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Twenty-eight-day Repeat Dose Oral Toxicity Test of Methylenediphenol in Rats

AFLyI7x/=0%0, 8, 40, 2008 & U°1000
mg/kg DAETCHHEDOSDAR T v MZ28 BRIRELOR
5L, FOBEIIOWTRET L.

*FHRAE, 2008 X TF1000 mg/kgBEIZ DWW TIZ14H
EEEEX T/,

S BB IHED 1000 meg/kgBHEDO 1 FIHFE R ﬁmm
BT, SREBFRS LOEEBEHT RLZ2D, SENE
L7, #BRoER,
RBEOUL ASENBD LN

HELZEREOBMEI MO 1000 mg/kgBET, HEE
il & O EAE A MERE D 1000 mg/kgBET, FhENZE5H
il SR NELE IR (A ,

MEAECFHREILBY T, HFSWRIRTHICHED
1000 mg/kgBETHEILAF O - N OEMHEE, #HED 1000
mg/kg BTN I — ADEMES L CyCT D& E, HD
2008 X 0540 mg/kgBETHE I L A5 0 — LOEENZED
L/, TR0, BEBEPICRAShLZY -
7z

INEERE CHEBYHEKRSIC L L EBbn s B{trE
BIUHETED N,

B T2 1000 mg/kg BEOMERET, BRI B B Ok
&b, FIBRORE, BRBOBROBENFFO LN/,
200 mg/kgBF DREMETIL, BRBORORENED LN
720 REAGERE CHWE O8ER, BREOEDS
Fork, B8 OWREAHT1000 me/kg BEOMERETED S /-,
IS DEIIHBRY AR S HOHLEHIE I3 5 %)
HELTTETLILDEEI LR,

T IRIRBARFRE T/ IERLEOIF MR KA
D200 L 051000 meg/kgHTRDO LN, BEE
EilE T O D 1000 mg/kg BECHIHRE & D&l (Kt
EEIAMESR), #9200 mg/kgECHIREED
SEGENER)FRBOONTEY, HBRYERSICER
L-EMRBBROFEIf TR S NI

mEFHRE, RBREOER, HBRWHIRS Efz;
LEZOLNDENIALN Do/,

PlE, #200 mg/kgBET, MEIT40 me/ke BE CHER
WHEERSICRRT L LEZ ONDEAFZO LRI,
>T, AREFEGHTFILB T 2EZEE(NOELML, #id
40 mg/kg/day, 138 mg/kg/day & T L 7. .
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HLBEOEWH, BRFBOEOLE,

FHik

1. #HERYE

AFVLT7 2=V (ZHLER, F@m, oy F
55980013, #AE99.0 %)X, AL100°C, #4360~370
°C(760 mmHg), #%HE3 mmHg (200 °C), H.E1.18(25
C), BERTHEARI$ X+ 7> FREGT, &, 7
1WA, RIEARE RIVLXFN, 7x FEBOE
B, BB IRFD, RYH—FKi— b, TRF S,
FYZZTNVBEEOEH2E LTHVWSRLTWS,

HERPEIE AR LSRR L, BRI L 7. #E
BYWEIABYIBTEETH o E 2R,

2. ABRBME SLUREBERH

BAF = - JN—RPH5AFLLSDART v b
(Crj:CD(SD)IGS, SPF) %, 8 HREI#E - BIfL L, M
AP AER A L 7. &5 BIAH B ICHRER L
EEAMBEIC L DBSY L. 1BEOBHEIIEES
6PLE L, xFBEEE, 20038 & UF1000 mg/kg Bl DWW Tl

MEHER 6 14 HMEHERE % 321 72, RS BGE OB
13585, RE@EIIHEI150~173 g, MH117~140 g

THo7:.

BiE - LM+ G0 R E MM S, B2+ 2
CFFAE#PIL19~25 °C), HIAHBEESS + 15 % (FFAE#HH
35~75%), MEHIZE/HE(F - LT Ly 17—
%), BBHI128R/H (7:00-19:00) \CHEHAES L AAH
FEFHLL. SFHBHOREROENEIITh TR
22~24°C, 51~79% Tdh o 7=. :

Y ErBREBAOERBWHKE (<~ 7% v 7, A
BF =AY —E) FRNIRY) =K 5 — 3
=Tl —YHi-yEE2IC ST NE L E
HLi. ‘

Bwicid, ERSWHERERMF )L 5 VB
BTER)B LS umD 7 + V7 — B, EQ8E
L7oK#EKE, EREFERICBRESE.

3. #"i:?gt:otuf“—i?i/f
#5 TR, m%&ﬁ4ka4/»$LfﬁD#5a
S HEE28AME L, SIS LALEY
/T%fﬁ\z‘fl B 1, Faihicsasifkaiks L.
RRHBRIZKET L, #HEWE % 100,.500; 10008 L OF
2000 mg/kg DEMBETSDRT v MIBEKRS L&
£, 2000 mg/kgHET—BRBEORFENZO LA, O,
100, 5003 X UF1000 mg/kg & H&T 14 BB B

949



28 H IR RIS HMEHR

B5 LR, 1000 F 7213500 mg/kg BEOREIE T, #ER
WHEEZESIL L2 LB ErZO R, fE-T,
ARBRCIIREHAEL 1000 mg/kg& L, LTAKST
200, 0B X U8 mg/kgDEt4HERZZTEL-. 5
WEIZI0OmL/kg & L, ZRWEHADOKELFHICEH L
7. & SIZEE (0.1 % Tween 80710.5 % CMC-Nask
B DR EHRET AABREE & 551 7-.

RE ISR E % B 1(0.1 % Tween 80 [HE{LH
T 3B #n0.5 % CMC-Na [BISRALF00] AiEHE) 12
MERBL, S - BTCRELE:. B5RPOuERY
HRE, H—HRUSHBOREMIZOWTIE, YifE
BTl L. :

4. BRBIURESZ®
TFTROFAEZRAEL .

WMH%EHELIE, HI~THEEIAL L. T2,

VAR % MM & L7z, :

B, HEAOREIRSH
%298

1) —BRE, cESLUEER
EPOWT— KRB B (5SS 8%
DIHZ2E, FOMOMBEXIBIE)EBEL-. 8B
ot U‘P‘ﬁﬁitif‘%ﬁﬁu BlUzokEE1B#EL
?gﬁﬁgkow’ﬂi%ﬂﬁ?iﬂwlllg&ﬁ‘ Yo 18Ty
fzmgi‘ﬁtﬂ L7,

2)  MAFZASE

F29H(BRRESHORA)B L U438 (@{EW‘W
TRIIENRBYEIRERELET T, FARY -1
F MUY LADIEBERNZSICE DRREEL, BAEHRE VI
MUz #HonzmEsfAve, KK —270
—DCA Y E—5r 2RiEE), M (RF/DCA v ¥
=&Y ARME), MAMRB(Y - A 70 —-DCA v ¥ -
FrABME), eSOV Y iRESLSANEZOV
&), AT by MEGRILER OV REEERBE) %
ZHH BB MERS B (NE-4500: > R X v 7 Z68) %
BT, QIMERE S (Wright 56830 EAR) % d ik
fd B 8547 % B (MICROX HEG-70A % 4 -2 () 2 Fw
T, BHRMBEF (TP VT L =F— 2 HOETO—H 4
AR — )% QEER IR E 2 B (R-2000: ¥ X A
Y 7A@, SOV SRR (Quick —BE), &M
BT ra Y K75 AF 0 BHGER Lt 7 7075 2
TV ) & MR E A B E % (KC10A: 7 2 15y
) FRAWT, FRERPELY. $-REOEEYS
FHRMRER(MCY), FIgR IR & F & MCH),
FHRMmERM A EREMCHC) * B/ L2, SEMIL-
MELT7ubos v rsEs L Emess oy R
TIAFRBEUEICR32% 7 o=+ by v Ak
Bilit, £OMOBEB OWEITIIEDTA-2K 2/ L 7=

3)  MABEILFHE :
RBLAMBEO—-8B2H30 MBS ERECTEL,
O N MiE AV T AST(GOT; JSCC S &), ALT

(GPT;JSCCHRHE), YGT(SSCCHRIE), ALP(JSCC
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HRE), BEY VY Y (BODE), REZEFE (Urease-
GLDHiE), 7 v 7F=> (JaffeiE), 72— Z(GleK-
G6PDH %), #£3V A5 u— v (CES-CO-PODi#), Y
7+ 74 F(LPL-GK-G3PO-POD#), #%H (Biuret
k), 7TV7IY(BCGHE), A/GHR(BREABLIUTL
TIVEDEW), AT A(OCPCHE), EHKY
(PNP-XOD-POD#:), + FUwa, AUwaA, za—p
(4 F »@IREBE) % BEH5 17358 (B 32736-10 608
MEMEPD L D BIE L.

4) RIRE

W2THI RO DOFMER A RML T, pH, B
B, FVa—-X, ¥y, ¥YWE Y, #M0H, vov
V= (RBEE, VT A AT 4y 2., 54
N ZHE) ERSWER (7 V) = F vy 100084 T
S VPR L. REOKER, HBRYERSIC

'Enfatmbn5WWﬁmben&#offb EF

%ﬁ¢m$§u%wL&@or

5) RIPERE

$29H B L UB43 HICEERS L 8o n T,
PRI VR REIAR % SIBT L CRUMBKIE S e 3IRL 7. &
BIoRG, 0, B, BFRE, B0, BIR, KRR BENE, 5%
¥, 008, 78, #ﬁ;’éiﬁi Tﬁf&bxo%ﬂiwia
TPE L.

T/, @O LRBE ML, T, Bﬁfiﬁbllﬁ/w
=i, VBT - BEE), fF, 8§, +H2#8,
z=h, Bk, B, &5, B, B, »%HJE HE, A
VIRIEZEE, KRREB LB, ABRFS L ULTHE
S, TOMABRHREEM L IEWL, 10%FHEY >~
BRIV~ YICEEL, BIFELA. 27U, HE
EREEERITT VT, IBERE N — ﬂ,?cti&“t Ky
SR TCEEL:.

XS RET B IR L 7oA BB BE & 1000 mg/kg BED
HHESPIORE - A& GARR, GR, TR B, -5,
RIB, W, MELE, BE R LIy RES
SUEHYORBRHRERE LY, BEIESTAT R
¥ Yy .xzFH I (H E)%@PZS’S:{’EE&L Sziﬁl,
AP

EHILBRBREOER, LAT(D.I')I fﬁﬂﬁ&%fﬁﬁ '
MLz OBRS BT BNSwDs, 408 LU
200 mg/kg B % b IS BIEAME T RBNBDOLERO
HEE ORI ORFHM B L CEEBR TR Y
EHNHHEOBEB X 058"’ @?’“Efﬁﬁfsﬁ#i’{iﬂ*ﬂﬁ%

 EROBEOTEE

6) - ﬁd’ﬁﬁ*ﬁ :
Jsr yuowruBMMu&r%ﬁ%mﬁm%ﬁ
VUGN L WIBE O E MR, SRS L
( Z2\VigEid Kroskal-WallisDIRE# 1T o 7. BERICEH
HENRD 6N 7-354 1 Dunnett i ¥ 7213 Dunnett B0
SERBRELTo 7. 5HT— 5 B L UREBEGTR
i Armitage D Y2IREZ 1T o /2. AEKHEIZS %KL



AFLT T -4

L7

=R

1. —fRIkEE

RS (520 0) 12, #1000 mg/kgBED 1H17°
BRFEIRABICRA D, SEMAZE L. ZofKEECEE T
WIFEEC T v LEN, SSURECHBL 0B
IBEEHDORL, RIFTFRE L UESEHIIZO 5N
2. $-—AB07 v VFENIED 1000 mg/kgBED 2
BIcED LN,

WS HRREN MR L $ 2008 £ 11000 mg/kgBED 4
BT, BERAGIATHED 1000 mg/kgBED 2H1 TR & L/,
¥ 5B ATE @ 200 mg/kg B C 1613 X UF1000 mg/kg
HTIBIROoN. BSRIRER, SHETI2HS
10K ICED LR, OB TEED O,/ 2
&, FEROBEBRR LI L6, RBRWEES
ERBED 2, RFEDEERD R DM % FEIR &
HELZ:, TRV TROESBEETEL D
IZEE L7

2. k& (Fig. 1)
HD1000 mg/kgHETHESHBMLE298 T THERIK
EAZED LN, BIEMECEEELERZD SN LD

> 7.

500 -
450 +

400 +

250 4 /////’////

Body weight (g)

350 + / *%
300 o

3. R (Fig. 2)

K5 MEPOLESHIZ1000 mg/kg DML T, 22
BIZHED 1000 mg/kgHTHEL BSOSO N7, [E
HMEICIIEELEZRED N5 7,

4. MAFHRE(Table 1)

REPIEE TS L UCNEPRRTIROMRET, #E
MEESICRERRTLIEERDRAELEZD S h o
7o, BREMRETERS, 1000 mg/ke Bl CEHH M
AR (MCV) B X 0 F¥Rif kil % & (MCH) O {&{E
LM OEEN AN, RO Yoo v
YEEE(PT) OEEHED SRS, 2hsofhizn
THROEMEETHI2I 00, HBYERS L IIH
EOLZWEL L TN L -, BESHMATRICE, ik
BOONL o,

5. MASE{LFHRE (Table 2)

KRG TRICRESZEZEORMEH200 mg/kgBEDIE
T, £I VAT - LOBAEH1000 mg/keg B CEE
DOENI. \GTOFME 7V a— A DEAEA 1000
mg/kgHEDHET, BI VAT 0 — U OEMEHL0 mg/kg
P EOBOMTED LN, L l, REZEOE(EIL
ZORBRKRD» S, HWEBRWEIRS L IXEED WL
e L7, MEMEETEHC - LOEE200
mg/kgBEOMTEDH LN, LI L, ZoOTiiks
HRETHRIIEAShZWI 26, HBRYERS X H
MO WEILE L 7.

Male

Female

+

/ -

200 + i " 0 mg/kg
/ . —=—  8mg/kg
100 + —*— 200 mg/kg
—»— 1000 mg/kg
50 1+ . .

- Administration period — —p»«— Recoveryperiod —p

0 1 — } t t

1 8 15 22 29 36 43 (Day)

Fig.1 Body weight changes qf rats treated orally with methylenediphenol in twenty—eight—day repeat dose

toxicity test

Significantly different from 0 ing/kg group; *p<0.05, **p<0.01
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28 AR EIR S H5 R

35 r
30 1 X
=
25 1+ Male
C]
c
'g 20 1 *\*
Q o M
£.
2 Female
8
15 + *
g —o~ 0 mg/kg
L2 . —— 8 mg/kg
10 + —— 40 mg/kg
—»— 200 mg/kg
—*—- 1000 mg/kg
5 %
" f——— Administration period ———vp-4— Recovery period —p»
0 ; = : — = i
1 8 15 22 27 29 36 43 (Day)

Fig. 2 Food consumption of rats treated orally with methylenediphenol in twenty-eight-day repeat dose

toxicity test

Significantly different from 0 mg/kg group; *p<0.05, **p<0.01

6. FRA%E (Table 3)
ESHEPORET, HBRPERS ICRRAT 5L 8D
2RO LN dro 7.

7. BEEE(Table 4)

EEBRE TR TREAETERSORBEHNT40, 2005
L U1000 mg/kgBEO BT, MM EREDOEMHS, 405
L U200 meg/kgHDOETHO LN, FFRENEEDS
fEA71000 mg/kg B DT, M ES D SEAH 1000
mg/kg B DHEHE & 200 mg/kg O TEDH O Nz, BIF
A EEOBEAT200 5 & 071000 mg/kg BOHET, i
I EEDOBEAT1000 mg/kg O THAD LN,

400 B T B 4, A BRAR A B B 0 B 251000
mg/kg DIET, FREEEOHNESEDS ) i@ AT1000
mg/kg DHETRD &N 7.

CHhOoDEEDS L, BEMBETRICED SR,
m&&*ﬂﬁiﬁ@*@i, HESHRETRHICELIZA LR
BV ERG, HBRYERS L EEO VI MR L
7o 7o, SHMBETRCZODO BT EROS
Eix, AB#THEDHBELZEFEIZOLATHE L,
A EEIELRZO R o2 Ehs, KEDME
B RE D ZROZAL L HIRT L7 ,

8. BB
HERWE E@T%tmth)m_{tfl‘ Blcovoh
.?5%H$T&ﬂﬁﬁ%lbwf BRGDOEEDIE
IEX40 mg/kgBEDOHE 16, 200 mg/kg B e i & 361,

952

$ X U1000 mg/kg BEOWIB, M6FIED LN,
7z, BBEOKREIEHNI000 mg/kg O, HESH,
BT B BE D BRE AT1000 mg/kg BEOHE26I, ME2H1-ZFh 7
PUELE Y% (WAS

PIE R T RBEHESIIB VT, BREOEEOIRE
$3200 mg/kg BE DMERES 16, 1000 mg/kg BED 12 H1,
HABITED O R, BEEEOHKREBILA200 mg/kg B
D 161& 1000 meg/kg BEOMED 2F1ZELD S /-,

HE AR ICHIEIRE R > 72708, REFSE
1000 mg/kgBEOE1BITIE, £HOHNE, BB L UBE
EROBE(FAFE), BRGOBROLE, BREEO
S A, FFEE IR, RIRONE(L, BIBOREBEIZD
% (WA

01, r%%ﬁb;unﬁﬁﬁﬁT&%wm%f
BAOESBOONED, WTFhbARKS v MicH
REEMIBOORIELTHY, FORBRKRII—F
OIEMPBH N2 VI 2L, HBRWEARS L IZEE
DRI HETL -

9. REPLAKFR (Table 5)

BBWECERT 3 BN AT T B LURT
2SR,

HE IR T ZESHEWICB YT, 1000 mg/kgBED
SR TEOEREDBEELSTO LN, £05 i
200, M1FICREEOMEHRD LN, T, 1000
mg/kgBEOM2H, M3F T THEOBTE, R
DR 2FI TIIATE OBRBFARO SN/, FR T3
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XAFLDT/—0

EP.OCHE OB E AR K AT200 mg/kg BE 0 i 1 5 2 1,
1000 me/kgBFOMEFABNICEDH LN, FD S 51000
mg/kgBEDHE2PE, MG CTREINEEL T/, B0
TERARBEICECIZOLNI0, FHEABRAELE
FEL7ZA, WEROBEKIZ S B S, 2EE
EOELRBBENZ DL HETL 72, $£7-, 1000 mg/ke
BOBIFIT, BENOHRIM % M- 7 fEE MRS
EHoni.

BIEH R T R AESH B IS B VT, 1000 mg/kgBED
MESIHT, BEERBOBEOBERMNZO SN,
$7z, 1000 mg/kgBEDHE2HY, #E 1B CEROLHEDIT
AR K AR ST,

G- FAE P BTEIARR L 72 1000 mg/ke BEO M1 BT
IR DOERBOBFK, HEHEOBEES L URE O
EHE, MEMEBEOMND, BXURENS o, A,
BIERE, KRR, SR, PMEREOEHESTO LR, %
B, SRR CHEILEO TN ABBENTZD LN, SR
DRI 120, BREOHBFNRELITo 7205, Tt
BEOLh ol

REMMB L CEMEKR T BRI T, SR
BRE OFREBACARO SNy, HEBESRE CIIET
LEACERO O N o7z T, HRECEERBO
BRORENZD N7z, H5HMEET RBENEY D40
mg/kg BEOHELBI, 200 mg/kg BEOMBR3IH), 5 X 0F
15 B2 T 14 2 50 8D % 0 200 mg/kg BEDMEMES 1651,
1000 mg/kg BEOHELIBI, ME3IBITIX, HRMBIRE TIZ
ST HERBEO Lo,

FOMIHE A DBEDIBO LN, Wb ARLH
DTy MIHRBEBRIIADONRABLTHY, 20%
RIRR—FZO@EMPSBO LN 2T Ehs, HBRME
25 L I3BED NI L L P L 7.

IR AL R 2 AT U SR, SRR T
TRAFEI I D 1000 mg/kg BEOMHETRO LB ok
RFEOBEEA TN p<0.01 THE, MERLHED
HFHIRRE R A3 b p<0.05 THETH o 7-.

TR

AFLT 7/ - 1%0, 8 40, 2008 L& 1000
mg/kg DB CHBEDSDRT v 228 HBEIREROH
5L, +0FMEEERZBRE L.

5 MR T 12 1000 me/kg B O M 1 §1T — Rk AR
L(BREF OB, WEERT, SRIER, MEERRE) A2
Do/, BB L. HRFTRCIHILESK
D (T AFR) R EROEBHEHBO b, &
WHE OB % 5 5B T132000 mg/kg BEO - ¢
AERA B L UORBESFICRENS L B RE
FROLNTEY, SEO—RIRESL & PRI L
LT, KECHARENELRED SN, BERE
EAHTH- 7.

VEHEATHE D 200 mg/kg BETHEI H A5 1000 mg/kg BET
F2BPL, HTIE200 mg/kgBETE2ZASS, 1000
mg/kgBFETEIA N SBOLN, BERRIIIIL A [
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DEEIIGEDOHERT 5802 b DT, WED
BRERBLRTERIE 72 ZOKEIL, HBRYWEO
FIBHICER T 5K TH ), FHFNERIIZVEY
KL, NOEL DHEERD & 1384t L7, 58
—BUOT v E, BEREHOERT, BEMEET LS
B R4 D 1000 mg/kg BECTLEBIA S N5, HBRT
BENOIIBET 5 2L O SNz dh o 7

FEDEAEAHED 1000 mg/kgBECHES AN L4 29H
ITROON. FEHECIESHICEEEOREIEZD
LRTVBEILRS, HEBRWEARSOEENEL Lh.
MTIXEsH L E228 1 ﬁﬁﬂz@f&ﬁﬁ“”bfont#
BREICTHEERIED O N o 7.

RS ME T %A 8 O 1000 mg/kg BN TE
VAT O— )vOEED, #Tid40, 2008 £ 071000
mg/kg B THI L A5 0 — L OEMEA, 1000 mg/kg B
T/NI—ADEMEFFNEFNRBED LN, The—E
DEALD G, WERWERS L > TEWAEEIIREE
bao7:Z & DR ST,

MEOFEERRE TR, WESHMETEEOED 1000
mg/kgﬁ’(“*ﬁﬁi%@%ﬁ, WD 200 mg/kg B CHIE
EOSE, HD1000 me/kg B THNER S L UMM E
BEOEENVED LN, TS OO RHEMSERA
THRAEDOEDIBIORAYPRD SR TE Y, #Y
RHBEOFE L 24 KOBERIGE BEbh 9,
FLREACNHET L L EZ SN AYGCTOEEI MO
1000 mg/kg BETROH LN, a0 AL, BIEH
B TEICIEBANB OB B L UREOEREAHFED 6
h, EEHETRL.

R CHFE SN - EYABBRL, By P °H
R FE— FHEAE-FIRBON S SRS 8T 5 L B
ENTW28, REMHBETIC EOTEABGES
BIUHMEENRENITD S N7 O ERAGRE %
ERa L7275, ZhidRBOONEho-k, HHESS
FUHMERE, WIhIABNEBHEBENOETH
2722k, BPHRROBEBEEWEE TH-22 L2 b,
Tﬁﬁi;@fﬂdﬁ%%gfi&uw@m&wém&

CHimrT L.

B THERWE DR 2 FIRE % R A2t
RO LNz HEESRA CHEED 1000 mg/ke B T
HEOREL, HERORE, BEREOEOREI
LR IRSOEDS b, ERBOROBE LD
40 mg/kg B D 165, 200 mg/kgBE D3, HED 200
mg/kgBEDIFNZ LD SN, ST ARBEES
MBSO N LD o770, TNLO@EKICBITS
RIHBRYWEES L 3ES 2 W HIT L 7. RSk
PRI T % R AL R A9 2 (LI i 1 0 1000 mg/kg
BoRiiZobh. HEHEETEOD1000 mg/kg B
T, MEREOBERAE26, HIFIT, BRENE
R HEEH T, 8 DRENE2H, M2HITED
HNTc. B2HIB LI CIRIBRBOBERDIZE
OWENRO b7z, BEHRETERICIEREOEF
BAT1000 mg/kgHEOMES 1 FITEEICEZDONO
AT, MOMRERDOLNT, HEBIUBEELERL
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TWhZeds, ThoFBOEICIRES 2 EEMEH
BHoh.

HEMBER TS O -EIEHRN EEDEHE (200
BIXU1000 mg/kgBEDOME) 13, MEE{LFRETHRES
N7V AFO— VEORMBEICBE L 2L EZ S
hi:.

RBETE, HBWERSICRET L EZOLNDLER
A NF (R 3 XAl

Pk, BBRMARSCERTHLEEZONLELL

T, BICIP SRR T EED 200 mg/kg BE CHRWC BT .

L/AERLEOFERAELH, BICIIRSHEARTED
40 mg/kgB TR IV AFu— VEDEENZD LN,
#oTC, AREBEGTICBIT2EL%E (NOEL) X,
1340 mg/kg/day, #1138 mg/kg/day & HIKTL 7=,
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Table 1 Hematology of rats treated orally with methylenediphenol in twenty-eight-day repeat dose toxicity test

Administraion period

Recovery period

Sex
Dose level (mg/kg) 0 8 40 200 1000 0 200 1000
Male
Number of animals 6 6 6 6 6 6 6 6
RBC(X10'/nL) 75451198 7288+249 75401257 7588+243 7707+ 144 7997377 7968+41.6 807.8:+30.7
Hemoglobin(g/dL) 15.15+044 1490043 14.97+030 1512+059 14.60+0.75 1560+062 1570+038 14.83+1.15
Hematocrit (%) 43.67£147 42634:1.20 43.02+0.77 4338168 4202+ 2.30 4322 +162 43831145 41.97+3.25
MCV (L) 5788062 58531154 57.10+193 57.18%148 5453+293* 54.08+151 5507+t157 52.03£4.76
MCH (pg) 2007037 2045+043 19871069 1992+047 1895+1.02¢* 1950+082 19.73+0.80 18.38+1.69
MCHC (%) 3470053 34.973+044 3480+022 3483+0.18 34751064 36.12+071 3585+047 35331067
Reticulocyte (%) 30.65+347 34.18+3.79 32.70+187 31.90+187 3857+9.08 24534233 21884097 29.15%558
Platelet (X10'/pL) 97.1516.71 89.97+2.22 101.75+ 14.20 115.70+ 17.81 119.90+ 9.34* 89.62+954 89.13+6.67 95.20 + 643
PT(sec) 15024050 14.88+030 1445+034 1505+026 1548+046 14851084 14.70+045 14.68 040
APTT (sec) 1773+ 163 1685+094 1693+136 1688+054 1647123 1735+154 1660+1.13 17124157
WBC(X107/pL)  102.22 +23.60 106.47 £ 27.06 114.67 +8.29 130.68 & 2245 127.65 £ 43.35 113.55 % 19.48 118.30 + 10.95 128.17 +.12.36
Differential leukocyte counts (%)
Lymphocytes 85.7+3.9 848 +55 845163 88.2+24 852+ 80 855+41.6 84.8+22 835+71
Neutrophils
Segmented 83+4.1 9.0+45 75%+26 6.8+28 9.7+63 7.5+34 78+2.0 92 +6.1
Band 0.5+05 0.2+04 0.5+0.8 0.2%+04 0.2+04 0.5+05 0.0+£0.0 0.2+04
Eosinophils 0.7+08 1.0+£09 1.0+£09 0.7+0.8 0.7+£08 0712 1.0+ 1.1 0710
Basophils 0.0+0.0 0.0+0.0 0.0+0.0 0.0+0.0 0.0+00 0.0+0.0 0.0+£0.0 00100
Monocytes 48+30 50+23 6.5+4.1 42108 43+ 16 58+ 2.1 63118 651+29
Female
Number of animals 6 6 6 6 6 6 6 6
RBC(X10'/L.) 739.7+264 7220+272 7305+44.0 741.7%383 7535+ 244 759.3+389 7357462 7766 +237
Hemoglobin(g/dL) 14.77 050 1458 +£057 14.62+039 1455+056 14.60+ 047 15.12+041 1470040 14.70 £0.57
Hematocrit (%) 4147141 41.13+154 41.10+1.84 4068+154 41.18+1.82 41.18+1.71 4055+ 141 40.94 £2.06
MCV({L) 56104186 5697+ 1.26  5633+199 5192+1941 5.63+1.34 A27+115 5522%236 52721145
MCH (pg) 1998+ 0.66 20.20+0.50 20.07+090 19.63+058 19.38+047 19.93+062 2005106 1892+031
MCHC (%) 3562+021 3545+033 3560071 3578052 3547+0.65 36.73£0.83 3627 +0.66 3592 +047
Reticulocyte (%) 2643 £577 2530+£4.81 2523+305 21.7014.68 25571409 2133+4.70 2048+4.39 19.80+4.49
Platelet (X10/uL)  96.63 £23.17 93.70 £ 11.12 86.28+7.96 88.52+6.81 108.33+10.11 81.80+762 71.82+33.69 90.74 £6.92
PT(sec) 1535+ 066 1493042 1530%£0.70 16.05+069 16.65+0.65** 14.62+051 14.95+0.27 14.90 £043
APTT (sec) 1498 +£0.97 1393%x133 14.20+064 15621215 14.27+1.17 1542 +096 14.48:+0.99 1574 +1.70
WBC(X107/xl)  89.33+14.17 91.53+1253 772242275 8240+ 1849 96.68+21.81 80.20+13.91 90.87+20.99 83.08+13.68
Differential leukocyte counts (%)
Lymphocytes 86.7+ 6.5 84.7+4.1 86.3 4.7 89.3+ 3.3 838+55 87.7+27 89.2+4.4 87.6+74
Neutrophils
Segmented 72+39 88+4.0 73+27 58+29 92442 5308 50+42 6.2+6.6
Band 02+04 02+04 0.2+ 04 0.2+ 04 05+05 05105 07£10 0605
Eosinophils 1.2+08 0308 1.5+ 05 0.7+ 08 12+12 1.2+10 081038 16+1.1
Basophils 0.0%0.0 0.0+0.0 00+00  00+00 0.0+ 0.0 0.0 00 0.0+0.0 0.0+0.0
Monocytes 48+28 6.0+22 A7+23 4.0+09 53+£27 53+27 43+21 10+10
Values are expressed as Mean®S.D.
Significantly different from 0 mg/kg group; *p<0.05, **p<0.01
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Table 2 Blood chemistry of rats treated orally with methylenediphenol in twenty-eight-day repeat dose toxicity test

Administraion period Recovery period

Sex Dose level (mg/kg) 0 8 10 200 1000 0 200 1000

Male
Number of animals 6 6 6 6 6 6 6 6
GOT(U/L) 815+100 773x6.7 83.0+109 68.7+38 818+172 MB8+163 827197 94.0+6.9
GPT(U/L) 37057 38.0+ 8.0 38.21+4.6 338+28 415+29 36.0+4.9 36.0 5.3 37029
¥GTP(U/L) 0.0£00 0.0+0.0 02104 02+04 03+05 0.0+00 0.0+00 0.0+0.0
ALP(U/L) 8572+ 79.8 893.7 + 243.9 920.0 £+ 188.8 880.0 + 153.2 913.0 +£222.2 642.8 % 121.7 648.8 £ 126.5 777.2 + 1478
Total bilirubin (mg/dL) 000000 000+000 000000 000£000 0004000 000+000 0.00+000 0.00%0.00
Urea nitrogen{mg/dL) 18.12+222 1743+1.05 18724108 14.27+095* 1623+2.09 18434210 1850+085 1688+ 1.87
Creatinine (mg/dL) 047+005 045005 045+005 042+004 042+004 0481004 050£000. 0.5010.00
Glucose (mg/dL) 1453+75 1468487 1382144 14174139 1347471 1422453 15291 147.2£9.1
Total chol.{mg/dL) 575472 632+73 6631109 512+70 41.0+£92** 6471101 622+89 575+56
Triglyceride (mg/dL) 1183+ 506 119.3+423 1240+ 72.1 184.0::47.1 1308479 1452578 151.01+426 138.5+464
Total protein (g/dL) 658+033 6.80+018 6.75+£033 680+026 687+021 695+035 6921026 6.85+0.30
Albumin(g/dL) 338+010 340%0.11 3454010 345+ 0.10. 3474010 355+0.12 350+0.06 3.53+0.10
A/G ratio 1.060 = 0.052 1.000 % 0.046.-1.050 % 0.084 1.033 + 0.079 1.020 + 0.041 1.047 +0.051 1.028 +0.067 1.070 = 0.081
Calcium (mg/dL) 9.87+0.26 10.00+032 1013022 9754024 990028 992+025 998%x0.15 9.83+£0.25
Inorganic phos.(mg/dL)  7.98+048 7.92+023 810+030 7.78+026 815+037 850+046 860+031 850060
Na(mmol/L) 143.5+08 1438+08 1435+12 1433:£08 1427%x08 1425+05 143.0%+06 1432108
K {mmol/L) 437+021 4271010 -453+031 4584016 465028 4471025 4471014 4.52+0.28
Cl{mmol/L) 985+ 14 982+ 15 98.2+12 977+ 14 9%68+2.2 9554 1.6 95.0+0.9 96.8+ 2.5

Female
Number of animals 6 6 6 6 6 6 6 6
GOT(U/L) | 7654163 782485 797479 7T7.7+47  758+92 907+215 805151 85.0+169
GPT(U/L) 31.7+30 298+37 283+53 305+34 363172 272+38 31.8+47 27.2+43
yGTP(U/L) 02104 0.7+£05 03+05 05+05 23+£1.0* 00x£00 0.2+04 0.0+ 0.0.
ALP(U/L) 4812+ 172:6 551.5+ 85.7 519.7 1+ 135.2 662.0 + 134.4 691.5 +209.7 426.2 £+ 145.8 386.2 +41.3 410.0+97.7
Total bilirubin (mg/dL; 000+0.00 000+£000 0.00+0.00 000000 000000 002+004 003+005 0.00%£0.00
Urea nitrogen(mg/dL) 1700+ 1.91 16621419 16:10+3.07 17951453 22.18+580 2077743 2405+ 1.74 1748+ 245
Creatinine (mg/dL) 052004 052004 053x0.05 048+0.04 050000 055+0.05 058+008 0544005
Glucose (mg/dL) 1523484 151.2410.0 161.3431.3 1402+73 1368+6.8* 1493128 1605165 1544+ 109
Total chol.(mg/dL) 79097 703+ 14.3 64.7+84* 4331:46* 39.0+7.2** 652187 658+ 143 76094
Triglyceride (mg/dL) 3481231 .31.0+94 147+£45 693+656 3821+163 575+54.0 4821419 656+£355
Total protein(g/dL) 6.90+029 668+028 6621040 687+035 677+0.18 7.00+£031 6.85+030 698040
Alburmin (g/dL) 3554016 353+015 343+0.16 ~352+%016 343+0.05  3.70+0.11 365%0.14 3.70%£0.25
A/G ratio 1.063 £+ 0.057 1.123 £ 0.050 1.082 * 0.060 1.053 £ 0.060 1.032 + 0.059 1.127 + 0.077 1.147 + 0.085 1.128 4 0.036
Calcium(mg/dL} 9.70+£0.28-  967+032-:942+058 953+045 950+037 950+0.23 963+0.19 9.72+0.24
Inorganic phos.{mg/dl) 7.23+044 7.63+038 747+045 740+045 7.77+043 757+060 803+0.74 8.12+0.33
Na(mmol/L} 1425+08 1423+£05 1432£15 1433+10 1425+10 1423+10 1432+10 1422408
K{mmaol/L) 403£023 438+015 4.08+034 4.18+031 4274016 4.03+024 4153088 4.22+0.19
Cl{mmol/L) 978+13 . 98516 992+18 99.0+22 977412 965+21: 99.0+11* 972k 11 '

Values are expressed as Mean=+S.D.
Significantly different from 0 mg/kg group; *p<0.05, **p<0.01
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Table 3 Urinalysis of rats treated orally with methylenediphenol in twenty-eight-day repeat dose toxicity test
Administration period
Sex Male Female
Dose level (mg/kg) 0 8 10 200 1000 0 8 40 200 1000
Number of animals 6 6 6 6 6 6 6 6 6 6
pH 6.5 0 0 0 0 0 1 0 0 0 0
7.0 0 [} 0 1 0 0 0 0 1 2
75 1 0 1 0 0 0 0 0 0 1
8.0 3 2 4 2 5 2 1 1 1 2
8.5 2 4 1 3 1 2 5 4 3 1
>= 0 0 0 0 0 1 0 1 1 0
Protein - 0 0 0 0 0 2 1 2 4 4
(mg/dL) +/~ 0 0 0 0 1 1 3 2 1 2
30 0 4 2 2 3 2 2 0 1 0
100 6 2 4 4 2 1 0 2 0 0
>=300 0 0 0 0 0 0 0 [} 0 0
Glucose - 6 6 6 6 6 6 6 6 6 6
(g/dL) _01. 0 0 0 0 0 0 0 0 0 0
0.25 0 0 0 0 0 0 0 0 0 0
0.5 0 0 0 0 0 0 0 0 0 0
>=1 0 0 0 0 0 0 0 0 0 0
Ketones - 0 0 0 0 0 3 3 4 1 2
(mg/dL) 5 1 3 2 4 4 3 3 2 2 4
15 5 3 4 2 2 0 0 0 0 0
40 0 0 0 0 0 0 0 0 0 0
>=80 0 0 0 0 0 0 0 0 0 0
Bilirubin - 5 6 6 6 6 6 6 6 6 6
1+ 1 0 0 0 0 0 0 0 0 0
2+ 0 0 0 0 0 0 -0 0 0 0
3+ 0 0 0 0 0 0 0 0 0 (]
Occult blood - 6 6 6 6 6 6 6 6 6 6
- +/- 0 0 0 0 0 0 0 0 0 0
1+ 0 0 0 0 0 0 0 0 0 0
2+ 0 0 0 ] ¢} 0 0 0 0 0
3+ 0 0 0 0 0 0 0 0 0 0
Urobilinogen 0.1 5 6 4 6 6 4 5 4 5 6
(EU/dL) 1.0 1 0 2 0 0 2 1 2 1 0
2.0 0 0 0 0 0 0 0 0 0 0
4.0 0 0 0 0 0 0 0 0 0 0
>=8.0 0 0 0 0 0 0 0 0 [} 0
Grade; - negative, +/-trace, 1+ slight, 2+:moderate, 3+:severe.
Significantly different from 0 mg/kg group; *p<0.05, **p<0.01
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Table 4 Absolute and relative organ weights of rats treated orally with methylenediphenol in twenty-eight-day repeat

dose toxicity test

Administraion period

Recovery period

Sex

Dose level{mg/kg) 0 8 40 200 1000 0 200 1000
Male
Number of animals 6 6 6 6 6 6 6 6
Final body weight (g} 391.8:18.1 3888+31.0 392.01+29.0 386.7+258 345.7+254* 4623200 4755339 446,51 34.0
Absolute organ weight .
Brain(g) 2.043 +0.053 2.0331+0.064 2.022+0.105 2.002+0.087 1.997 +£0.074 2.058 +0.050 2.077 £0.091 2.022 £ 0.054
Pituitary (mg) 1523£1.92 13324114 1267+1.22* 13.08+1.21* 12.70 £ 140* 1547+120 1527171 14.60+1.07
Thyroids (mg) 24.80£597 2542 +4.61 25024257 26.801+279 2347+4.14 2630%x349 2430+535 2637%144
Thymus (mg) 676.3+114.3 7700+ 2046 749.7+107.8 726.5+ 1269 5550+ 89.1 61021962 533.71+950 4823+ 104.3
Lungs(g) 1445+ 0.079 1.462 +0.117 1493 +£0.138 1407 +0.123 1.300+0.073 1.522 £ 0.097 1.607 £0.061 1.532 + 0.081
Heart(g) 1.320 £ 0.061 1.250+0.152 1412 +0.247 1.342+0.125 1.223+0.124 1408 +£0.092 1.405=%0.099 1.525+0.126
Liver(g) 15385 + 1.082 15.387 + 1.612 15.295 + 2.349 16.757 + 1.980 15.987 + 2,155 16.833 = 0.635 16.603 +- 1.355 16.932 + 2.281
Spleen(g) 0.823+0.062 0.810+0.078 0.875+0.078 0.803+0.092 . 0.810+0.085 0.828 +0.078 0.860 +0.073 0.885+ 0.092
Kidneys (g) 2.898 £0.239 2.732+£0.284 2.76210.253 2.81210.145 2.650+0.203 2.917 £0.162 3.005+0.252 2.968 + 0.280
Adrenals (mg) 59.05+ 751 5570+10.10 52254342 51.17+6.10 52331481 57451+4.51 5955+ 1059 52.25+5.06
Testes(g) 3.048 £0.133 2.943+0.154 3.158 40323 2.933+0.237 3.037 £0.240 3.483:+0.230 3.325+0.236 3.167 +0.175
Epididymides(g) 0.813 £0.096 0.843+0.097 0.823 +0.106 0.813+£0.074 0.778 £0.050 1.087 £0.065 1.127 £0.096 1.037 £ 0.061
Relative organ weight
Brain (%) 0.523 £ 0.022 0.527 +0.033 0.520 £ 0.046 0.520 £ 0.039 0.580 =+ 0.040* 0.447 £0.024 0.438 +0.038 0.455 + 0.036
Pituitary (X107 %) 3.88£0.33 342+ 0.10* 3.25+0.25** 338 £0.30** 3.6810.23 335+026 3.18+0.20 3.30%0.38
Thyroids (X10°%) 632+144 650+080 640+062 695+082 6771095 570+0.74 508095 5.95+0.75
Thymus (X10°%) 172.57 42793 197.47 + 47.00 190.95 + 21.00 187.30 + 25.03 160.32 + 21.40 132.18 + 21.36 112.67 £ 20.80 107.83 + 21.25
Lungs (%) 0.368 £0.017 0.375+0.022 0.382+0.023 0.362+0.025 0.377 £0.021 0.330+0.018 0.338 3-0.023 0.343 + 0.022
Heart (%) 0.337 £0.023 0.322 £ 0.019 0.358 +£0.045 0.348 £0.039 0.355+0.031 0.303 +0.008 0.297 = 0.010 0.345 + 0.027*
Liver(%) 3.923 £0.149 3.953 £0.200 3.888 +0.387 4.322 + 0.225 4.610 £ 0.352** 3.645+ 0.161 3.493 £0.129 3.778 + 0.246
Spleen(%) 0.210 £ 0.015 0.208 £0.012 0.223 £0.023 0.208 +0.020 0.235+0.018 0.180+0.018 0.183 £0.020 0.200 +0.017
Kidneys (%) 0.738 £ 0.040 0.700 £ 0.026 0.703 +0.044 0.730 - 0.040 0.767 £ 0.019 0.632 + 0.027 0.635 £ 0.054 0.665 £ 0.045
Adrenals (X107°%) 1505+ 167 14.38+260 1333+0.77 1332+210 1517+094 1243+132 1253+204 11.77+158
Testes (%) 0.778 +0.038 0.760 £ 0.053 0.805 £ 0.079 0.763 + 0.097 0.882 £ 0.080 0.753 +0.029 0.703 +0.077 0.713 £+ 0.062
Epididymides (%) 0.208 £ 0.031 0.218 £0.028 0.210+0.043 0212 +0.026 0.227 £0.014 0.235+0.008 0.238 +0.038 0.233 + 0.020
Female
Number of animals 6 6 6 6 6 6 6 5
Final body weight{(g) 2283+242 2460+179 224.8+13.7 2235+104 21524127 26624159 253.0+243 255.2+214
Absolute organ weight
Brain(g) 1.868 £ 0.051 1.852+0.061 1.898 +0.092 1.897 £0.055 1.805+ 0.040 1.898 +0.044 1.933+0.073 1.904 £ 0.019
Pituitary(mg) 14174208 1567 +144 1455+2.17 14.65+188 11.58+1.04 15454184 1623+£341 1584+2.23
Thyroids (mg) 1797 £ 172 1692+121 1818+259 1760+226 1823+271 1930+234 21.67+328 19.76+1.01
Thymus (mg) 525.8 +128.9 5655+ 1678 4772+978 536.2+81.8 38201337 4755+107.1 4265+57.9 440.0+696
Lungs(g) 1110+ 0.064 1.118 £0.055 1.098 £0.101 1.077 £0.049 1.035+0.051 1.177 £0.088 1.077 £0.099 1.132 +0.070
Heart (g) 0.863 £ 0.068 0.870 +0.078 0.830 £0.049 0.797 +0.075 0.785 £ 0.035 0.917 +0.067 0.932+0.069 0.902 +0.071
Liver (g) 8017 1451 8538+ 1.024 7.688 +0.693 8.808 + 0.530 9.575 £ 0.926* 8.370 +£0.909 8.093 £0.842 9.394 +1.295
Spleen(g) 0.533 £0.082 0.545+0.052 0.535+0.054 0.517 +0.047 0.515+0.059 0.550 +0.124 0.533 £ 0.068 0.592 + 0.096
Kidneys{(g) 1635+0.172 1.708 £0.104 1.672%0.132 1.752 £ 0.089 1.605+0.133 1.772+0.065 1.707£0.117 1.712+0.135
Adrenals (mg) 56.55+3.66 63.77+557 6847+726 70.70+1322 66.62+750 62.77+764 69.07+745 73.86:+12.73
Ovaries (mg) 84.12£4.57 9138790 94531152 8248 +10.07 90.95+17.59 90.08 £+ 14.20 9695+ 11.92 86.92 +16.27
Uterus (g) 0.568 +0.210 0402 +0.085 0.523+0.214 0.757 +0.325 0.377 £0.094 0485+0.192 0.465+0.106 0484 + 0.188
Relative organ weight ’ ‘
Brain (%) 0.827 +0.081 0.75340.041 0.848 +0.065 0.850+0.043 0.840 £0.054 0.717 £0.046 0.768 £0.056 0.750 = 0.060
Pituitary (X10°%) 6.30+134 640+070 647+081. 655+0.71 537+022 58 +094 647+159 6224092
Thyroids (X102 %) 793+119 693+090 812+128 78 +084 848+121 722+049 865+171 7.76+046
Thymus (X107%) 231.83 +.61.54 227.88 + 57.66 212.63 + 44.11 239.97 + 34.87-177.63 + 13.74 177.92 + 33.20 169.12 £+ 23.04-174.54 + 37.44
Lungs (%) 0.490 +£0.030 0.457 £0.019 0490 +0.037 0.483 +0.027 0.482+0.029 04423+0.031 0428+ 0.050 0.444 + 0,026
Heart (%) 0.380 £ 0.038 0.353:+0.026 0.372+0.016 0.357 +£0.040 0.367 +0.022 0.345+0.027 0.368 +0.017 0.352 +0.011
Liver (%) 3488 +0.266 3.468 £0.298 3.413 £0.139 3.942 +0.175* 4445 £ 0.271** 3.140+0.220 3.203 +0.200 3.668 £ 0.212**
Spleen (%) 0.233 £0.021 0.222+0.017 0.238 £0.017 0.230 +0.021 0.242 £ 0.018 0.207 +0.039 0.210£0.022 0.230 &+ 0.027
Kidneys (%) 0.718 £0.037 0.697 £0.059 0.742 £0.043 0.787 £0.043 0.745+0.053 0.667 + 0.042 0.677 £0.039 0.672 +0.043
Adrenals (X107%) 25074355 2598+2.00 3050+3.35 31.72:46.18* 30.93+2.87* 23.70+340 27371252 2884 +3.54*
Ovaries(X10°%) 37031272 3735+440 42131521 3688+399 4223+750 34001598 3878+721 34.02+5.13
Uterus (%) 0.252 £ 0.095 0.162 +£0.029 0.233+0.098 0.337 +0.140 0.175+0.042 0.180 +0.065 0.188 +0.048 0.190 + 0.075

Values are expressed as Mean+S.D.

Significantly different from 0 mg/kg group; *p<0.05, **p<0.01
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Table 5 Summary of histopathological findings of rats treated orally with methylenediphenol in twenty-eight-day
repeat dose toxicity test
Sex Administration period Recovery period
Organ Dose level (mg/kg) 0 8 40 200 1000 0 200 1000
Finding Number of animals 6 6 6 6 6 6 6 6
Male (Grade)
Mandibular lymph node <> <> <> <> <> <0> <> <1>
Blood absorption 1+ 1
Nasal cavity <6> <b> <> <6>  <6> <6>  <6>  <6>
Inflammatory cell infiltration, respiratory epithelium 2+ 0 0 0 0 1 0 0 0
Inflammatory cell infiltration,
respiratory epithelium, focal 1+ 0 0 0 0 0 0 0 1
Lung <> 2> <> <> <> <0> <> <>
Hemorrhage, focal 1+ 2 1
— Stomach 6> <6> <6> <6>  <6> <6> <6> <6>
Hyperplasia, squamous, forestomach, diffuse 2+ 0 0 0 0 2 0 0 0
Hyperplasia, squamous, limiting ridge total 0 0 0 0 o** Q 0 1
1+ 0 0 0 0 4 0 0 1
2+ 0 0 0 0 2 0 0 0
Ulcer, forestomach 2+ 0 0 0 0 2 0 0 0
Liver <6> <6> <6> <b6> 0 <6> ) <6> <6> <6>
Hypertrophy, hepatocyte, centrilobular total 0 0 0 2 4* 0 0 2
1+ 0 0 0 2 2 0 0 2
2+ 0 0 0 0 2 0 0 0
Inflammatory cell infiltration, focal 1+ 0 1 0 0 0 0 0 0
Microgranuloma total 4 6 5 6 2 5
1+ 3 5 5 5 1 5
2+ i 1 0 1 1 0 2
- .
Kidney <6> <0> <> 2> <> <2> <0> <0>
Basophilic tubule, distal 1+ 2 0 2 3 2
Cyst 1+ 0 0 0 0 1
2+ 0 0 2 0 0
Dilatation, tubule, distal 1+ 0 0 0 1 0
Fibrosis, focal total 0 1 2 i 1
1+ 0 0 2 1
2+ 0 1 0 0 0
Hyaline droplet, tubular epithelium, proximal total 6 1 2
2 1+ 5 1 0 q 1
i 2+ 1 0 2 2 1
<> :Number of animals examined.
Grade; 1+:slight, 2+ moderate, total:total of positive grade
Significantly different from 0 mg/kg group; *p<0.05, **p<0.01
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Table 5 (Continued)
Sex Administration period Recovery period

Organ Dose level (mg/kg) 0 8 40 200 1000 0 200 1000
Finding Number of animals 6 6 6 6 6 6 6 5

Female (Grade)

Stomach <6>  <6>  <6> <6> <6> <6>  <6> <5>
Hyperplasia, squamous, forestomach, diffuse 2+ 0 0 0 0 3 0 0. 0
Hyperplasia, squamous, limiting ridge total 0 0 0 6** 0 0 1

: 1+ 0 0 0 5 0 0 1

2+ 0 0 0 0 1 0 0 0

Ulcer, forestomach to_tal 0 0 0 0 2 0 0 0
1+ 0 0 0 0 1 0 0 0

2+ 0 0 0 0 1 ] 0 0

Liver <6> <6> <6> <> <6> <6> <6> <5>

Hypertrophy, hepatocyte, centrilobular total 0 0 0 2 4* 0 0 1
1+ 0 0 0 2 0 0 1
2+ 0 0 0 0 3 0 0 0
Inflammatory cell infiltration, focal 1+ 1 0 0 0 0 0 0 0
Microgranuloma total 6 6 5
1+ 6 5 6 5
2+ 0 0 1 0
Proliferation, bile duct 1+ 0 0 0 0 0 0 1 0
Vacuolat}ion. hepatocyte 1+ 0 0 0 0 1 0 0 (]

Kidney <6> <> <1> <> <6> <> <> <>
Basophilic tubule, distal 1+ 3 1 1
Dilatation, tubule, distal 1+ 1 0 0
Fibrosis, focal total 2 1 0 -

1+ 1 1 0
2+ 1 0 0

Cerebrum <> <> <0> <0> <> <> <1> <>

Dilatation, cerebral ventricle 2+ 1

<>:Number of animals examined. ‘ ]
Grade; 1+:slight, 2+:moderate, toral:total of positive grade.
Significantly different from 0 mg/kg group; *p<0.05, **p<0.01
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Table 5 (Continued)

Moribund animal

Administration period

Sex
Organ Dose level (mg/kg) 0 8 40 200 1000
Finding Number of animals 0 0 0 0 1
Female (Grade)
Thymus <> <> <#> <> <>
Atrophy, acute 1+ 1
Spleen <HE> <> <f> <H#> <>
Atrophy, white pulp 2+ 1
Stomach <H> <g> <#> <> <>
Hemorrhage, glandular stomach, diffuse 1+ 1
Hyperplasia, squamous, forestomach, diffuse 2+ 1
] Hyperplasia, squamous, limiting ridge 1+ 1
A
Ulcer, forestomach 2+ 1
Duodenum <#> <G> <> <> <>
Atrophy, mucosa 1+ 1
Jejunum <> <#> <#> <> <UA>
Atrophy, mucosa 1+ 1
Heum ° <> <> <Hg> <> >
Atrophy, mucosa 1+ 1
Hyperplasia, tymphoid tissue 1+ 1
Liver <G> <> <#> <> <>
Atrophy, hepatocyte 1+ 1
Ovary <G> <> <#> <G> <>
Atrophy 1+ 1
1 N
Adrenal <> <> <#> <#> <>
Congestion 24 1

<>:Number of animals examined; #:Not examined.
Grade; 1+:slight, 2+.moderate
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