76.8 332
1104 26 29 55 36.0 38.0 74.0 340
1105 30 36 66 47.0 39.3 86.3 446
1106 29 32 81 28.7 37.9 66.6 464
Mean 33 35 68 36.6 36.8 73.4 438
S.Db. 7 T 14 5.9 2.3 6.8 121
1101 ’ 15 16 31 15.3 16.8 32.1 171
1102 16 15 31 18.3 17.0 35.3 330
Relative 1103 20 21 41 16.2 15.0 31.2 146
1104 13 14 27 17.8 18.8 36.6 188
1105 12 15 27 19.3 16.1 35.4 183
1106 15 18 31 14.6 19.2 33.8 236
Mean 15 16 31 16.9 17.2 34.1 206
S.D. 3 2 5 1.8 1.6 2.1 68




B-6355

Appendix 159 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After administration period)
Sex : Female

Dose (mg/kg) : 30

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney

Animal (R) (L) (R+L)

number g  g(g/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW) g{g/100g BW) g{g/100g BY) g(g/100g BW) g(g/100g BW)

2101 201 1.66 508 0.77 5.35 0.91 0.63 0.63 1.26

2102 232 1.94 513 0.80 5.96 0.50 0.91 0.96 1.87

Absolute 2103 199 1.90 515 0.71 5.49 0.52 0.91 0.80 1.71
2104 198 1.78 420 0.70 5.97 0.41 0.82 0.85 1.67

2105 204 1.78 361 0.64 5.70 0.47 0.84 0.81 1.65

2106 204 1.89 397 0.71 5.56 0.45 0.80 0.85 1.65

Mean 206 1.83 452 0.72 5.67 0.54 0.82 0.82 1.64

S.D. 13 0.10 68 0.06 0.25 0.18 0.10 0.11 0.20

2101 0.83 253 0.38 2.66 0.45 0.31 0.31 0.83

2102 0.84 221 0.34 2.57 0.22 0.39 0.41 0.81

Relative 2103 0.95 259 0.36 2.76 0.26 0.46 0.40 0.86
2104 0.90 212 0.35 3.02 0.21 0.41 0.43 0.84

2105 0.87 171 0.31 2.79 0.23 0.41 0.40 0.81

2106 0.93 195 0.35 2.73 0.22 0.39 0.42 0.81

Mean 0.89 220 0.35 2.76 0.27 0.40 0.40 0.79

S.Db. 0.05 32 0.02 0.15 0.09 ¢.05 0.04 0.08




Appendix 160

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual absolute and relative organ weight (After administration period)

B-6355

Sex Female
Dose (mg/kg) 30

. Adrenal Adrenal Adrenal Ovary Ovary Ovary Uterus

Animal (R) (L) (R+L) (R) (L) (R+L)
nunber mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(ng/100g BW) mg(mg/100g BW) mg(mg/100g BW} mg{mg/100g BW)
2101 23 27 50 26.9 26.7 53.6 381
2102 28 31 59 61.5 41.6 103.1 370
Absolute 2103 32 31 63 42.7 51.2 93.9 340
2104 32 30 62 33.9 29.9 63.8 422
2105 37 40 77 33.1 38.4 71.5 588
2106 33 36 69 41.6 48.3 89.9 355
Mean 31 33 83 40.0 39.4 79.3 409
S.D. 5 5 9 12.1 9.8 18.3 92
2101 11 13 25 13.4 13.3 26.7 180
2102 12 13 25 26.5 17.9 44.4 159
Relative 2103 18 16 32 21.5 25.7 47.2 171
2104 18 15 31 17.1 15.1 32.2 213
2105 18 20 38 16.2 18.8 35.0 288
2106 16 18 34 20.4 23.7 44.1 174
Meaﬂ 15 16 31 19.2 8.1 38.3 189
S.D. 3 3 5 4.6 4.8 8.2 47




B-6355

Appendix 161 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absclute and relative organ weight (After administration periocd)
Sex : Female

Dose (mg/kg) : 150

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney

Animal (R) (L) (R+L)

number g glg/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BY) glg/100g BW)

3101 200 1.75 372 0.70 5.80 0.30 0.71 0.70 1.41

3102 176 1.75 370 0.57 4.60 0.44 0.63 0.63 1.26

Absolute 3103 184 1.85 264 0.65 5.09 0.37 0.80 0.78 1.56
3104 213 1.81 550 0.84 6.10 0.51 0.89 0.94 1.83

3105 223 1.80 551 0.73 6.94 0.52 0.86 0.91 1.77

3106 177 1.82 339 0.62 4.99 0.37 0.72 0.68 1.40

Mean 196 1.80 408 0.69 5.59 0.42 0.77 0.77 1.54

S.D. 20 0.04 117 0.09 0.86 0.09 0.10 0.13 0.22

3101 0.88 186 0.35 2.90 0.15 0.36 0.35 0.71

3102 0.99 210 0.32 2.61 0.25 0.36 0.36 0.72

Relative 3103 1.01 143 0.35 2.77 0.20 0.43 0.41 0.85
3104 0.85 258 0.39 2.86 0.24 0.42 0.44 0.86

3105 0.81 247 0.33 3.11 0.23 0.39 0.41 0.79

3106 1.03 192 0.35 2.82 0.21 0.41 0.38 0.79

Mean 0.93 206 0.35 2.85 " 9.21 0.40 0.39 0.79

S.D. 0.09 42 0.02 0.16 0.04 0.03 0.03 0.06




Appendix 162

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual absolute and relative organ weight (After administration period)

B-6355

Sex : Female
Dose (mg/kg) 150

Adrenal Adrenal Adrenal Qvary Ovary Ovary Uterus

Animal (R) (L) (R+L) (R) (L) (R+L)
number mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g B¥) mg(mg/100g BW) mgi(mg/100g BY) mg(mg/100g B¥) mg(mg/100g BW)
3101 31 33 64 25.7 34.1 59.8 374
3102 26 31 57 37.8 33.5 71.3 512
Absolute 3103 34 33 67 37.5 42.5 80.0 309
3104 33 35 68 29.6 36.6 66.2 331
3105 37 43 80 42.5 50.8 93.3 365
3106 31 30 61 35.2 34.5 69.7 518
Mean 32 34 66 34.7 38.7 73.4 402
S.D. 4 5 8 6.1 6.8 11.8 91
3101 16 17 32 12.9 17.1 29.9 187
3102 15 18 32 21.5 19.0 40.5 291
Relative 3103 18 18 36 20.4 23.1 43.5 168
3104 15 16 32 13.9 17.2 31.1 155
3105 17 19 36 19.1 22.8 41.8 164
3106 ) 18 17 34 19.9 19.5 39.4 293
Mean 17 18 34 18.0 19.8 37.7 210
S.D. 1 1 2 3.6 2.6 5.8 65




B-6355

Appendix 163 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After administration period)
Sex : Female

Dose (mg/kg) : 750

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney

Animal (R) {L) (R+L)

number g g(g/100g B¥) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW) g{g/100g BW) g(g/100g BW)

4101 245 1.82 358 0.79 8.15 0.41 0.92 1.00 1.92

4102 206 1.74 331 0.64 5.90 0.39 0.73 0.72 1.45

Absolute 4103 150 1.66 301 0.52 4.86 0.39 0.68 0.61 1.27
4104 197 1.79 445 0.62 5.72 0.45 0.73 0.68 1.41

4105 220 1.76 363 0.71 6.79 0.37 0.88 0.91 1.79

4106 182 1.83 274 0.58 5.95 0.32 0.75 0.72 1.47

Mean 200 1.77 345 0.64 6.23 0.39 0.78 0.77 1.55

S.D. 33 0.06 59 0.10 1.12 0.04 0.10 0.15 0.25

4101 0.74 1486 0.32 3.33 0.17 0.38 0.41 ‘0.78

4102 0.84 161 0.31 2.86 0.19 0.35 0.35 0.70

Relative 4103 1.11 201 0.35 3.24 0.26 0.44 0.41 0.85
4104 0.91 226 0.31 2.90 0.23 0.37 0.35 0.72

4105 0.80 165 0.32 3.09 0.17 0.40 0.41 0.81

41086 1.01 151 0.32 3.27 0.18 0.41 0.40 0.81

Mean 0.90 175 0.32 3.12 . 0.20 0.39 0.39 0.78

S.D. 0.14 32 0.01 0.20 0.04 0.03 0.03 0.06




Appendix 164

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Individual absolute and relative organ weight (After administration period)

B-6355

Sex Female
Dose (mg/kg) 750

Adrenal Adrenal Adrenal Ovary Ovary Ovary Uterus

Animal (R) (L) {R+L) {R) {L) (R+L)
number mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg{mg/100g BW)
4101 36 38 74 47.2 49.5 96.7 389
4102 22 23 45 34.6 34.3 68.9 404
Absolute 4103 25 25 50 40.6 29.6 70.2 365
4104 26 28 54 30.3 33.2 63.5 594
4105 29 30 58 30.0 34.4 64.4 287
4106 30 28 58 33.2 36.1 69.3 326
Mean 28 29 57 36.0 36.2 72.2 394
S.D. 5 5 10 6.7 6.9 12.3 107
4101 15 186 30 '19.3 20.2 39.5 159
4102 11 11 22 16.8 16.7 33.4 196
Relative 4103 17 17 33 27.1 18.7 46.8 243
4104 13 14 27 15.4 16.9 32.2 302
4105 13 14 27 13.6 15.6 29.3 130
4106 16 15 32 18.2 19.8 38.1 179
Mean 14 15 29 18.4 18.2 36.6 202
S.D. 2 2 4 4.7 2.0 6.3 62




B-6355

Appendix 185 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight {After recovery period)
Sex : Male

Dose (mg/kg) : O

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney

Animal (R) (L) (R+L)

nurber g g(g/100g BW) mg(mg/100g BW) gl{g/100g BW) g{g/100g BW) g(g/100g BW) glg/100g BW) g(g/100g BW) g(g/100g BW)

1007 399 2.13 421 1.20 11.38 0.67 1.38 1.48 2.86

1008 434 2.14 710 1.22 11.99 0.83 1.63 1.62 3.25

Absolute 1009 491 2.11 406 1.38 14.82 0.59 1.43 1.57 3.00
1010 477 2.09 520 1.62 12.32 0.80 1.51 1.56 3.06

1011 405 2.11 630 1.31 11,13 0.75 1.30 1.27 2.57

1012 436 2.09 463 1.40 12.37 0.78 1.49 1.49 2.98

Mean 440 2.11 525 1.36 12.34 0.74 1.46 1.50 2.95

S.D. 37 0.02 122 0.15 1.32 0.09 0.11 0.12 0.23

‘1007 0.53 108 0.30 2.85 0.17 0.35 0.37° 0.72

1008 0.49 164 0.28 2.76 0.19 0.38 0.37 0.75

Relative 1009 0.43 83 0.28 3.02 0.12 0.29 0.32 0.81
1010 0.44 109 0.34 2.58 0.17 0.32 0.32 0.64

1011 0.52 158 0.32 2.75 0.19 0.32 0.31 0.63

1012 0.48 108 0.32 2.84 0.18 0.34 0.34 0.68

Mean 0.48 121 0.31 2.80 0.17 0.33 0.34 0.67

S.D. 0.04 32 0.02 0.14 0.03 0.03 0.03 0.05




Appendix 166

Individual absolute and relative organ weight (After recovery period)

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Sex : Male
Dose (mg/kg) 0

Adrenal Adrenal Adrenal Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) (R+L) {R) (L) (R+L} (R} (L) (R+L}
number nmg(mg/100g BY) mg{mg/100g BW) mg(mg/100g BW) g(g/100g BW) g({g/100g BW) ¢(g/100g B¥) mg(mg/100g BW) mg(mg/100g BY¥) mg(mg/100g BW)
1007 29 32 61 1.66 1.62 3.28 556 563 1119
1008 31 35 66 1.73 1.78 3.51 623 582 1205
Absolute 1009 37 39 16 1.61 1.57 3.18 548 506 1054
1010 31 29 60 1.19 1.13 2.32 441 386 827
1011 26 30 56 1.61 1.68 3.27 548 556 1104
1012 25 27 52 1.78 1.79 3.57 564 535 1099
Mean 30 32 62 1.60 1.59 3.19 547 521 1068
S.D. 4 4 8 0.21 0.24 0.45 59 71 128
1007 7 8 15 0.42 0.41 0.82 139 141 280
1008 7 8 15 0.40 0.41 0.81 144 134 278
Relative 1009 8 8 15 0.33 0.32 0.65 112 103 215
1010 6 6 13 0.25 0.24 0.49 92 81 173
1011 6 7 14 0.40 0.41 0.81 135 137 273
1012 6 6 12 0.41 0.41 0.82 129 123 252
Mean 7 7 14 0.37 .37 0.73 125 120 245
S.D. 1 1 1 0.07 0.07 0.14 20 23 43




B-6355

Appendix 167 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After recovery period)
Sex : Male

Dose (mg/kg) : 750

Body weight Brain Thynus Heart Liver Spleen Kidney Kidney Kidney

Animal {R) (L) {R+L)

number g g(g/100g BW) ng(mg/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g B¥W) g(g/100g BW) gl{g/100g BW) g(g/100g BW)

4007 433 2.01 682 1.38 12.98 0.88 1.74 1.87 3.61

4008 362 1.96 359 1.15 9.61 0.64 1.26 1.41 2.67

Absolute 4009 476 2.16 415 1.26 14.59 0.66 1.51 1.57 3.08
4010 378 2.12 347 1.22 10.04 0.55 1.38 1.45 2.83

4011 449 2.18 539 1.28 12.68 0.77 1.52 1.58 3.10

4012 369 2.00 456 1.16 9.66 0.73 1.25 1.32 2.57

Mean 411 2.07 466 1.24 11.59 0.71 1.44 1.53 2.98

S.D. 48 0.09 127 0.09 2.11 0.11 0.19 0.18 0.38

4007 0.46 ° 158 0.32 3.00 0.20 0.40 0.43 0.83

4008 0.54 99 0.32 2.65 0.18 0.35 0.3 0.74

Relative 4009 0.45 87 0.26 3.07 0.14 0.32 0.33 0.65
4010 0.56 92 0.32 2.66 0.15 0.37 0.38 0.75

4011 0.49 120 0.29 2.82 0.17 0.34 0.35 0.69

4012 0.54 124 0.31 2.62 0.20 0.34 0.36 0.70

Mean 0.51 113 0.30 2.80 0.17 0.35 0.37 0.73

S.D. 0.05 26 0.02 0.19 0.03 0.03 0.04 0.06




Appendix 168

Individual absolute and relative organ weight (After recovery period)

B-6355

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

Sex : Male
Dose (mg/kg) 750

Adrenal Adrenal Adrenal Testis Testis Testis Epididymis Epididymis Epididymis

Animal (R) (L) (R+L) (R) (L) {R+L) (R) (L) (R+L)
number mg{mg/100g B¥) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g B¥%) mg(mg/100g BW) mg(mg/iC0g BY) mgl(mg/100g BW)
4007 31 35 66 1.73 1.73 3.46 583 585 1168
4008 28 28 54 1.66 1.711 3.37 547 552 1099
Absolute 4009 29 30 59 1.79 1.80 3.59 605 561 1166
4010 29 32 61 1.54 1.52 3.08 493 506 999
4011 34 39 73 1.64 1.63 3.27 578 534 1112
4012 28 30 58 1.75 1.69 3.44 451 482 933
Mean 30 32 62 1.69 1.68 3.37 543 537 1080
S.D. 2 5 7 0.09 0.10 0.18 59 38 95
4007 7 8 15 0.40 '0.40 0.80 135 135 270
4008 8 7 i5 0.46 0.47 0.983 151 152 304
Relative 4009 6 6 12 0.38 0.38 0.75 127 118 245
4010 8 8 16 0.41 0.40 0.81 130 134 264
4011 8 9 16 0.37 0.36 0.73 129 119 248
4012 8 8 16 0.47 0.46 0.93 122 131 253
Mean 8 8 15 0.42 0.41 0.83 132 132 264
S.D. 1 1 2 0.04 0.04 0.09 10 12 22




B-6355

Appendix 169 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After recovery period)
Sex : Female

Dose (mg/kg) : 0

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney
Animal (R} (L) (R+L)
number g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) g{g/100g BW)} g(g/100g BW) g(g/100g BW)
1107 216 1.82 337 0.73 6.25 0.42 0.84 0.82 1.66
1108 203 1.75 272 0.68 5.17 0.42 0.81 0.80 1.61
Absolute 1109 238 1.89 361 0.73 6.65 0.45 0.93 0.92 1.85
1110 261 1.88 414 0.81 6.65 0.54 0.89 0.94 1.83
1111 235 1.80 345 0.71 6.36 0.54 0.83 0.77 1.60
1112 228 1.88 474 0.73 6.27 0.42 0.84 0.84 1.68
Mean 230 1.84 367 0.73 6.23 0.47 0.86 0.85 1.71
S.D. 20 0.06 69 0.04 0.55 0.06 0.04 0.07 0.11
1107 0.84 156 0.34 2.89 0.19 0.39 0.38 0.77 °
1108 0.86 134 0.33 2.55 0.21 0.40 0.39 0.79
Relative 1109 0.79 152 0.31 2.79 0.19 0.39 0.39 0.78
1110 0.72 159 0.31 2.55 0.21 0.34 0.36 0.70
1111 0.77 147 0.30 2.71 0.23 0.35 0.33 0.68
1112 0.82 208 0.32 2.75 0.18 0.37 0.37 0.74
Mean 0.80 159 0.32 2.71 0.20 0.37 0.37 0.74
S.D. 0.05 25 0.01 0.14 0.02 0.02 0.02 0.05




Appendix 170

Individual absolute and relative organ wéight (After recovery period)

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

B-6355

Sex : Female
Dose (mg/kg) : O

Adrenal Adrenal Adrenal Ovary Ovary Ovary Uterus

Animal (R) (L) (R+L) (R) (L) (R+L)
number mg(mg/100g BY) mg(mg/100g BY) mgi{mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) mgl(mg/100g BY) mgl{mg/100g BW)
1107 35 37 72 42.8 38.3 81.1 662
1108 38 36 74 29.9 31.8 61.7 403
Absolute 1109 31 29 60 40.2 34.6 74.8 366
1110 30 31 61 47.4 45.5 92.9 439
1111 31 33 64 45.0 40.7 85.7 546
1112 35 38 73 37.8 34.4 72.2 298
Mean 33 34 67 40.5 37.8 78.1 452
S.D. 3 4 6 6.2 5.0 11.0 132
1107 i6 17 33 19.8 17.7 37.5 306
1108 19 18 36 14.7 15.7 30.4 199
Relative 1109 13 12 25 16.9 14.5 31.4 154
1110 11 12 23 18.2 17.4 35.6 168
1111 13 14 27 1.1 17.3 36.5 232
1112 15 17 32 16.6 15.1 31.7 131
Mean 15 i5 29 17.8 16.3 33.9 198
S.D. 3 3 5 1.9 1.4 3.0 63




B-6355

Appendix 171 A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks
Individual absolute and relative organ weight (After recovery period)
Sex : Female

Dose (mg/kg) : 750

Body weight Brain Thymus Heart Liver Spleen Kidney Kidney Kidney

Animal (R) (L) (R+L)

number g g(g/100g B¥) mg{mg/100g BW) g{g/100g BW) g{g/100g BW) g(g/100g BY) g(g/100g BW) g(g/100g BW) g(g/100g BW)

4107 199 1.86 333 0.63 5.06 0.37 0.72 0.70 1.42

4108 252 1.75 505 0.79 6.72 0.50 0.80 0.84 1.64

Absolute 4109 202 1.85 364 0.75 5.82 0.48 0.78 0.79 1.57
4110 208 1.85 256 0.73 6.26 0.39 0.89 0.83 1.72

4111 261 1.94 523 0.80 7.28 0.65 0.96 1.02 1.98

4112 224 1.89 234 0.82 5.67 0.44 0.89 0.92 1.81

Mean 224 1.86 369 0.75 6.14 0.47 0.84 0.85 1.69

S.D. 27 0.06 122 0.07 0.79 0.10 0.09 0.11 0.19

4107 0.93 187 0.32 2.54 0.19 0.36 0.35 0.71

4108 0.69 200 0.31 2.67 0.20 0.32 0.33 0.65

Relative 4109 0.92 180 0.37 2.88 0.24 0.39 0.39 0.78
4110 0.89 123 0.35 3.01 0.19 0.43 0.40 0.83

4111 0.74 200 0.31 2.79 0.25 0.37 0.39 0.76

4112 0.84 104 0.37 2.53 0.20 0.40 0.41 0.81

Mean 0.84 162 0.34 2.74 0.21 0.38 0.38 0.76

S.D. 0.10 40 0.03 0.19 0.03 0.04 0.03 0.07




Appendix 172

Individual absolute and relative. organ weight (After recovery period)

A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with a recovery period of 2 weeks

B-8355

Sex : Female
Dose (mg/kg) 750

Adrenal Adrenal Adrenal Ovary Ovary Ovary Uterus

Animal (R) (L) (R+L) (R) (L) {R+L)
number mg(mg/100g BYW) mg(mg/100g BY) mg(mg/100g BY) mg(mg/100g BY) mg(mg/100g BY) mg(mg/100g B¥) wmg(mg/100g BW)
4107 27 27 54 29.8 29.6 59.4 381
4108 35 37 72 41.8 41.0 82.8 450
Absolute 4109 39 39 78 39.8 44.5 84.3 441
4110 43 45 88 39.8 41.9 81.7 611
4111 32 34 66 36.0 45.9 81.8 745
4112 38 37 75 48.8 44.6 93.4 400
Mean 36 37 72 39.3 41.3 80.6 505
S.D. 6 6 11 6.3 6.0 11.3 143
4107 14 ' 14 27 15.0 14.9 29.8 191
4108 . 14 15 29 i6.6 16.3 32.9 179
Relative 4109 19 19 39 19.7 22.0 41.7 218
4110 21 22 42 19.1 20.1 39.3 294
4111 12 13 25 13.8 17.6 31.4 285
4112 17 17 33 21.8 19.9 41.7 179
Mean 16 17 33 17.7 18.5 36.1 224
S.D. 3 3 7 3.0 2.7 5.4 53




B-6355

Appendix 173(1/1) A 28-day oral toxicity stuﬂy of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 wee
Individual gross and histopathological findings
Animal No. 1001 Male O mg/kg Day 29 End of administration period

Gross pathology:

A1l tissues Not remarkable

Histopathology:

Liver Vacuolation,hepatocyte,periportal: minimal
Mlcrogranuloma minimal

Prostate Cell infiltration,interstitial: minimal

Spleen Hematopoiesis,extramedullary: minimai, erythroid

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone-marrow,sternal, Cerebellum

Cerebrum 1d1d is, Eve, Heart Intestine, duodenum Intestine , jejunum

Intestlne ileum( Ker ) patch Intestlne cecum, Intestlne colon

Intestlne rectum, Kidney, Lym h node, mesenterlc Lymph node submandibular
bronchus Parath roid, 1tu1tar Sciatic nerve, Stomach

Ske etal muscle femoral, Splnal cord, horac1c Testis, Thymus, Trachea, Thyroid

Urinary bladder’



B-6355

Appendix 174(1/1) A 28-day oral toxicity stugy of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 wee
Individual gross and histopathological findings
Animal No. 1002 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Kidney Regeneration, tubular: minimal

Liver Vacoolation,hepatocyte,periportal: minimal

Microgranuloma: minimal v
Skeletal muscle,femoral Cell infiltration,interstitial: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Epididymis, Eye, Heart, Intestine,duodenum, Intestine,jejunum
Intestine,ileun(Peyer's patch), Intestine,cecum, Intestine,colcn

Intestine, rectum, Lymph node,mesenteric, Lymgh node, submandibular
Lung(bronchus), Parat ¥r01q, Pituitary, Prostate, Sciatic nerve, Spleen, Stomach
Spinal cord,thoracic, Testis, Thymus, Trachea, Thyroid, Urinary bladder



B-63%5

Appendix 175(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1003 Male 0 mg/kg Day 29 End of administration period
Gross pathology:

All tissues Not remarkable

Histopathology:

Kidney Regeneration, tubular: minimal

Liver . Vacuolation,hepatocyte,periportal: minimal
Microgranuloma: minimal

Skeletal muscle,femoral Degeneration,muscular; minimal

Thyroid Ectopic thymus: mild

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, E?ldld is, Eye, Heart, Intestine,duodenum, Intestine,jejunum
Intestine,ileun(Peyer's patch), Intestine,cecum, Intestine,colon

Intestine, rectum, ymgh node,mesenteric, Lymph node,submandibular
Lung(bronchus), Parat ¥ro1q, Pituitary, Prostate, Sciatic nerve, Spleen, Stomach
Spinal cord,thoracic, Testis, Thymus, Trachea, Urinary bladder



B-6355

Appendix 176(1/1) A 28-day oral toxicity~stuﬂy of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 wee
Individual gross and histopathological findings
Animal No, 1004 Male 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology: |

Kidney Regeneration, tubular: minimal

Liver Vacuolation,hepatocyte,periportal: minimal
Prostate Cell infiltration,interstitial: mild

Spleen | Hematopoiesis,extramedullary; minimal, erythroid

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, E 1d1dgmls, Eye, Heart, Intestine,duodenum, Intestine,jejunum
Intestine,ileum(Peyer's patch), Intestine,cecum, Intesfine,colon
Intestine,rectum, Lymph node,mesenteric, Lymph node,submandibular
Lung(bronchus), Parathyroid, Pituitary, Sciatic nerve, Stomach _
Skeletal muscle,femoral, Spinal cord,thoracic, Testis, Thymus, Trachea, Thyroid
Urinary bladder -



B-6355

Appendix 177(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1005 Male 0 mg/kg Day 29 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

Bone+Bone marrow,sternal Degeneration, chondromucinous: minimal
Lung(bronchus} Appearance,alveolar macrophage: minimal
Prostate Cell infiltration,interstitial: mild

Spleen Hematopoiesis,extramedullary: minimal, erythroid

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Epididymis, Eye, Heart
Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney o
Lymph node,mesenteric, Lgmph node, submandibular, Liver, Parathyroid, Pituitary
Sciatic nerve, Stomach, Skeletal muscle,femoral, Spinal cord,thoracic, Testis
Thymus, Trachea, Thyroid, Urinary bladder -



B-6355

Appendix 178(1/1) A 28-day oral toxicit stugy of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2.wee

Individual gross and histopathological findings
Animal No. 1006 Male 0 mg/kg Day 29 End of administration peried
Gross pathology:

All tissues Not remarkable

Histopathology:

Kidney Regeneration, tubular: minimal

Liver Vacuolation,hepatocyte,periportal: minimal
Mlcrogranuloma mininal

Lung(bronchus) Pneumonia,focal: minimal

Prostate Cell infiltration,interstitial: mild

Spleen Hematopoiesis,extramedullary: minimal, erythroid

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, BonetBone marrow,sternal, Cerebellum
Cerebrum, Epididymis, Eye, Heart, Intestine, duodenum, Intestine, Jjejunum
Intestlne ileum(Pe {er S patch Intestlne cecum, Intestlne colon
Intestine,rectun, Lymph node, mesenteric, L{mph node, subnandibular, Parathyroid
Pituitary, Sciatic nerve, Stomach Skeleta mscle, femoral Splnal cord, thoracic
Testis, Thymus, Trachea, Thyr01d Urinary bladder



B-6355

Appendix 179(1/1) A 28-day oral toxicitg study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 2001 Male 30 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Stomach



B-6355

Appendix 180(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 2002 Male 30 mg/kg Day 29 FEnd of administration period
Gross pathology:

All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Stomach



B~6355

Appendix 181(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 2003 Male 30 mg/kg Day 29 End of administrafion period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 182(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 2004 Male 30 mg/kg Day 29 End of administration period

Gross pathology.

A1l tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 183(1/1) A 28-day oral toxicitg study of 4-Kydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 2005 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 184(1/1) A 28-day oral toxicity study of 4-Kydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 2006 Male 30 mg/kg Day 29 End of administration period
Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 185(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 3001 Male 150 mg/kg Day 29 End of administration period

Gross pathology:

A1l tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocytic,central: mild

Stomach Hyperkeratosis, forestomach: minimal, limiting ridge

Hyperplasia, squamous, limiting ridge: minimal



B-6355

Appendix 186(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethame in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 3002 Male 150 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hyperfrophy,hepatocytic,central: mild

Following tissues : Not remarkable

Stomach



B-6355

Appendix 187(1/1) A 28-day oral toxicitg study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 3003 Male 150 mg/ke Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Stomach Hyperkeratosis, forestomach: minimal, limiting ridge

Hyperplasia,squamous, limiting ridge: minimal

Following tissues : Not remarkable

Liver



B-6355

Appendix 188(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 3004 Male 150 mg/ke Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Stomach Hyperplasia,squamous,limiting ridge: minimal

Following tissues : Not remarkable

Liver



B-6355

Appendix 189(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 3005 Male 150 mg/kg Day 29 End of administration period

Gross pathology:

A1l tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic,central: minimal

Stomach Hyperplasia, squamous,limiting ridge: mild



B-6365

Appendix 190(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 3006 Male 150 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Vacuolation,hepatocyte,periportal: minimal
Stomach Hyperkeratosis, forestomach; minimal

Hyperplasia,squamous,limiting ridge: minimal



B-6355

Appendix 191(1/1) A 28-day oral toxicity stugy of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 wee
Individual gross and histopathological findings
Animal No. 4001 Male 750 mg/kg Day 29 End of administration period

Gross pathology:

Intestine,cecum Dilatation,lumina; mild

Stomach Thickening,wall, forestomach: mild

Other tissues Not remarkable

Histopathology:

Kidney Regeneration, tubular: minimal

Liver Vacuolation,hepatocyte,periportal: minimal
%%55?%533%%?%3ﬂa%33§¥?%,centra1: mild

Spleen Hematopoiesis,extramedullary: minimal, erythroid

Stomach Hyperkeratosis,forestomach: mild

yperplasia, squamous, forestomach: mild
Hyperplasia, squamous, limiting ridge: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Epididymis, Eye, Heart, Intestine,duodenum, Intestine,jejunum
Intestine,ileun(Peyer's patch), Intestine,cecum, Intestine,colon
Intestine,rectum, Lymph node,mesenteric, Lymgh node, submandibular
Lung(bronchus), Parathyroid, Pituitary, Prostate, Sciatic nerve .
Skeletal muscle,femoral, Spinal cord,thoracic, Testis, Thymus, Trachea, Thyroid
Urinary bladder



B-6355

Appendix 192(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No, 4002 Male 750 mg/kg Day 29 End of administration pericd

Gross pathology:

Intestine,cecum Dilatation,lumina: mild

Stomach Thickening,wall, forestomach: mild

Other tissues Not remarkable

Histopathology:

Bone+Bone marrow,sternal Degeneration,chondromuicinous: minimal

Liver Microgranuloma: minimal
Hypertrophy,hepatocytic,central: mild

Parathyroid Cell infiltration,lymphocytic: minimal, interstitial

Prostate Cell infiltration,interstitial: minimal

Stomach Hyperkeratosis, forestomach; minimal

Hyperplasia, squamous, forestomach: minimal
Hyperplasia,squamous,limiting ridge: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Epididymis, Eye, Heart
Intestine,duodenun, Intestine,jejunum, Intestine,ileun(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectun, Kidney .

Lynph node,mesenteric, L Yh node, submandibular, Lung(bronchus}, Pituitary
Sciatic nerve, Spleen, Skeletal muscle,femoral, Spinal cord,thoracic, Testis
Thymus, Trachea, Thyroid, Urinary bladder



B-6355

Appendix 193(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenyimethane in rats with

a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 4003 Male 750 mg/kg Day 29 End of administration period
Gross pathology:

Intestine, cecum Dilatation, lunina: mild

Stomach Thickening,wall,forestomach: mild

Other tissues Not remarkable

Histopathology:

Kidney - Regeneration,tubuiar: minimal

Liver %icrogranuloma: minimal o
ypertrophy,hepatocytic,central: mild

Stomach Hyperkeratosis, forestomach: mild
Hyperplasia, squamous, forestomach: mild
Hyperplasia,squamous,limiting ridge: mild
Skeletal muscle,femoral Degeneration,muscular: minimal

Thyroid Remnant ,ultimobranchial body: minimal

Following tissues : Noi remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Epididymis, Eye, Heart, Intestine,duodenum, Intestine,jejunum
Intestine, ileun( eKer's patch), Intestine,cecum, Intestine,colon
Intestine,rectum, Lynph node,mesenteric, Lymph node,submandibular
Lung(bronchus), Parat ¥r01q, Pituitary, Prostate, Sciatic nerve, Spleen
Spinal cord,thoracic, Testis, Thymus, Trachea, Urinary bladder



B-6355

Appendix 194(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 4004 Male 750 mg/kg Day 29 FEnd of administration period
Gross pathology:

Intestine,cecun Dilatation,lumina: mild

Stomach Thickening,limiting ridge: mild

0Other tissues Not remarkable

Histopathology:

Bone+Bone marrow,sternal Degeneration,chondromicinous: minimal

Liver Hypertrophy,hepatocytic,central; minimal

Spleen Hematopoiesis,extramedullary: minimal, erythroid
Stomach Hyperkeratosis, forestomach; minimal

Hyperplasia, squamous,limiting ridge: mild

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Epididymis, Eye, Heart
Intestine,duodenum, Intestine,jejunum, Intestlne,lleuméPeyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney _
Lymph node,mesenteric, Lymph node,submandibular, Lung(bronchus), Parathyroid
Pituitary, Prostate, Sciatic nerve, Skeletal muscle,lemoral

Spinal cord,thoracic, Testis, Thymus, Trachea, Thyroid, Urimary bladder



B-6355

Appendix 195(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week

Individual gross and h;stopathological findings
Animal No. 4005 Male 750 mg/kg Day 29 End of administration period
Gross pathology:

Epididymis

Intestine,cecum
Stomach

Other tissues
Histopathology:
Epididymis
Kidney

Liver
Lung(bronchus)
Spleen

Stomach

Thyroid

Following tissues :

Focus,yellow: 1 present, left
caudal, 3x5mm

Dilatation,lumina: mild
Thickening,limiting ridge: mild
Not remarkable

Granuioma,spermatic: mild, cauda

Regeneration, tubular: mild
Hypertrophy,hepatocytic,central: mild
Mineralization,arterial wall: minimal
Hematopoiesis,extramedullary: minimal, erythroid
s et
Hyperplasia,squamous,limiting ridge: mild
Remnant ,ultimobranchial body: minimal

Not remarkable

Adrenal, Bone:Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum

Cerebrum, E{e, Heart, Intestine,duodenum, Intestine,je%unum

eun(Peyer's patch), Intestine,cecum, Intes )
h node,mesenteric, Lymph node,submandibular, Parathyroid
ciatic nerve, Skeletal muscle,femoral

Intestine,i

Intestine, rectun,
Pituitary, Prostate

ine,colon

Spinal cord,thoracic, Testis, Thymus, Trachea, Urinary bladder



B-6355

Appendix 196(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No, 4006 Male 750 mg/kg Day 29 End of administration period

Gross pathology:

Stomach - Thickening,wall, forestomach: mild

Other tissues Not remarkable

Histopathology:

Kidney Regeneration,tubular: minimal

Liver Vacuolation,ﬁepatocyte,periportal: minimal

Microgranuloma: minimal .
Hypertrophy,hepatocytic,central: minimal

Prostate Cell infiltration,interstitial: mild
Stomach Hyperkeratosis, forestomach: mild

Hyperplasia, squamous, forestomach: mild
Hyperplasia,squamous, limiting ridge: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Epididymis, Eye, Heart, Intestine,duodenum, Intestine,jejunum
Intestine,ileun(Peyer's patch), Intestine,cecum, Intestine,colon
Intestine, rectum, ymﬁh node, mesenteric, Lymgh node, submandibular
Lung(bronchus), Parat {rmd2 Pituitary, Sciatic nerve, Sﬁleen
Skeletal muscle,femoral, Spinal cord,thoracic, Testis, T

Urinary bladder

ymus, Trachea, Thyroid



B-6355

Appendix 197(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1101 Female 0 mg/kg Day 29 End of administration period
Gross pathology:

All tissues Not remarkable

Histopathology:

Bone+Bone marrow,sternal Degeneration,chondromucinous: minimal
Liver Vacuolation,hepatocyte, periportal: minimal

Microgranuloma: minimal

Following tissues : Not remarkable

Heart

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Eye
s patch)

Intestine,duodenum, Intestine,jejunum, Intestine,ileumé?eyer
Intestine,cecun, Intestine,colon, Intestine,rectum, Kidney
Lymph node,mesenteric, Lymph node,submandibular, Lung(bronchus), 0var{
Parathyroid, Pituitary, Sciatic nerve, Sﬁleen, étomach, Skeletal muscle,femoral
Spinal cord,thoracic, Thymus, Trachea, Thyroid, Urinary bladder, Uterus



B-6355

Appendix 198(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No, 1102 Female 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology: )
Liver Vacuolation,hepatocyte,periportal: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Eye, Heart, Intestine,duodenum, Intestlne,je%unum
Intestine,i eum(Peﬁer's patch), Intestine,cecum, Intestine,colon
Intestine, rectum, 1dneg, Lymph node,mesenteric, Lymph node,submandibular
Lunﬁ(bronchus}, Ovary, Parathyroid, Pituitary, Sciatic nerve, Spleen, Stomach
Skeletal muscle,femoral, Spinal cord,thoracic, Thymus, Trachea, Thyroid
Urinary bladder, Uterus



B-6355

Appendix 199(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No, 1103 Female 0 mg/ke Day 29 End of administration period

Gross pathology:

A1l tissues Not remarkable

Histopathology:

Liver Vacuolation,hepatocyte,periportal: minimal
Lung{bronchus) Hemorrhage, focal: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Eye, Heart, Intestine,duodenum, Intestlne,ge%unum
Intestine, ileun{Peyer's patch), Intestine,cecum, Intestine,colon
Intestine,rectum, Kidney, Lymph node,mesenteric, Lymph node,submandibular, Ovary
Parathyrold, Pituitary, Sciatic nerve, Sgleeg Stomach, Skeletal muscle,femoral
Spinal cord,thoracic, Thymus, Trachea, T yr01&, Urinary bladder, Uterus



B-6355

Appendix 200(1/1) A 28-day oral toxicity stugy of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 wee
Individual gross and histopathological findings
Animal No. 1104 Female 0 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Bone+Bone marrow,sternal Degeneration,chondromucinous: minimal
Kidney Regeneration, tubular: minimal

Fibrosis,focal: mild

Liver Vacuolation,hepatocyte,periportal: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Eye, Heart
Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer s patch) |
Intestine,cecum, Intestine,colon, Intestine,rectum, Lymph node,mesenteric
Lymph node, submandibular, Lunﬁ(bronchus), (Ovary, Parathyroid, PltUItarK .
Sciatic nerve, Spleen, Stomach, Skeletal muscle,femoral, Spinal cord,thoracic
Thymus, Trachea, Thyroid, Urinary bladder, Uterus



B-6355

Appendix 201(1/1) A 28-day oral toxicify study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 1105 Female 0O mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: mild

Microgranuloma: minimal
Skeletal muscle,femoral Degeneration,muscular: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Eye, Heart, Intestine,duodenun, Intestlne,Je%unum
Intestine, i eum(PeKer’s patch), Intestine,cecum, Intestine,colon
Intestine,rectum, Kidney, Lymph node,mesenteric, Lymph node,submandibular
Lung(bronchus), évary, arathyroid, Pituitary, Sciatic nerve, Spleen, Stomach

Spinal cord,thoracic, Thymus, Trachea, Thyroid, Urinary bladder, Uterus



B-6355

Appendix 202(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1106 Female 0 mg/kg Day 29 End of administration period
Gross pathology:

All tissues Not remarkable
Histopathology:
Heart Cardiomyopathy: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum

Cerebrun, Eye, Intestine ,Guodenum, Intestine, Jejunum

Intestine i eum(Pe er's patch) Intestine,cecum, Intestine,colon

Intestlne rectum, Kidney, Lymph node, mesenterlc Lymph node submandlbular Liver
§ ronchus Ovary, arathyr01d P1tu1tary, Sciatic nerve, Spleen, Stomach

Ske etal muscle femoral, Spinal cord, thoracic, Thymus, Trachea, Thyr01d

Urinary bladder, Uterus



B-6355

Appendix 203(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 2101 Female 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuioma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 204{1/1) A 28-day oral toxicitg study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 2102 Female 30 mg/kg Day 23 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 205(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 2103 Female 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: minimal

Microgranuloma: mild

Following tissues : Not remarkable

Stomach



B-6355

Appendix 206(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 2104 Female 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histogathologz:
Liver Vacuolation,hepatocyte,periportal: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 207(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 2105 Female 30 mg/kg Day 29 End of administration period
Gross pathology: "

All tissues ' Not remarkable
Histopathology:
Liver Microgranuloma: mild

Following tissues : Not remarkable

Stomach



B-6355

Appendix 208(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No, 2106 Female 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal; mild

Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 209(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 3101 Female 150 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: minimal

Microgranuloma: minimal

Stomach Hyperkeratosis,forestomach; minimal, limiting ridge
Hyperplasia,squamous, limiting ridge: minimal



B-6355

Appendix 210(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animgl No. 3102 Female 150 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Stomach



B-6355

Appendix 211(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological firdings
Anipal No. 3103 Female 150 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: minimal

Microgranuloma: minimal

Following tissues : Not remarkable

~ Stomach



B-6355

Appendix 212(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 3104 Female 150 mg/kg Day 29 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Stomach



B-6355

Appendix 213(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 3105 Female 150 mg/kg Day 29 End of administration period
Gross pathology:

Intestine,cecum Dilatation, lumina: mild

QOther tissues Not remarkable

Histopathology:

Liver Vacuolation,hepatocyte,periportal: minimal

Microgranuloma: minimal

Following tissues : Not remarkable

Intestine,cecum, Stomach



B-6355

Appendix 214(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 3106 Female 150 mg/kg Day 29 End of administration period
Gross pathology: "
All tissues Not remarkable
Histopathology:

Following tissues : Not remarkable

Liver, Stomach



B-6355

Appendix 215(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of Z week

Individual gross and histopathological findings
Animal No. 4101 Female 750 mg/kg Day 29 End of administration period
Gross pathology:

Intestine,cecum Dilatation,lumina: mild

Stomach Thickening,wall,forestomach: moderate
Other tissues Not remarkable

Histopathology:

Bone+Bone marrow,sternal Degeneration,chondromucinous: minimal
Kidney Regeneration, tubular: minimal

Liver Vacuolation,hepatocyte,periportal: minimal
Stomach Hyperkeratosis, forestomach: mild

Hyperplasia, squamous, forestomach: mild
Hyperplasia, squamous,limiting ridge: mild

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Eye, Heart
Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Lzmph node, mesenteric
Lymph node,submandibular, Lung{bronchus), Ovary, Parathyroid, Pitu@tar¥
Sclatic nerve, Spleen, Skeletal muscle,femoral, Spinal cord,thoracic, Thymus
Trachea, Thyroid, Urinary bladder, Uterus



a recovery period of 2 week

B-6355

Appendix 216(1/1) A 28-day oral toxicitg study of 4-Hydroxydiphenylmethane in rats with

Individual gross and histopathological findings
Animal No. 4102 Female 750 mg/kg Day 29 FEnd of administration period

Cross pathology:

Intestine,cecun Dilatation,lumina: mild

Stomach Thickening,wall, forestomach: mild

Other tissues Not remarkable

Histopathology:

Liver Vacuolation,hepatocyte,periportal: minimal
Stomach Hyperkeratosis, forestomach: mild

Hyperplasia,squamous, forestomach; minimal
Hyperplasia,squamous, limiting ridge: mild

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Eye, Heart, Intestine,duodenum, Intestlne,Je%unum
Intestine, i eum(Peﬁgr's patch), Intestine,cecum, Intestine,colon
Intestine,rectum, Kidney, Lymph node,mesenteric, Lymph node,submandibular
Lun%(bronchus), Qvary, Parathyroid, Pituitary, Sciatic nerve, Spleen
Skeletal muscle,femoral, Spinal cord,thoracic, Thymus, Trachea, Thyroid
Urinary bladder, Uterus )



B-6355

Appendix 217(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
v Individual gross and histopathological findings
Animal No. 4103 Female 750 mg/kg Day 29 End of administrafion period

Gross pathology:

Intestine,cecun Dilatation,lumina: mild

Other tissues Not remarkable

Histopathology:

Bone+Bone marrow,sternal Degeneration, chondromucinous: minimal
Kidney Regeneration, tubular: minimal

Stomach Hyperkeratosis, forestomach: mild

Hyperplasia, squamous, forestomach: mild
Hyperplasia,squamous,limiting ridge: mild

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Cerebellum, Cerebrum, Eye, Heart
Intestine,duodenum, Intestine,jejunum, Intestine,ileum(Peyer's patch)
Intestine,cecun, Intestine,colon, Intestine,rectum, Lymph node,mesenteric
Lynph node, submandibular, Liver, Lung(bronchus), Ovary, Parathyroid, Pituitary
Sciatic nerve, Spleen, Skeletal muscle,femoral, Spinal cord,thoracic, Thymus
Trachea, Thyroid, Urinary bladder, Uterus



B-6355

Appendix 218(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 4104 Female 750 mg/kg Day 29 End of administration period

Gross pathology:

Intestine,cecum Dilatation,lumina: mild

Stomach Thickening,wall,forestomach: mild

Other tissues Not remarkable

Histopathology:

Kidney Regeneration, tubular: minimal
Urlnary cast,hyaline: minimal

Liver Micro%ranuloma: minimal .
Hypertrophy,hepatocytic,central: minimal

Stomach Hyperkeratosis,forestomach; minimal
Hyperplasia,squamous,limiting ridge: minimal

Skeletal muscle,femoral Degeneration,muscular: minimal

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Eye, Heart, Intestine,duodenun, Intestine,je%unum
Intestine, i eum(PeKer's patch), Intestine,cecunm, Intestine,colon
Intestine, rectum, Lymph node,mesenteric, Lymph node,submandibular
Lung({bronchus), Ovary, Parathyroid, Pituitary, Sciatic nerve, Spleen

Spinal cord,thoracic, Thymus, Trachea, Thyroid, Urinary bladder, Uterus



B-6355

Appendix 219(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No, 4105 Female 750 mg/kg Day 22 End of administration period

Gross pathology:

Intestine, cecum Dilatation, lumina: mild

Stomach Thickening,wéll,forestomach: mild

Other tissues Not remarkable

Histopathology:

Kidney Regeneration, tubular: minimal

Liver Hypertrophy,hepatocytic,central: minimal
Stomach Hyperkeratosis, forestomach: mild

Hyperplasia,squamous, forestomach: mild
Hyperplasia,squamous,limiting ridge: mild

Following tissues : Not remarkable

Adrenal, Bone+Bone marrow,femoral, Bone+Bone marrow,sternal, Cerebellum
Cerebrum, Eye, Heart, Intestine,duodenun, Intestlne,je%unum
Intestine,i eum(PeKer's patch), Intestine,cecum, Intestine,colon
Intestine,rectum, Lymph node,mesenteric, Lymph node,submandibular
Lun§(bronchus), Uvary, Parathyroid, Pituitary, Sciatic nerve, Spleen
Skeletal muscle,femoral, Spinal cord,thoracic, Thymus, Trachea, Thyroid
Urinary bladder, Uterus



B-6355

Appendix 220(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Anipal No. 4106 Female 750 mg/kg Day 29 End of administration period

Gross pathology:

Stomach Thickening,wall,forestomach: mild
(Other tissues Not remarkable

Histopathology:

Bone+Bone marrow,sternal Degeneration,chondromicinous: minimal
Liver Microgranuloma: minimal

Stomach Hyperkeratosis, forestomach; mild

Hyperplasia,squamous,limiting ridge: minimal

Following tissues : Not remarkable

Adrenal, BonetBone marrow,femoral, Cerebellum, Cerebrum, Eye, Heart
Intestine,duodenum, Intestine,jejunum, Intestine,ileun(Peyer's patch)
Intestine,cecum, Intestine,colon, Intestine,rectum, Kidney

Lymph node,mesenteric, Lymph node,submandibular, Lung{bronchus), Qvar
Parathyroid, Pituitary, Sciatic nerve, Sﬁleen, Skeletal muscle, femora
Spinal cord,thoracic, Thymus, Trachea, Thyroid, Urinary bladder, Uterus



B-6355

Appendix 221(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1007 Male 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 222(1/1) A 28-day oral toxicitg study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No, 1008 Male 0 mg/kg Day 43 End of recovery period

Gross pathology:

A1l tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable
Stomach




B-6355

Appendix 223(1/1) A 28-day oral toxicity study of 4-Hydroxyd1pheny1methane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1009 Male 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: mild

Mlcrogranuloma minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 224(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No, 1010 Male 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 225(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1011 Male 0 mg/kg Day 43 End of recovery period

Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Stomach



B-6355

Appendix 226(1/1) A 28-day oral toxicity study of 4-Hydfoxydipheny1methane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1012 Male O mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkahle
Histopathology:
Liver Vacuolation,hepatocyte,periportal: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 227(1/1) A 28-day oral toxicitg study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 4007 Male 750 mg/ke Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology: )
Liver Microgranuloma: minimal

Following tissues : Not remarkable
Stomach




B-6355

Appendix 228(1/1) A 28-day oral toxicity stugy of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 wee
Individual gross and histopathological findings
Animal No. 4008 Male 750 mg/kg Day 43 End of recovery period

Gross pathology:

ALl tissues Not remarkable

Histopathology:

Liver Micro%ranuloma: minimgl .
Hypertrophy, hepatocytic,central: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 229(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

individual gross and histopathological findings
Animal No. 4009 Male 750 mg/kg Day 43 End of recovery period
Gross_pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Stomach



B-6355

Appendix 230(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
8 recovery period of 2 week

Individual gross and histopathological findings
Animal No. 4010 Male 750 mg/kg Day 43 End of recovery period
Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 231(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 4011 Male 750 mg/kg Day 43 End of recovery period

Gross pathology:

Stomach Thickening,wall,forestomach: mild

Other tissues Not remarkable

Histopathology:

Liver Vacuolation,hepatocyte,periportal: minimal
Stomach Hyperkeratosis, forestomach: minimal

Hyperplasia, squamous, forestomach: mild
Hyperplasia,squamous,iimiting ridge: minimal



B-6355

Appendix 232(1/1) A 28-day oral toxic%tg study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings

Animal No. 4012 Male 750 mg/ke Day 43 End of recovery period
Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Micro%ranuloma: ninimal "
Hypertrophy,hepatocytic,central: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 233(1/1) A 28-day oral toxic%tg study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 1107 Female 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma; minimal

Following tissues : Not remarkable
Stomach




B-6355

Appendix 234(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 1108 Female 0 mg/kg Day 43 End of recovery period

Gross pathology: _
All tissues Not remarkable

Histopathology:
Liver Vacuolation,hepatocyte,periportal; minimal

Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 235(1/1) A 28-day oral toxicify study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1109 Female 0 mg/kg Day 43 End of recovery period

Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Stomach



B-6355

Appendix 236(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No, 1110 Female 0 mg/kg Day 43 Fnd of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: mild

Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 237(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

a recovery period of 2 week
Individual gross and histopathological findings
Animal No. 1111 Female 0 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation,hepatocyte,periportal: minimal

Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 238(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 1112 Female 0 mg/kg Day 43 End of recovery period
Gross pathology.

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 239(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 4107 Female 750 mg/ke Day 43 End of recovery period

Gross pathology:

Stomach Thickening,limiting ridge: mild

Other tissues Not remarkable

Histopathology:

Liver Vacuolation,hepatocyte,periportal: minimal

Stomach Hyperkeratosis, forestomach: minimal, limiting ridge

Hyperplasia, squamous, limiting ridge: minimal



B-6355

Appendix 240{1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
" & recovery period of 2 week

Individual gross and histopathological findings
Animal No. 4108 Female 750 mg/kg Day 43 End of recovery period

Gross pathology:

All tissues Not remarkable
Histopathology:
_ Liver Microgranuloma: minimal

Following tissues : Not remarkable

Stomach



B-6355

Appendix 241(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with

& recovery period of 2 week

Individual gross and histopathological findings
Animal No. 4109 Female 750 mg/ke Day 43 Fnd of recovery pefiod
Gross pathology:

All tissues Not remarkable
Histopathology:

Liver Vacuolation, hepatocyte,periportal: minimal
, Microgranuloma: minimal

Stomach Hyperplasia,squamous,limiting ridge: minimal



B-6355

Appendix 242(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathelogical findings
Animal No. 4110 Female 750 mg/kg Day 43 End of recovery period
Gross pathology:

All tissues Not remarkable
Histopathology:
Stomach Hyperplasia, squamous, forestomach: minimal

Following tissues : Not remarkable

Liver



B-6355

Appendix 243(1/1) A 28-day oral toxicity-study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week :

Individual gross and histopathological findings
Animal No. 4111 Female 750 mg/kg Day 43 End of recovery period

Gross pathology:

Stomach Thickening,limiting ridge: mild

Other tissues Not remarkable

Histopathology:

Liver Vacuolation,hepatocyte,periportal: minimal

Microgranuloma: minimal

Stomach Hyperkeratosis, forestomach: minimal, limiting ridge
Hyperplasia,squamous, forestomach: minimal



B-6355

Appendix 244(1/1) A 28-day oral toxicity study of 4-Hydroxydiphenylmethane in rats with
a recovery period of 2 week

Individual gross and histopathological findings
Animal No. 4112 Female 750 mg/kg Day 43 End of recovery pericd
Gross pathology:

All tissues Not remarkable
Histopathology.
Liver Vacuolation,hepatocyte,periportal: minimal

Following tissues : Not remarkable

Stomach
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7 —F (AF~BRRE, 20084 124 11 H
BEEEAE) 20084 128 128
20084 128 15H 20084 128 16H
ERBEEER - K- R IR 20084F 128 118
20084 12H 12 R
20084 12H 13 H
20084F 128 15H  20084F 128 16H
SRR 200842 128 178 20084 121 19H
EF—% (FRMERE, 20094 1H 238
WERIR DIRE - B—HERER. 20094 1R 268
- mE. WEEE 20094 2R 2R
20094 2H 3H 20094 2RA 4H
BOERERR 20094 2R 9H 20094 24 108
BHEBEE 200904 8A 7H 20094 8A 7H




B-6355

EEMLRIAE (3/3)

TOoERBE
BEBEEERD
#W &E B H AEEYME A E B BEEBRE~D
WA

VAT 20084 68 2H 20084 68 3H
BE - Bk, RAERE 200848 6A 2H 20084 6H 3H
200848 68 6H 20084 6A 9H
20084 6H 9H 20084 6A 10B
RBRE LE - B35 20084f 9H 3H 20084 9H 4BH
20084 973 4H 20084 98 5H
mKFRE - MELERE 2008%= 9H 4H 20084 9H S5AH
REBEMSTRE 200844 9H 9B 20084 9H 12H
(G142 - 9 - ufn) 20084 9H 9B 20084 9H 12H
20084 9H 9H 20084 9K 12B.
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