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Crlj:CDI(ICR)SPF = U X Z W= /MERABR & Ef L 7=,

4,8 -AF L VT x ) —® 500, 1000 KT 2000mg/kg/ B % %9 24 BRI < 2 H
BOBEL, 2EBEREHN 24 BMICEHBHREAZERLBER LE, k. B
BRL L T0.1%Tween80 FRM 0.5% WV RF T AF L m—RF R 7 AKEIKEZ K
BMEREHLFACHEECTREL, BESRE LT/ bvA ¥ C D Imglkg % 1
E#&E5 L., BHBHERZERH LBERE2ITo T,

ZORR, SHRYERSHO/NEEE T HHERLEKRO HBBHEE T, Bk R
CHB LU THRAZFHICABERENEZ RIS, HERENRELLRD LN o T,

T, FEBRMERERICBIT 5 ERMER 200 EHI2 5D 55 EFRMER D H BAEEE
X, BRYEREE L LR L TR FMICERRELEZRIENo T,

R, BB L BEREO/NEEE T OHERLEKRO HBHAE X, YRR
BT HZ A2 DEERT —F OEHELSD.OHENTH-o-Z L b, RERITHEEIC
EmEsnzbnEEZLONT,

UEDHERIDL, 4,4-2AF L0V T7x ) — )VIIARRSEGET T Crlj:CDI(ICR)SPF
U ADEHICBNT, REAREFERIIEVEHE L,
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6.1 HBEBEYE. BARUVBEENEYE

6.1.1 HEME

wamEcHs 4,4-27 v v7 = — 2GR =L -
YRRIHEA LB E O y M ES, HERFIIRDOEY TH 5,

£ FFR

B4

B4

CAS & &
BRATERES
s &k ORMER

DTE
MR IR RE (20°C)
27N

&

A

R IRYE

F T E ) —NVIKGERE

ny hEE
#ME (GC)
AFE

REFEF Ik
BREFEGFT

(C R IRPUE:

44°-AF LTz ) —)
4,4’-Methylenediphenol
44 AF LUV ERT ) — )b
620-92-8

(4)-90

C13H120,

200.23

FAEES

R~ R

Hfa~5 TVWEREA
163.6°C

AZ ) — VAR
KIZFEE

2.91

GLO1

99.9%

75g (25g%3 &)

AR (ERE : 2~8°C) | Bk

HEEHET HRWEREE. £ 1 FEEERDE
T R O RIS Y B (R A R T
BMARKTH., RRSEE CHBRYEOREME LR
RLU.BWRBHMEAT. RETHDZ &L ERER L OF
B | ‘
BMRRE THROBRITT R CHEELE,

10



M-1474

6.1.2 B4R
£ SR IR B

6.1.2.1 AR 1
B

K
A—T1—
oy hES
RFEFIE
RSB IT

6.1.2.2 ik 2
Z2E 7

A=y —
vy bES
RIF T
AT AT

6.1.3 BiExtRYME
XN :
A—T—
oy hEE
pakiii
RFFHIE
RSB
BRIREH

AERMEIIKICARBETH DD, H—LEBRERERN
Bo5 0.1%Tween80 AN 0.5%CMC-Na KIEK 212
RL~,

HINARFVAFLELO—RF Y T L
(LLF CMC-Na &3, )

AAERF

A EERAESHE

0507

=B

HERGUERT B 1 P RABERYERRE

Tween80 (RY AF T FL YNV EXRVE ) FL—
)

ZBT2C
=R
HEBABHTERT B 1 TR ERARE

<A b= C (BLFMMC &R, )
WHREx VU VR

550AJC

2mg/vial

=R, #k

BB % 1ERREEYEZRRTE
MMC 3P ERRICES AVWbh, FRT—FNEE
Thh 1BERRTA RIA 2] > TERL,

6.2 KK BERRUEENEHNEORH

6.21  BRHEORH
6.2.1.1 EEE PR

VERD CMC-Na 2B L CMIE Lic BEAA (BRAERENETE, oy bE
B 1C79 (FRABR) . 1A82 (RRABR) ) MR THE S, Tween80 ZHML,
HBHRBEMRL . BREAIIC 0.1%Tween80 ¥ 0.5%CMC-Na KIEK L 25 L5 CFiEE
WART v 7 Uiz, £, ARBRCRIEENBHL LTHERDE 2 ERT ST, 1
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BRTOLEREOEGRZ 2 AFBEN T ARICHE L,

6.2.1.2 REFZX
BEBROABMICHERTIE THEREN (EHIME : 4.5~6.0°C (FHEARR) | 4.6~6.1°C
(RRBR) ) KREFELE, BESRBRAICSELZEFRIRER IR FL, ARE
RAK9BUUNICERLRE,

6.2.2 BEHEOHFHA

6.2.2.1 AEAE

L BRPBEECOVWCHERYEESFRL, LGN THEACBEBL CHERICART v 7L
oo 1B THONERERZ 2ADBENT T ABICHELE,

6.2.2.2 REAZE
BEF (BEREN., F5ME : 1~10°C, EHIE : 4.6~6.4°C (FiEABR) | 4.7~6.3°C (K
HE) ) ICHEEL, REBERSALUNICER LA,

6.2.2.3 REME - H—1%

0.1%Tween80 ¥RM 0.5%CMC-Na KIEK & & T2 RKERWE D 0.5~200mg/mL
BERIIGHT (BBREN. ZFAME : 1~10°C) 8 A+=E 24 Bl £ TEENDOH—T
HHEZEPKRRESER VY —F U F—TCRERBEINTVDE (RBRES : A-2445, IR
fH&E$2) .

6.2.2.4 BERBRDIRE - H— MR
ARBRICERATIAMOEHEBREO L, B, TELVZENEH 10mLERL, BRER
O —HE2HRREER VS —F o ¥ —HEGHRFT TR LIRS, ZREICS
T 58413 50mg/mL #EERIE T 101.6%., 100mg/mL #EBRIE T 101.0%, 200mg/mL #EER
KT 96.0%, W—HEIXENFN 2.0, 1.0, 1.6%THV ., WTFN HLEMER (RRER
W BEE D 100£10%, B—H : 10%2LT) 2% Lz, 28, HPLC BIEEANY T
— v a VISRV —F ¥ — (BRBREF : A-2445) TEE 7z, HPLC
BIEEOBEEZ L TICR L,

DA E OB

1) E¥EDE

48-AF LTz ) —)b

oy FEFE : GLO
2) WEERREBOFARE

UTIRT LI, FRERBE~ I XF v I/ RE—F—THBELRP L, n=1 T
BRL, BETHRL, AEEMNRBLARAMLE, 2B, 1 KARTIX, BEE
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WEBEPERLEEZ. EXEELE,

T RFmR TRAR
BUERUR W AR 1A B SRR FRE
(mg/mL) R R
(mL) (mL) (mL)
(mL)
50 1 50 0.5 50 5000
100 1 100 0.5 50 10000
200 1 100 0.5 100 20000

BE . 7=

3) HPLC YR 7T A

HPLC 2690 /XL —3 3 VE Y a2 — /L (Waters Corporation)
2R 2487 7 2 7V L UV/VIS R & (Waters Corporation)
T — AR E =7 a?%ruvw ST T 4 —<=2 V¥ — (Waters

Corporation)
4) HPLC BIE &4

VRN L-column ODS (4.6mm L.D. x 150mm, HF# Sum,
— BN (LY E A RS
F T HIEEEREIEE
40°C
BEH BREAK/TE =Y AT CERYEIK (600:400:1, v/v/v)
Vi ImL/min
e UV (B ZE & 230nm)
AEHEAR 10pL
F— b IT—HNRERE
10°C

5) BEHROKRE
s BEARUVHHE
HEARVCBHER2MHELTIEREI Lo,

6.2.3 GHEx R E R
FFFIZ, MMC @ 0.1mg/mL K&EREZRE L7z, 74805, MMC (2mg/vial) 1 &
EIESAAE SmL CIEMR LB, 2mL ZER LT, ABAEKE? % 6mL /N2 T 8mL
&L,
E1:
E2:

BAERYN [ (K KREREISH, vy FES 1 1A82]
RAERE [ (K KRERETH, oy bES : 0K92)

6.3 HEREWERURGEOERES

= U A MERBRICELS VBN TE Y, ZORRICEA S RED Y 213
BAL<HMbN, SEERAEETHD I L2 LBR L,
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6.4 HEIY

ICR % SPF ¥©U A& [(Crlj:CDI(ICR), BAF ¥ —/L R « U N—KX&t, ERAF
By &—] 2 7THEBT, PHERARA L UTHRES 16 K%, ARBRA L LTl 30 LE!
FHBAL. THERR, ARREOBAWEZ 1 BLfkx, 8 BEKRE - B{LAEE L,
BRE -BLEABTHRPICOIEERNE (AFB. REKTBERUOHESTH) RUESAE.
RERE, TEBREO—FKRELZ 1B 1EBEL, 2OHREEZLLCREORVEY
(FlaalBr . MEMES 1200, ARBR : 2500 2BRL., s EBHTRRICH L,
FRALZEMO 1 EERESE (BERBEIZREMB) BT 2KhEHEIX. TH
BRI 30.7~36.3g, M 26. 1~28 Tg. AR 32.3~38.1g THo 7z, BOTHD
BRABGWII. IEEOREACRBRIPLRA L, REETABAILL YV REFE IR (F

TRFRBR S MERES 4 IL, ARBRAHES L)

H3: RERHEEZEICH,., EXEBIIMES ISEThHo72, EERICIIMES 16 CAMAS
iz,
Ha4: RERHBEBEBICHV, EXCEIHE 2L TH - 7208, RERZIIHEIOCIMA SLE,

6.5 HIESEH

IR E Gra€f 23+3°C) B FHRER 20~24°C, AHRBR 22~24°C, {HIHEE
(FAEH 50£20%) B FHHRER 46~56%., ARB 44~55%., HREIEK 1 BFRIN2Y
10~15[E, FBREA 1 B 12 B[ (07:00~19:00) DFAEE (AEFEHEE : FHEAR 101 5
B, KRR 107 58) TR (FUVA r7Lv—2  BAF ¥y —L R« U X—KHKEH)
EANTZTTAF 75— (W155xD 245 xH 150mm : BAZ L7 HERER)
1EFORE L ERAE CRF- 1) = X VBB TERRESE,. 2y FES:110908
(FiERBR. AR ) ROKEK (HBETEKEK - BARER) %28 HICER
SEFEE LT,

6.6 ff. MHAKRUVCEKBEHIDOEAYE

Ak, KEAROCKREFORBAVEIZOWVTIE, ABEROKREEREALZuy b
243 #1 U725 — & % Eurofins Scientific Analytics b ZFNENAF L, REKIZD
WTHE, KEBEEBECER L KEOGTZEHELT v 7 kX thicEHHN (F4 [ﬁl)
KRB L . RBREMEZRET 27T -2 AR L. ENTHLEEORW L 2R
%@Ebéﬁﬁbto

6.7 EYOHINRVT—IADRT

/WNE R B AR : FlEAER TlX 402~433, BERBR TIX 768~797 DFE BN
- A SN BEEZ AFRICEE LIS, .
BYmEE : %Fﬁ&fﬁ:wowuiﬁlewuﬁ@Uﬁioﬁ

HEWX 1%E) . 1 OMLREEESEE Lz, ARBRTIX
BREEZ L (BRMEXERE, K, F. SHEHECEBHE
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XTREEDIR) I 4 HTDOEFEZZ DT 7=, 1000 DALITEE.
100 DALITME (HEIZ0F) | 10 & 1 DALITEKES L
L7z, PHEAR. ARRLOBEXREZESIZ1205HE5
EEEOTT, BRAB/F—VICHE () Tty
FLer—Uoifir, BRES. BEREK, &
&, &, BMESRVCEEESEZERR L, BEITF
HRBRCIIXEBYWRRKTH, ARRTIXEHERRA %
BHEC L 7=,

6.8 HHlT

Bz, RE - BUEHIRFIC, BERVC—BRRBICEERL LN o mBEEE
AL, BATNUE (1 HERER) ORELEIC, FHOTLHEERTE B3ETH
S RDEOBHEBR LU, BEOEMNTIZa sy Ya—F2fWnWizT oy JEEE
ROEELMEECHAY (o y /EBECHELRHELERL, RRBEROHEANOD
EAREELEELICE Y S TE) LTV, BIWEREBERZER L.

6.9 BERR. #REAERUZTALDORIRER

BERKIX, BERRIC—BNICHVORAROBRE L Lz, #EFEIT 10mL/kg
HKELL v VALZTZ VRV TIABY U TFTERAWT, N 24 BRIMR T 2EES L,
BEERIZEORSBRERXESHOKRESEBIIEN L, £/, BESREICIX
0.1%Tween80 %A 0.5%CMC-Na KIEK # FARICEE Lz, BHEMSBEIZIEI~YRFE
BEWRRRIZ /NEDOFZREIPBE SN TS MMC % 25G OEFEHZ AWV THERERNIIC 1 E#
HLllk, BREAEIX 10mL/kgBE L LTz,

6.10 HREERUVZTOHRTIRMEVICHERK

6.10.1 Fiwa B
TFHAROBREEI.EEHAELEEHRARI A Fo A4 TED 5 2000mg/kg/H & L,
LT 2 TR LT 1000, 500 2 T¥ 250mg/kg/ B D 4 AEEZRE Lz, 1 HEMY D8
MEIIMERES 3L E L, £, 2EEREZROK 24 BB O A FEMIZ OV TITR
BT ARAIC LWV REFH I, BREBRIIITORE,PoT, BERERER1.IITT,
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®1. PHERBEANR

i (mf/f-g;iﬁ) (fg/m%) jzim?/%f; Egt | Bk | SimES
CET NI NN TR N 4 M
L3 I RECIN TR NN N
= 1000 100 10 2 ﬁé g g(l)}:gfl)g
BEEAE 2000 200 10 2 ﬁi g i?i:i??
6.10.2 A ER

T HRBRICBW T, S HMRE 3 LD~ 7 2% AUV T 250, 500, 1000 & 0 2000mg/kg/
HZH 24 KREBIRC 2 BERORELEEER,. EHBRDERSHRICBONT—RKED
BROETCHIZHA NIRRTz, BRETE, #BRWEOREICHEE L ZEADIEHE
bhiehoT,

LMo T, RRRBRIZBITAHREEIX, BURALNTFHEARICBITA2EEH
BETH5 2000mg/kg/ B2 HmAEE L, ITAK 2 THRLT, 1000 X 500mg/kg/H
D3IABERE L, ThICEEE2EBRET2RESBERDC MMC 2% 59 5 Bt
BEEEMz Gs#EL L, 1HEYYOBBEIISIEE LT,

BHERGHIT, 2EIBEERERP 24 KR E L, £/, BHREBRICHAOHRMEEN
Rohihol-lod, HEOATEmRTHI L E LA,

2B, MMC OB EEII/IEOFERBBEIN TS Img/kg & L, LEHK 24 B
MICEBEER L, BEREER 2.1CT7T,

&2 ARBREEHR

. BER BE BERE |&RE |, , o F BB R

B | (mghg/B) | (meg/mL) | (mikg) |myg | B | BPH | BBES | b
B& Mt R 0 0 10 2 | #% 5 1001~1005 | #9724 B
s A& 500 50 10 2 | # 5 2001~2005 | #0924 iR
B R E 1000 100 10 2 | B 5 3001~3005 | #524 8RR ®
B ARE 2000 200 10 2 | B 5 4001~4005 | #9524 BER
5 M f HR 1* 0.1*% 10 1 | B 5 5001~5005 24 BERE

*: MMC OREERVBER =T, a): 2EBORERE»NOEE

6.11 BERUBREDAE
6.11.1 — IR DR

THERBREOARBR L L, 5 R EIBREN., BREER, BEAH 2BE, 2. 2
DMOBIXTH 1E, —f&RE (FiR, ZRRE, TORCHEDRY) oBE%:
EhE L7z, '

16



M-1474

6.11.2 ARERE

FHEABRTIX IEBEREAL L 2EIEHREFHETIH 1ERIE L7 (8:15~9:36),
ARBRTI, 1BIERSE S 2EEREERET (BEFREICOWTIIRERTH
WHEIE) 1B 1EBE L (8:48~9:59) ,

6.11.3 FREHRERDESH

EAEHMCRANES LEMESORNBREER L IEOBEDIZD DIELRE
Schmid D FE P THEE L, Thbh, BRESFEORKICREESIEIC~
U RAETEMEBRAIC XV REESE, BROKBELRHE LEBLUWLE, T0O%
ImL 7 4 AR —F T AERFE 236 EHEZHNT, B 0.1~0.2mL OFREMLIE
(GIBCO BRL, 2 » hEE :705424) TEHMRZELFICHE VN LEZ, KIZ,
ODEHFBECER#ZAVCEHEEREFREMFELZEML CHEZIESL,
1000rpm T 5 /3RO HBE (M I —TEKXSH, = EZAREROH LC-220) L,
FEEZRT, MBWEIFY—CTI<EBML, AT FZ/T7RIBEKLE (BEEXR
XTI SEEERBENLE I MEER) . BRLEBEXRIIREZIE, A&/ —0
(Fnyesid T EHNEHH, =y FES  EPF6315) TI3INBEBEELAE., BOREL
oo 2B, ERZIIRRES., XA7—U, BEES, RROBEEECERAZHEL
T _XeEffgl (BRiE) .

6.11.4 BEHEZEHEEXDEHE
BRIISRETTHILEORABESZL LI, BERBOBRFARRXTIA FF/F5 21K
PBERLE, BHEEBHREROT 7V AL VBRERER BT, Hayashi b D
FiE PNt o, THA0ugmL 77 VP F Ly UKBEREDVBBE T LI A
SRICASA RT T A28, HE 490nm M EOREX, BEA 74 LEZ—L LT
515nm L E DK EZ BB T2 D02 ML 3EEME (VAT LEMEME BX40 :
FV U RZABERNEH, 2= "= LB LER BX-FLA : 7V VR 2KKAaH) %
BAWT, REMER 600 THELE,
BEKRTHROERIEELE, £, BEIZAVWREPoZERIT. £TOEREE
KTHREELE,

6.11.5 HREROHE

1 EEIZDWT, 2FRMEK 200 BF OHERME (LT, PCE LiE3) ML UCIESR
PSR MEREL & 2000 B D PCEICx T A/MEEA T HHENRMLE (LU, MNPCE & i
T) MEEKL, TREFNROHBEE (%) 2RD-, .

Tz, BT LI MNPCE & 2 O HBBEE (%) . PCE ¥ & z0OHBHEE (%) i<
DWTEHELEERELZREHL, SHBEAHEE (%) KOV TEHERELE/NMED
& L7z,

MEOHBEAEIC T 2EEEOHEIX., B BE & B B D MNPCE O
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BEE (%) PEWEFOERT —FOFHELISDNTHLZ LEHR LR, B
MR L EKRYER G L 2B L, 2B ICE S < Kastenbaum&Bowman DR
D (HEAKYE : FHl 5%) 3 TUC Cochran Armitage DEFIRE & (HEAYE : Bl
1 B 5%) 29To7z, BEIZ PCE OHBHEEIZ DN TIE, BRHEESRE L SERWER
Eft L OFT Bartlett DRE DEITVELBME (FEKE @R 1%) ZF#S, 28D
¥J—172 5 1272 % Dunnett DR E Y (FEAYE : Tl 1 R 5%) 21To 7z,
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7. HERER

7.1 FRER
4, -2F VL V7= /=D 250, 500, 1000 KT 2000mg/kg/ B % H 5 Liz,

7.1.1 — KRG
fEER % Appendix 1-1, 1-2ZR” L7z,
— RO RVOECTHITA DN o Tz,

7.1.2 KE
%R % Appendix 2-1, 2-21Z/R L7z,
FETIE, #BRHEORSICEHELZBIRERDLNR 10T,

7.2 XKHER

44-AF LT T7x /) —)LD 500, 1000 KT 2000mg/kg/ B, EEdR E LT
0.1%Tween80 ¥R/ 0.5%CMC-Na K&K, BHEXR L LT MMC @ Img/kg 2% 5 L
776

7.2.1 — ARk RE
BB O R % Appendix 312, #MFEZ Table 1 IZFNEhR LT,
BHBRMEREGHIIBN T, —BRREBOB(ITLA N holz, BUESBEROE
RIS —RRBIZEITA N RN T,

7.2.2 KE
BABIDO#E R % Appendix 4 12, HIE% Table 2 I FNFHR LTz,
RENEHELE LT, FERYERER CHRERBICRE R OAR P, B
X REICOVWTI, REHBICEE XA DN 2o T,

7.2.3 BHEHEROHBRER

BB O R % Appendix 512, ¥FEZ Table 3 ICFNFNR LT,
WEHRMER G TIX MNPCE O HEEEN 500mg/keg/ B 53T 0.06£0.02%.
1000mg/kg/ B #% 58T 0.13+0.13%, 2000mg/kg/ B 5B T 0.16+0.11% %R L1z, =
o DEZREREED 0.09£0.04% L LB LK R WTHhORBRMERSH bR
FRICHERBEMIN ST, HREFNRELLRO bR 5T, .

T, FHBRWER SRR T D 2R MEK 200 EPIC 5 5 PCE O MBS EIL.
PEXHREE & LB U TR EMICE B (p<0.05) BB E RIS ah oz,

728, BHEXTREE D MNPCE O MBI SHE X, RBRENRE & L_EFICHEmMLE, &
B2, B REEE OB B O MNPCE O HBMEEIL., YHEFICBITAEL4D
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HRT —F OFHYEL3S.D.OFEANTH >,
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8. EE

440-AF VP72 ) - VORGCEREFTREOFELRHA T I LD,
Crlj:CD1(ICR)SPF ¥ U 2 & FiW 7= /MMERBR & M L 7=,

BEBRRETHZDOOTFTHARTIE, SHMHEILO~ Y X% H VT 250, 500,
1000 XU 2000mg/kg/ H 2 24 MR C2 R OB E LR, SR ER G
KBWT—RRECE{LERVCETHIEA LN 2N ofz, BRETIE, HBRUHEOREIZ
BEE L 72RO oo T,

IORBREB L, ARBRTHRECHAPALNT FHRARICBIZ2EEHETHD
2000mg/kg/ A ZEAE L L, L TFTAk 2 TERL T 1000 XU 500mg/kg/ B % £ 24 FFfE
MR T2EROKBEL, 2EBHRSEH U EBRICEHBREAL/ER LBE L, £
7o BRtERIER & LT 0.1%Tween80 A0 0.5%CMC-Na KIZR 2 BRI ERESEHLFA T
HETERETIH, BESBELTYA, b CO Img/kg & 1 BIRE5T 58 %
BREL., BERFEORMICBEHBHREARLFR LBELTo7-, 1 Y o8
WEHESTLE LT,

ZORER, MNPCE OHBEEICB VT, FEBRDERSHITBEMESREEICLERT
M ZRICEERENIRD N T, AERFHRELORED LRI 2T,

T, EEBRWERERICBIT 5 2R MEK 200 @HIZ 5D 5 PCE O HBEEIL, B
PR BREE L B U TR FENICEERE(RE R I o Tz,

k. FEvEXHREE L BB O MNPCE O HBBEE L. YHFEFICBIT A E 2D
LEETF—ZDEHELISD.OFHEANTH -T2 b, RRIIZBEOICEHESLZ LD
EEZ BN,

DEDRENS, 44-AF LT 7 x /) —VidARBKRSEMBET T Crlj:CDI1(ICR)SPF
T ADEHEICBWT, LEFREFREITIEVEHE L,

BB, AL AFVTVT ) R, BEREARERERRCTRE, REFRERRT
BRAEOBEREROEEEMBAFER SN, BEOBESBZLNATHS >,
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AHER 2 (1)
A-2445
HRERRIRE 2
BRES : A-2445
RERRRE
FEHBEG 4,4 AF L0 T2/~ LORE - iﬁ]—-fi}
HRHR : 44 AF VY7 )— (v FES ; GLOI)
s () : BEE (0.1 v/v%Tween80 B 0.5 w/vse /L didE & A
Fha—RF b T AKEE)
ER 2R
REHE : EEEDHEEL L TERHR (FMNEZOREREDOE
BHE (100) ERTIRFEHOUEREOYISEOY
4} 2%100£10.0%LLA,
H—i ;. BNEEEVEREL-ERMOEEHE 10.0%LL T,
BER
WEME (mg/ml)
[t T 4
4.7}
(mg/mL) EF 8 AM+
e RREG S 24 MR EE
B, 0.484 0.494
Eg 0.475 0.490
TR 0.476 0.4%0
0.500 EHE 0.478 0.491
b: .0 § 3 0.005 0.003
RIFE (%) 100 102.7
EMEK (%) 1.0 0.6
LB 196 199
Lo ] 196 197
TR 196 199
200 S 196 198
M 0 1
RHFE (%) 100 101.0
RN (%) 0.0 0.5
HE : BERBETD 44 AFLodT7x /) — 3 BEHS R
HBPCEFSEMEVCER2ABNEEN S —Ch-
te |
P : THBEEHRESCRIBRE EET 5 BB ER I8
+5EM (PR2IFE3A318 : EAR 0318
B E/R23-03-29MRAW 6 B, MELRE 110331010
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Table 1 A micronucleus test of 4,4’-Methylenediphenol in mice

Clinical signs

Ist administration 2nd administration
Immediately  About 2 hours Immediately  About 2 hours 1 day after the
Before Before
Group Dose dministrati after after administration after after 2nd
(mg/kg/day) admtmstration administration  administration administration  administration administration
Number of animals 5 5 5 5 5 5 5
Negative control 0
& No abnormalities 5 5 5 5 5 5 5
Number of animals 5 5 5 5 5 5 5
Low 500
No abnormalities 5 5 5 5 5 5 5
Middle 1000 Number of ar'li.mals 5 5 5 5 5 5 5
No abnormalities 5 5 5 5 5 5 5
High 2000 Number of ar}i.mals 5 5 5 5 5 5 5
No abnormalities 5 5 5 5 5 5 5
Positive control ¥ 1 Number of animals 5 - - 5 5 5 5
{Mitomycin C) No abnormalities 5 - - 5 5 5 5

- : No observation
a) : Administration was done only once for the positive control group.
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Table 2 A micronucleus test of 4,4’-Methylenediphenol in mice
Body weight
Ist nd 1 day after the
Group Dose - . .. . 2nd
administration  administration e
(mg/kg/day) administration
N 5 5 5
Negative control 0 Mean 35.2 352 35.1
S.D. 2.2 2.1 1.8
N 5 5 5
Low 500 Mean 35.0 35.0 345
S.D. 1.9 2.2 2.3
N 5 5 5
Middle 1000 Mean 34.7 34.0 34.1
S.D. 1.8 2.1 1.8
N 5 5 5
High 2000 Mean 349 33.7 339
S.D. 1.8 1.0 1.4
. a) N 5 5 5
P °;t.'tv © °°'3“g' i Mean 35.0 349 35.1
(MitomycinC) S.D. 1.9 1.7 22
Unit: g

a) : Administration was done only once for the positive control group.
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Table 3 A micronucleus test of 4,4’-Methylenediphenol in mice

Observation of bone marrow smears (About 24 hours after the 2nd administration)

Dose No. of MNPCE No. of PCE in

[+
Group (mg/kg/day) in 2000 PCE MNPCE(%) ¥ 200 erythrocytes PCE(%)
N 5 5 5 5
Negative control 0 Mean % S.D. 2 +1 0.09 + 0.04 122 £ 13 61.1 £ 6.7
Min. / Max. 0.05 / 0.15 55,5 / 71.5
N 5 5 5 5
Low 500  MeanS.D. 1 £0 0.06 + 0.02 131 £ 10 655 + 5.1
Min. / Max. 0.05 / 0.10 61.0 / 74.0
N 5 5 5 5
Middle 1000 Mean S.D. 3 %3 0.13 = 0.13 112 + 4 55.9 + 2.0
Min. / Max. 0.00 / 0.25 52.5 / 57.5
N 5 5 5 5
High 2000  MeanS.D. 32 0.16 £ 0.11 112 £ 7 55.8 + 3.5
Min. / Max. 0.05 / 0.30 50.5 / 59.0
N N N 5 5 5 5
P;’;;ti;‘;:f"'."“g Mean  S.D. 42 % 19 2.10 + 0.95 105 + 13 524 + 6.7
yein €) Min. / Max. 0.75 / 325 455 / 60.5

a) : Administration was done only once for the positive control group.

b): Proportion(%) of micronucleated polychromatic erythrocytes (MNPCE) per 2000 polychromatic erythrocytes (PCE)
c): Proportion(%) of polychromatic erythrocytes (PCE, including MNPCE) per 200 erythrocytes

No significant difference in any treated groups from negative control group.
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A micronucleus test of 4,4’-Methylenediphenol in mice

Clinical signs (Preliminary study)

M-1474

1st administration 2nd administration
Immediately  About 2 hours Immediately  About 2 hours 1 day after the
Before Before
Sex Group Dose . after after e after after 2nd
administration - . .. . administration .. . .. . .. .
(mg/kg/day) administration  administration administration  administration administration
ber of ani 3 3 3 3 3 3 3
Low 250 Number o ar.ufnals
No abnormalities 3 3 3 3 3 2 3
fani
Middle 500 Number o ar}lfnals 3 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
Male Number of animal 3 3 3 3 3 3 3
High 1000 umber ot antmals
No abnormalities 3 3 3 3 3 3 3
Highest 2000 Number of arflfnals 3 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
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A micronucleus test of 4,4’-Methylenediphenol in mice

Clinical signs (Preliminary study)

M-1474

1st administration

2nd administration

Before Immediately  About 2 hours Before Immediately  About 2 hours 1 day after the
Sex Group Dose . . . after after .. . after after 2nd
administration .. . .. . administration .. . .. . . . .
(mg/kg/day) administration  administration administration  administration administration
Low 250 Number of arTirnals 3 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
. N f animal 3 3 3 3 3 3 3
Middle 500 umber of animals
No abnormalities 3 3 3 3 3 3 3
Female Number of animal 3 3 3 3 3 3 3
High 1000 umber o arflfna S
No abnormalities 3 3 3 3 3 3 3
Highest 2000 Number of arflfnals 3 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
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A micronucleus test of 4,4’-Methylenediphenol in mice

Body weight (Preliminary study)

1 day after the

Sex Group Dose Animal dmi l.St . d .2_nd . 2nd
(mgkg/day)  number administration  administration administration

101 333 33.8 335

102 36.1 35.9 35.8

Low 250 103 33.5 33.0 33.5

Mean 343 342 343

S.D. 1.6 1.5 1.3

201 35.3 35.1 349

202 32.1 31.9 323

Middle 500 203 34.5 34.0 339

Mean 34.0 337 33.7

Male S.D. 1.7 1.6 1.3

301 334 334 34.1

302 33.3 335 33.4

High 1000 303 36.3 35.8 36.1

Mean 34.3 34.2 345

S.D. 1.7 1.4 1.4

401 30.7 31.7 316

402 35.2 34.6 35.3

Highest 2000 403 34.6 34.0 33.4

Mean 335 334 334

S.D. 2.4 1.5 1.9

Unit: g
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A micronucleus test of 4,4’-Methylenediphenol in mice

Body weight (Preliminary study)

I day after the

. Ist 2nd
Sex Group Dose Animal administration  administration . 2'nd .
(mg/kg/day)  number administration
T 111 26.3 25.5 253
112 28.6 28.6 28.7
Low 250 113 28.4 27.2 27.6
Mean 27.8 27.1 27.2
S.D. 1.3 1.6 1.7
211 28.6 27.1 28.0
212 28.2 273 28.0
Middle 500 213 26.7 249 26.4
Mean 27.8 26.4 27.5
Female S.D. 1.0 1.3 0.9
311 26.1 26.9 27.0
312 28.5 28.5 27.6
High 1000 313 28.4 28.9 28.3
Mean 27.7 28.1 27.6
S.D. 1.4 1.1 0.7
411 27.8 27.6 28.2
412 279 27.1 26.5
Highest 2000 413 28.7 26.1 26.8
Mean 28.1 26.9 272
S.D. 0.5 0.8 0.9

Unit: g
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Appendix 3 A micronucleus test of 4,4’-Methylenediphenol in mice

Clinical signs

1st administration 2nd administration
i Bef Immediately  About 2 hours Before immediately  About 2 hours 1 day after the
Group Dose Animal etore after after after after 2nd

(mg/kg/day) number administration administration _administration administration administration ___administration administration

1001 - - - - - - -
1002 - - - - -
Negative control 0 1003 - - - - - . -
1004 - - - - - - -
1005 - - - - - - -
2001 - - - - - - B
2002 - - - - - - -
Low 500 2003 - - - - - - -
2004 - - - - - - -
2005 - - - - - - -
3001 - - - - - -
3002 - - - - - - -
Middle 1000 3003 - - - - - - -
3004 - - - - - - -
3005 - - - - - - -
4001 - - - - . - -
4002 - - - - - - .
High 2000 4003 - - - - - - -
4004 - - - - - - -
4005 -
5001 -
5002 -
5003 -
5004 -
5005 -

Positive control 1
(Mitomycin C)

T U a1
~ N~~~
*

]

[

.

- : No abnormalities

/ : No observation
a) : Administration was done only once for the positive control group.
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Appendix 4 A micronucleus test of 4,4’-Methylenediphenol in mice
Body weight
‘ Ist ond 1 day after the
Group Dose Animal s . . . 2nd
administration  administration C e
(mg/kg/day) number administration
1001 359 36.8 35.6
1002 33.1 33.7 33.8
1003 329 326 332
Negative control 0 1004 38.1 37.7 37.9
1005 359 35.1 35.0
Mean 35.2 35.2 35.1
S.D. 2.2 2.1 1.8
2001 37.7 37.7 374
2002 353 35.1 345
2003 334 342 340
Low 500 2004 329 31.8 311
2005 35.9 36.0 353
Mean 35.0 35.0 345
S.D. 1.9 2.2 2.3
3001 343 35.1 340
3002 36.6 35.8 36.5
3003 323 31.0 317
Middle 1000 3004 36.3 35.7 35.1
3005 342 32.6 33.2
Mean 34.7 34.0 34.1
S.D. 1.8 2.1 1.8
4001 34.1 33.2 332
4002 323 323 31.9
4003 35.0 346 353
High 2000 4004 36.0 336 346
4005 36.9 34.8 34.6
Mean 349 33.7 339
S.D. 1.8 1.0 1.4
5001 328 329 326
5002 359 36.1 37.8
Positive control ¥ 5003 35.1 354 35.2
(Mitomycin C) 5004 376 36.9 36.7
5005 33.6 333 33.2
Mean 35.0 349 35.1
S.D. 1.9 1.7 2.2
Unit: g

a) : Administration was done only once for the positive control group.
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Appendix 5 A micronucleus test of 4,4’-Methylenediphenol in mice
Observation of bone marrow smears (About 24 hours after the 2nd administration)
Group Dose Animal N'o. of MNPCE Mean * S.D. MNPCE(%) ® Meefn £ S.D. No.of PCEin  Mean + S.D. PCE(%) © Mez?n £+ S.D.
(mg/kg/day) number  in 2000 PCE ( Min / Max ) 200 erythrocytes ( Min / Max )
1001 2 2 1 0.10 0.09 + 0.04 113 122 £ 13 56.5 61.1 £ 6.7
1002 2 0.10 ( 005 /015 ) 111 55.5 ( 555 /715 )
Negative control 0 1003 I 0.05 116 58.0
1004 1 0.05 143 71.5
1005 3 0.15 128 64.0
2001 1 1 0 0.05 0.06 + 0.02 124 131 £ 10 62.0 65.5 + 5.1
2002 1 0.05 ( 0.05 7/ 0.10 ) 122 61.0 ( 61.0 /740 )
Low 500 2003 2 0.10 132 66.0
2004 1 0.05 129 64.5
2005 1 0.05 148 74.0
3001 0 3 +£3 0.00 0.13 £ 0.13 115 112 £ 4 57.5 559 + 2.0
3002 3 0.15 ( 0,00 /025 ) 114 57.0 ( 525 /575 )
Middle 1000 3003 5 0.25 105 52.5
3004 0 0.00 111 55.5
3005 5 0.25 114 57.0
4001 2 3 £2 0.10 0.16 + 0.11 113 112 =7 56.5 55.8 + 3.5
4002 2 0.10 ( 0.05 7030 ) 117 58.5 ( 50.5 /590 )
High 2000 4003 6 0.30 118 59.0
4004 1 0.05 101 50.5
4005 5 0.25 109 54.5
5001 49 42 * 19 245 2.10 + 095 100 105 + 13 50.0 524 + 6.7
Positive control 5002 49 2.45 (075 /325 ) 121 60.5 ( 455 / 605 )
. . 1 5003 65 3.25 117 58.5
(Mitomycin C)
5004 32 1.60 91 45.5
5005 15 0.75 95 47.5

a): Administration was done only once for the positive control group.

b): Proportion(%) of micronucleated polychromatic erythrocytes (MNPCE) per 2000 polychromatic erythrocytes (PCE)
c): Proportion(%) of polychromatic erythrocytes (PCE, including MNPCE) per 200 erythrocytes
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