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Figures and Tables

Fig. 1-1 Results of the cell-growth inhibition test in cultured Chinese
hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment: +59 mix]

Fig. 1-2 Results of the cell-growth inhibition test in cultured Chinese
hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment: —S9 mix]

Fig. 1-3 Results of the cell-growth inhibition test in cultured Chinese
hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 24 hr]

Fig. 1-4 Results of the cell-growth inhibition test in cultured Chinese
hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 48 hr]

Fig. 2-1 Results of the chromosome aberration test in cultured Chinese
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Fig. 2-2

Fig. 2-3

Fig. 2-4

Fig. 2-5

Table 1-1

Table 1-2

Table 1-3

Table 1-4

Table 2-1

Table 2-2

Table 2-3

Table 2-4

hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment: +59 mix]

Results of the chromosome aberration test in cultured Chinese
hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment: —S9 mix]

Results of the chromosome aberration test in cultured Chinese
hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 24 hr]

Results of the chromosome aberration test in cultured Chinese
hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 48 hr]

Results of the chromosome aberration test in cultured Chinese
hamster cells treated with 4-Hydroxydiphenylmethane
[Confirmation test: 48 hr]

Cell-growth ratio in the cell-growth inhibition test in cultured
Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment: +59 mix]

Cell-growth ratio in the celi-growth inhibition test in cultured
Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment: —S9 mix]

Cell-growth ratio in the cell-growth inhibition test in cultured
Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 24 hr]

Cell-growth ratio in the cell-growth inhibition test in cultured
Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 48 hr]

Cell-growth ratio in the chromosome aberration test in cultured
Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment: +S9 mix]

Cell-growth ratio in the chromosome aberration test in cultured
Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment: —S9 mix]

Cell-growth ratio in the chromosome aberration test in cultured
Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 24 hr]

Cell-growth ratio in the chromosome aberration test in cultured

Chinese hamster cells treated with 4-Hydroxydiphenylmethane
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Table 2-5

Table 3-1

Table 3-2

Table 3-3

Table 3-4

Table 3-5

[Continuous treatment: 48 hr]

Cell-growth ratio in the chromosome aberration test in cultured

Chinese hamster cells treated with 4-Hydroxydiphenylmethane

[Confirmation test: 48 hr]

Chromosome aberration in cultured Chinese
treated with 4-Hydroxydiphenylmethane
[Short-term treatment: +S9 mix]

Chromosome aberration in cultured Chinese
treated with 4-Hydroxydiphenylmethane
[Short-term treatment: —S9 mix]

Chromosome aberration in cultured Chinese
treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 24 hr]

Chromosome aberration in cultured Chinese
treated with 4-Hydroxydiphenylmethane
[Continuous treatment: 48 hr]

Chromosome aberration in cultured Chinese
treated with 4-Hydroxydiphenylmethane
[Confirmation test: 48 hr]
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HERET R < 20108ESH 208
28 HBAEEE

mASER )b —Ft oy — HBIEWERR B

29 HERESF
ERMEREFRESE
RBREEE

210 BHBOEREICHEEERIEILELEDhIBREER

LR ERRICEBW T, EENEED 24 B T, REeKERE ERT D EIC
BEoTHKAE (289ug/mL. 71 v i ai&B#FES 24-2-O. SlideNo.63) OEUNETHEK
HicREAE (57.8pug/mL, 71 v ¥ 2 BAIES 24-1-O., SlideNo.12) DOHIIRE % [E
RU=, L LARRS SlideNo. 12 D TA L 4% %2R L 2 & 22 5&EFED Slide No.78

(TA6%) &RBRIENLEAFEERFEHECEMMA S L2 TLCEBY, AR
EFEOHTE L RBMY T, EHAAEED 48 FHAEC, ERERRICBVLW TR INZE
EBRMEOREHEBERFIRUEFZHET I LICBWT, MERE 7= b0EEX
b=,

LEERERBDOEIRR CEFOIEE 48 BRARE) 28T, RBRFEXEDI-
RBRAHEELEFEG)THMESBHE MMC OFRMES 150 L ¢ L7, Thids
BTHY ., ERECEEBRERICEY TEELERE - 48 FHABETER EN TV S 100
WL AT U BT — 2 Enb b INbOEBEERMRETE D Z E RUHERBREB OB
RIS ARATEERET 2 F OMROBEE X, bTFhCEETH-1
DOWMBROEERELIZERFETHo-2 b, BEIZhsmbDEEZ LN,

ZOMic, RBOEEEICEELZRIEL-LELNABREER T2 -7,

211 BHEF

REGtEE FRAEELEEZE0) FR BRXE £7 -4 RECERRK
UHEER (BEEBREERER IRASER Y Vb —F ¥ —HEBEMEROR
FHRAFRIRICARTET 5. 2B, ZOMMRERKRESRLE 1048 L 32, HMET
BOREFIZOVWTIE, EAFBHEAEERMLEFAETEHR (EWHEHZTEMRE LK
SHRS VY —F o F—HTHEL. TORBERET 2,



M-1310

212 HBRETEOERGRIIESR - EM

B 0 -5 20




M-1310
3. HEBHEE—R

HERIR DR
RS D RETE
WERE O
HERELE TR AN SR E AEAROER

AR S TR SRR E -
REeFsRAERDOEY

P FERDa— Nk

R BEARE



M-1310
4. EH

4-t Fax o7z A8 vOREBEREFREOCEREBRFTH-D, Fx 4
== R A ALY — i RBRHEFEME (CHLIU) 2 AW e dRERB 4~ E L7,

MO, ERHAEZEMRBRIA P74 VIZED LA 10mM IS T 5 1850
pg/mL & LT, MPEEMBIRBEZERL /-, TORKE., ENFHLEREORBETEEL
TIE 14.5 pg/ml T, FERBEEL T 57.8 pg/mL T, EHELEEO 24 BRELERV
48 BERA4LIR TiX 28.9 pg/mL T, THEN 50% %8B % 2 MIEEDHIERSRD LR
T=o S0%MBETEIMGIRE (BIREME) 13, ERFFMABEO TGS TIE 14.5 pg/mL
DT LM &, FERHMTEMEL TiX 32.0 pg/mL, HEFELEEO 24 BERIME T 24.1
pg/mL. 48 BFIALE TIX 26.6 pg/mL Th o7z, TNOLDHER LY, HA FFAVIZE
Wbtz TARSEENH LA 0% LM SN AELZREERELTD) EORE
Mh, EEEEABEEOMRETEEL TR, RERAE®D 14.5 pg/mLIZEBW T H MlaER %
50%LL B4 LAV AEN RS bhvih o3, 14.5 pg/mL 281 5 HAE M E =
B 61%E ., 50%DIEFEDEER LI &hb, 145 pg/mL ZREREL LT, T,
N2 CHINUF 4 REEZRE L, SRELEEOFERETEELTIL 57.8 pg/mL
PEEHELLT, BT, A 2TCHERLEHIBAREZRE L, $7/-. EFLEE
D 24 BERIALER  OF 48 BERTAAER Tid. 28.9 ng/mL 12381 2 MU R I RN . Fh T
N S8% RN 54% L BN = D b, 578 ugmL #BEAEL LT, BT, A2 T
FRU-HARAEERE L,

LEXERERABOER, REFEERFNOBHBERO—2DEETHIX Y v %
BEERVWRAEKREEZE T HBOHERE (TA) i1, ERELAEEORBEELRT
FERBFERAETEI VWTHOAERBWTHREOHEEETH D S%RBETH -7,
Zhizx U, EEEAEE T, 24 FERILEBICB W TEEHAERD 57.8 pg/mL DR T,
TA PERBHEOHEERTH S S%LL L 10%KH%E, 48 HFHABECIRESHARD 57.8
pg/mL @ 1 AEDAT, BHEOHEREETHD 0% LER L, £ T, EfLE
EO A8 BB OWT, REHAES 578 pg/mL & L, HEEREEBREEMLE, 20
FER 4SRRI T D TA L. 57.8 png/mL T 30.0%.48.2 ng/mL T 17.0%.40.1 ug/mL
T 11.5%, 33.5 pg/mL T 4.5%FK 18 27.9 pg/mL T 4.5% &, 57.8~40.1 pg/mL O 3 A&
BT BEOHEREETH S 0% A LE2R U AL ARKEENRED LI,
L Ladd EHAEEo 48 BHLE R ORERRR L L ICHBE L HE SN AR
TIAEREIEER (%) PMMED - Db, 4k FuFxir P zo 2 7 Ofalk
BEREFREIERRENLLOEEZON, REMICERELHE L,

—F. REFERERBOME, FEEMEOHARIVThOLABIEIIBNTH 5%
KB ThHoTm I &Mmb, 48 FuFxid7 oA 7 o OREERENEESE B,
HaRICktE L HIE L,
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TARTOLEEIZBNT, B EETIIRERERT 2 F T IMERUFKE
OHBRBEEL 5%KRE T, REDOHERENITH 7, ThIZH LT, BESRET
HFELWRAREEREOFERVIRD LN, E->T, RBIIBEIICER SN EE
zbhi,

UEDORERNS, 4L Frdx P 7 ool A X Vi ARBREETICB O THRERE
ERERERUCREEEIEE L HIFER LRV EFER L,
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5

Tl

BEEFHEAEERLFEETER L¥YWETEMNKREOEKBFICLY, 4-£ Fa ¥
VYT = AR OREMFEEO—RE U C, (ZHEOEEME (CHL/IU) AW
LREEREFRBLTERL/-OT, TORKERET D, 26, ARBITUTORERE
ST L, A F7A I HERMUTER L=,

5—1. Good Laboratory Practice (GLP)
 [HHRILEWEHECFLIABREZEM T HBRERICET I EEIZONT)
(ErL 1SE 11 A 21 B BAFEE 1121003 5, TR I5-11-1TREE3 & BiF
FE 031121004 5, FrL 1754 A | HEHEKIE)
. TOECD Principles of Good Laboratory Practice ]
(OECDEHE<£ : 1997 11 A 26 B)

5—2. RicEMERIA 1Y
» THHREEMEZICHRLIRBROFEIISNT]
(CERLISE N A 21 H : BERE 11210028, TR 1511 - 3HRE2E. B
RASFEE 031121002 B, Fak 184F 11 A 20 BRKHKE)
+  TOECD Guidelines for Testing of Chemicals 473
(OECD FEH£ : 19974E 7 A 21 H)
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6.

6.1

ABRMHRUSE

RERE R VB

6.1.1 RER M E
B E OMEEOREIL, R TESAXSH-ICBIT2IEGLP FTORHICE
DL D THD (Attached Data 1)

fefaE

03 g
A

BIER
TA TR
BERER

oy hEE
CAS &
{LEEEN

HTR
Mz
A
PR
AFE
B

PRTF Tk

RIFGE

B EOER
EH

6.1.2 oL

% B
2y hES

BEEFBEEEERFEETHEY
EFMEL 2N EE

Hrlbm LEKRNSH

4-E FrF VT oV A

4N T e =
4-Hydroxydiphenylmethane, alpha-Phenyl-p-cresol
4-Benzylphenol

C770A

101-53-1

%

184.23

99.8%

84.9°C

AR

25¢g
EBRRTRIC, FRREHFR SV Y—F o F—TBN
THEEREL., TOBREAFLTEEELRERL
7= (Attached Data 2) ,

W (REHRPOEMRE : 3~6°C) | #X. HiE
HESGHESEET SR ERTFERUE | IEHERY
HRM=E HEBE

Bz L

ERETH®R, HBRHEHOBRDIT, BREMMED -
A2283 ICBE L,

PAFNANKRF T K (DMSO)
LTF0010
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ok : fa S5 8

BET : IS Tt

wEHE : EiR

RS : HBGTFRET HBEEERRE

B O BRIRE H : HERBAIARTIC B E OB N3 2 B O R %

FEh L= iR, SR AKIZE 19 mg/mL TARIE, DMSQ
IZiX 190 mg/mL TEAET 5 Z L BRI N2,
DMSO 2 & LTHEMA L,

6.2 HEERDHAH
6.2.1 FBA %
1) FER R R

WEE'HE 03700 g% 2 mL A R T7 T AR LT, WETHERLLEIZ, ARXT
v P LTHREBED 185 mg/mLEE (Fb— MZ 0.050 mLEM LB RKRE
1850 pg/mL) ZFAB L=, W T, 185 mg/mLIERE AL 2 (FREOWHERIZ 1 mL :
B T mL) TIEWR 7 REFR L., 92,5, 46.3, 23.1, 11.6, 5.78, 2.89 RU' 1.45 mg/mL
D SREERBORRIEELTAR L7,
2) REFEREER

HRFRABRETIH, HRYE 03700 g% 2 mL A AT T AIHERLE, BETHE
BUERIZ, ARAT7y 7 LTCERBBRED 185 mg/mLBEK (7 L— FZ 0.050 mL &M
LB DR TREE : 1850 pg/mL) ZFW L 7=, RWT, 185 mg/mL B Z AL 2 (£
BEOWRIE | mL : B4 1mL) TIEK 10 REEAR L, 92.5, 46.3, 23.1, 11.6, 5.78,
2.89. 1.45, 0.723, 0361 ZU'0.181 mg/mL @ 11 BEBRBEOHKREZFAR L, K5
EHELETIE 145 05 0.18]1 mg/mL @ 4 REERBOWHRKZ, JERBEE{ T 5.78
75 0.723 mg/mL @ 4 REFEEMOFERIKE AV, ERLEBETIE, $58%WHE 03700
gE2mMLAAT T RAATHR LI, BETHERLILEIC, ART7 vy 7LTIREBRED
185 mg/mL #&#K (7L — FiZ 0.050 mL M LR DRKIRE © 1850 pg/mL) % 3R
L7 IRVVT, 185 mg/mL K& AL 2 (FBEOHERIK | mL : B 1mL) THEK S
EEREATIR L., 92.5, 463, 23.1, 11.6, 5.78, 2.89, 1.45 RTUr0.723 mg/mlL O 9 JREE
MEDOWERRZ TR U/, 24 FRRJME R OF 48 BB &L b ic, 5.78 705 0.723 mg/mL
D 4 REBRBEOHRBE AV,
3) RERFAR

FESRARR (EELIEE: 48 BRAME) Tk, #BHWE 03700g% 2mL A R 7 F A o
WA L7z, W CHEE LI-RIZ, ARAT vy 7L TERSRED 185 mg/mLIEKR (7v
— MZ 0.050 mL {0 L 7=BE OB HKIREE 1850 pg/mL) BB L7z, KW T, 185 mg/mL
BEiREAL 32 (B0 mL : B 3.0 mL) THR L., 5.78 mg/mL OHEERIR & FHHRL
L, BT, 5.78 mg/mL RiE# A 1.2 (FBEOHEBRE 2mL : I 04mL) TIE
WA BEPERIR U, 4.82.4.01,3.35 XU 2.79 mg/mL @ 5 EEEPEDOMEERIE 2B L7,

14
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ABUZIE 5.78 25 2.79 mg/mL DEEERIK 2 AV,

6.2.2 SRR
FARFIZRERLL 7=,

6.2.3 TEM
WEBRWMEICEESRM LIRS, i, B, KB, FRE0OEEARV I LE2H
BAIRCREFICTREL, #REOETEMFHER L1,

6.3 NEHE

6.3.1 B
BEL LTHAWESAFALALRZFL N (DMSO) #RESTBRME L Lk,

6.3.2 (5 14 %1 B

1) BHHBHEE LT, AENEMETIIZ7a 7+ X7 7 2 M, EABNEE(LT

[Z=A bewa v CEAWE,

A TR : a7 AT77 I RN (LUFCPERERET D)

oy MNEF : SDP4062

L oy : fyefiE T EERASH

HiE : AR (97.0%LLE)

RIEFHE : Wk, WX

RIFHET : HEGHEDT B EEMHRRE REEDERERER

& Fr : <A bvA4C (LAT MMC LEEEET D)

oy bEE : 500AFJ

RiE5T : B FiREE TENRASH

patiin : 2mg (Hffi)} /A

REFEFE : iR,

RIFEET : MBS R EEEMRRE REEDEERREE
2) HAMEE

e RERROANMAEBEREORBINEM TIX, CP00I40g 5 /7 AF v ViR
LE (50 mL) ISR L7, THCABRRRK (BAERS., St RERET
%, oy bEFKTI92) % 20 mL MX TEAE L 0.70 mg/mL B (BEH# K 4.900 mL
(2 0.100 mL ZMNZ 7-BEDBEIBE ¢ 14 pg/mL) ZFE U7z, SREELEEDIENR
BHEPE(L TIX MMC @ 2 mg FRHEAA T AR EBRER (BAERF. EREH KRG
BT, oy FESK7192) #EHETC2mL ML TEM L7 (I mg/mL) , &I
Z DETE % A 20 TIER 2 BRI (BK 0.250 mL : AEARIKZ 4750 mL) L,
0.050 X TF 0.0025 mg/mL DK A TR L7 (K 4.850 mL 17 0.0025 mg/mL &K
20150 mLANZ 7=, T DREOBEEEIL0.075 pg/mL)

15
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Gt fE R ERBROBELEE TIX, MMC @ 2 mg T/ SA T ABERER (H
RERF, BT RKERETIH, 7y FES KT192) #EHE T2 mL X THER
L7z (Img/mL) . KIZZ DR EZ A 20 TlEKk 2 BREFR (AR 0.250 mL : A
R 4.750mL) L. 0.050 & (X 0.0025 mg/mL DERZ TR L7- (FE3818 4.900 mL
{2 0.0025 mg/mL Y& % 0.100 mL N 7=, Z ORFOFEEX 0.050 ug/mL)

TR GEFOEE 48 BHAE) TiX, MMC @ 2 mg /4 T/VZERR
ik (BAERY, BASHRERMETSE, av MEF K7192) 2FHE T 2 mL
MATERE L (Img/mL) , RICZ OEIR%E AL 20 THER 2 BMEA IR (B 0.250
mL : £EAEE 4.750 mL) L. 0.050 XUt 0.0025 mg/mL OFEEEFHABM L= (5%
& 4.900 mL iZ 0.0025 mg/mL &% 0.100 mL M X7z, Z DOBEDRKKBREIL 0.050
pug/mL) .

B, AREITARE L, BRIZIET TR LERLS L,

3) BENRBHEORRER
FIRROBERBRET A FT A VICEABHEEN TN D Z & R UKEME TR L
BUEZTHDHI S CPRUVMMC 2&IR L7,

6.4 [EAMEEE
6.4.1 giufikes

Frf =—X - NARZ O ERHEFEMIE (CHL/IU) AV, Mlalx, t=
— A T ARFFEEIR AN 7D 2004 4E 11 H 2 BIZAE L, AFEHR, PAF
NANTRF Y R 1OvVRERID L2 SRR 2 B L IR ER P CREICHER
FLE, RBRICEBLTIR, 20— HE2iRE%E. ERETHHL. #REE2To12b
DIZDNTHIBOHERBRE (64.4) 2FHMCEHRL T, BETHD Z LRHERIN
b OERBRICER L, ERBFOMIBHEAREIL, MISEENHRER T 6HE, B
R OEREMOEE T 10K REERERROERLEIE TIT 148K,
FERREER (EFmAEE) TR THh oI,

6.4.2 W DRINER
BARBELREBEEEORBERNMEN L, EHICHEA O{LEHH IR L TEEMSEN
B, RNyl T  RTF—FNBETCHLI LECHEAMNLAFMEAZEIR L/,

6.4.3 EEEN
REEH AR #EBE LAV, COIBRE 5%, RE 37°C. SBELBGTCHBELE, H
1z 1~4 BT EITITo T,

6.4.4 BraOEKERE

HENFEAT A ML, EREERENOHREL, REedoT— M, FNEMEV~
A 375 AEROFEEIZHOWVT207E 128 228 ~2007F 12 8 28 BIZEH®

16
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BEEMRL, ELWHEELET S & 2R L, M3, 304 eft X 2V #HE T
REZfE LA,

6.5 SO mix RUEHHR
6.5.1 S9 mix

FVZ o HVERTERKESHIOBALE S9 &, BEXERREZT a7y 4
— 2 FHRFICES LTSI mix AR L7, ARBIZAW- S oBESIFEICRIN:
EH, REEGERCERYRE o7 7 7 2 —DIRFESE., FERBMRRE O S9 mix DA
RLUTO@EY Thd,

1) S9
¥R : S9
a2y hES : 07113009
A : 20074511 B 30 B
& - Rfe : v h-SDF%
% : i
Pl : 7 1 5
FEME : Tx )NV EH —PB)RTRS, 6-X_2 Y 7 TR (BF)
BEE : RERERR 5.
BREHMEUVEREE : PB 4 Hf 30+60+60+60 mg/kg body weight
BF 1H 80 mg/kg body weight
REFE : W (BER7 Y —¥—)
= AR : 20084E 5 H 29 B (% 6ER)
RFEET : HER A EET BEEMRRE BKEY Y —¥—
2) HEER
A : ATy I H—
oy hES : 071227
®&A : 20074 12 A 27 H
REHIE : i (BIEET Y —¥—)
=R : 20085 6 H 26 H (&% 6t A)
RIFS T : HEEM AR B R8E 8RET Y —¥—
3)  S9 mix DAL
S9 2mlL
THEESR 4,7 mL 20mmol/L. HEPES fZ# ik (pH 7.2) 1.34 mL
50mmol/L {1t~ 7 3% 27 AKIRIK 0.67 mL
330mmol/L H{bH U 7 ARSI 0.67 mL

SO0mmol/L & /L a— Z-6-V EEKIEIE 0.67 mL
40mmol/L, B¥bRl==aF 7T I KT T =

17
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TR LAF R EE(NADPYKIER 0.67 mL
FE R 0.67 mL
EREITE, BRI REICERNAIT S 2O, REMREREES ER LRI
EOICER G OMLERESTR L, FRAKICERE, pHRE, ARBE LRI E, #
ELEEETCRELE, ERCEL TR, A9HBZE 2VWEHAT, LEEOS
T E AR L CRBRICE LT,

6.5.2 EER

Invitrogen Corporation & 9 f#A L 7= Minimum Essential Medium (MEM, GIBCO™,
Cat.No. 11095-080) |Z. Invitrogen Corporation & ¥ A UIE@{L (56°C,304%) L7z
4MmiE (BS) % 10 vol%ii L CHRAM L¥#K (BS-MEM) &AW, HAR#%o
BS-MEM i1 & EfRTE LT,

1) Mg

ay bES : 571834

O3 oy : Invitrogen Corporation

wEFE : B (-80°C BRED 1 IR EE)

RPN : MG BEEMRRE BREV ) V-
2) Minimum Essential Medium (MEM)

=R : 366167, 389953

]ET : Invitrogen Corporation

REFEFE : ail2

RIFHRT : HELBHIEET #EEERRE HERE
6.6  HEAER

REBIILTORAT VB ER L, REARERBRIIBVWT, ERAEBED 24
BEAET, REABROATREBMELHAEEN, EHIL48EHTHL, BEHEEDOAT
B HIESN D G, ERRAR (EFOEE 43 iFHAE) 2FER L,

1. AR FA I Bk SR OEEE RFHEMEL
FERFEMEL

A 24 BRE LR

48 BRI AL

2. AR RERER EREROEE CEENEL
FERBHEME(L

HE AR E 24 BEfE] A0

48 BRI AL

3. FERRAER E R AE s 48 BRI ALFR
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6.6.1 E AL DAk

1) HEARIEFEHNHI R

ERSRE AR TRAEEME L& T+, FERENEM (LA -1 & L, ERAEBETIE 24
BERAAER & (24—, 48 BERIAAER A 48—) & L7z, FIZ ISkl CRMEXtEE (Negative
Control) OHF-HILINCI % | B EAEHEOESILBEORWENLI1], 121, 131,
e DI EEFRAD LT TEASM SR L,

2) REERFHR

HMEERENHRR L FBICEREZHAT L 7 TR Lz, X, BB (Positive
Control) XIPCJ & L7z, RBFIZERIT, REEFEFELBANETEZ T V¥ Liza—FEL
72101)~199) =T 2 HTOFBBR VAT A FEBESEFHAE LI THEABMES
#Al LT,

3) FERRRER

REGFEERRBREBPRICHART L 7~ THAILE,

6.6.2 AEDFE

1) AR R ] BAUER

BEHES 1850 pg/mL (1I0mM F33%) & L, AT AL 2 THIR U7 925, 463, 231,
116, 57.8, 28.9 RUF 145 pg/mL OF S ARERE L, o, ThicREdRBiEr
BT,

2) REFEEFHR

MM RO R, EREMATREORBTEMEL TIX 14.5 pg/mL T, FERBHE
(LTl 57.8 pg/mL T, HEFAEEDO 24 BFEOE R O 48 BERILEE TiHX 28.9 pg/mL
T, TREN 50% % x5 HIBEFEINHIER 23328 b iz, S0%MARBTEMGI R E (B
BE) 3. ERMAEEORBEMEL T 145 ng/mL LUT, IERBHEME(LTIX 32.0
pg/mL. EROAER D 24 BEfE] LR Tk 24.1 pg/mL, 48 BRI T 26.6 pg/mL TH
o, INBDERLY, HA KA ATED LI THISIEFEAE 5 2N S0%LL E
MHASNIAREEEAEL T DI EDREN D ERFMLBEONRBEH(LTIZ 145
pug/mL % JERBEHEML T S78 p/mL 2 EEHEE LT, UT, A2 THRLE
H4REY, EFENEED 24 BREAERE O 48 BB T 578 pg/mL # HE AR L
LT.UTF, A2 THI\ULA-HIAREZREL . ERBROPRFELZED T, 228,
SERFRLERE OMREHEME L T, AREREIGIRE TR E Lo AR (14.5 pg/mL)
ICEBWTHAaEME S0% EH LW AERRD b hiano7/2, 14.5 ng/mL i
BT HMREREMEIEN 67% &, 50%DEFEER LI &b, 145 pg/mL &5 A
BL LTEDE, /o, EEAEKEO 24 BFEQE KR T 48 BFFIAE T, 28.9 pg/mL
BT AMBEEREIHIEN, ThEh 58%R U S4% B o722 L, 57.8 pg/mL
EEBRAEBICEDL, £, WTADES b THICRESRER GBS BREE R
7=
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3)

LA RERBROBERABKIIRNT, RAKHEREOHBEE (TA) 25, 24 B
MIALEECId 57.8 pg/mL TEERGME, 48 BRRLE TIX 57.8 pg/mL THELHIEE N, R
RIBEED HRAXBRELEGO 3) HBREORSHAEOHABBEEL TR THEI
FUTLHRBRTHoT D, HRRBROERLIEE 48 BRLE) 2 ER T2 2 & L,
ST8pg/mMLEZREHEIED LT A 12 THR L7-48.2.40.1,33.5 R Uf27.9 ug/mL
DFHSHAEBZHRE LE, 2. ZHhICEMIRER VS BE LRI,

6.6.3

FR B I IS ER

REGRERROABRLRETHLDICTHARE LTER L,

1)
M

2)

(3)

4

2)
(1

(2)

ERFRAE A

ETEMEL & ERBIERLO TN PR R ENERE R BEEE2 R
7o YU yRBEESFAF v 7L —F (EE60mm) ZHWE, L
— MIEBE 28 & LT,

Tl— ¥ 2X 10 EOMIE (GE#IES.0 mL) ZERE L, H¥E 3 BRI,
MEICREORWI LR ENVASHERE CHE LER L TH o ABHEHEET
IR BRI DWW TIE, EEIR0.883 mL Z#E Y BRE . S9 mix0.833 mL (ZHE &
I 0.050 mL 0% 7=, WRMELBEIZ OV TiE, H#I% 0.883 mL B Y k&
& S9Imix0.833 mL IZH & B EEDOHHRIK 0.050 mL # M2 /=, FERBIEME(LT
PR BB DWW T IS IHE 0.050 mL 2 B Y [ & B4 0.050 mL 200 % 7=,
BB ENEBREEIC OWTIL, BRIF0.050mL 2R VR E . £BEOHHERIE 0.050
mL Z2MA 7=, BEL LIZHENE. AR TIFHOFERVEEROGEZERL,
6 REffE&E Lo,

B 6 BrRItRIC . RIRCHBRDEDITHOFTEXBETH & L biT, HfmEzE
FWBET CHIBOWREEZRERE Lz, (kWT, Mgz £B R CHREL, Ly
B S.0mL 2MAEIC 18 iR E/KT 7,

BERTER, ML EERERTHEELT 10%FA~ Y VEETEEL., 0.1%7
YRENSA ALy NETRELE, BEMRBEEREERE (E/ 8b—% &
U U mANZTERRSD) 2RV THAEELZRIE L BESBHEHOMEE 100%
LT, RENEMEEROERBHENLDFNENIZOWTEEME D 50%Mia
HAEEIRE (BRSE) 2R, /o, 5% o MG L FEOTET 18 KR
HEROBRTHC, AR THREOEELX R L, BICHMAORES B ST 25K
BCHELERL: BEKTHOBRIL., 887 —4FE1L7%E) .,

HEAVER i

24 A0 & 48 BRI O F N EALICHRER M B AL BB J OV R ME S BRBE A BR 1 72,
Y — VI yRBEEFESIRAF v T — b (EE60mm) AW, L —F
TEFE28E L,

Tl— F YD 2X 10 EOMAR (R 5.0 mL) B L, 5% 3 %I,
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(3)

6.6.4

D
(1)

2)

3)

4)

(%)

I RE OV LA ENAREBEME THRE LR L Th b, 24 B
BN A8 BERIAATE & b ICRRMER BBIZ DWW THE, 2R 0.050 mL # TV B & | I
0.050 mL ZM%.7=, #WRMENBEIC OV T, E3%I% 0.050 mL xRV R X,
BBEOWRIK 0.050 mL #MZ 7=, Z0O#%, AR TIHEOFER UISEK DG
ZRER L, 24 FRR UM 48 BefsEEE L,

24 BEE R UM 48 BFRI OIS | T 1212, AR THBYEOWHOFEZBET L &
EHiT, BISIHEEZEEMET CHRBOREZFER L, RWOT, SRRIAEK L
R#RIC, i, BEE. ReaRUBIREREORIEAITV., 24 BRE & U 48 BeRj0E
LB D EBRYE O S0%HIERMEIRE (BEE) ZRH7-,

EEFEREER
R E AR
RETSHE(L & FERETFE O Z - Eh IR BB, SR ELERER U
BELRITI, Yy —VIRYREEESSAFy 77— b (EE60mm) &H
Wiz, FlL—hMIEE4fE LT,
Tl— bY7ED 2X 10 E O (E%K S0 mL) ZEE L. S5E 3 BRI,
MRRICEREORNWI LR BN AEREME CHE LR L TH L, REIEMELT
REERBEEC OV T, EEK0.883mL #]VERE, SYmix0.833 mL IZHEE
VA 0,050 mL 2% 7o, HBRMENERIC W TIL, BHK0.883mL 2RV &
&, S9mix0.833 mL IZFL & FIREOHERIK 0.050 mL M2 7=, BHEXTREEICD
WTIKEERIK 0933 mL #B2 & . S9mix 0.833 mL {ZHEE CP0.100 mL (GiRE -
14 pg/mL) ZMA Tz, FEARBSHEML TR BBEEIC W TiE, K538 0.050 mL
ZEOBRE . R 0.050mL 2027, BHWBRMELEEEIC OVTIL, K&K 0.050
mLEZROBRE, FBEOCERIK0.050mL #I0Z 7=, BHEIBEICOWTIIgE
#% 0.150 mL #F*&, MMC 0.150 mL (EMIRE : 0.075 pg/mL) 2#Mx 7, &8
EHICHME, AIRTIFHOFEBRUITEROEAZTER L, 6FHEEE L,
13 6 BEHIRIC, MR CTHRUEONHBOFEZBRIT DL L bz, BISIAfEE
TR T CHIAORESFER L=, W T, M2 AEAHEECHEEL, Ly
B 5. 0mL #0042, HiZ 18 RFRE#E T,
BB 2HROT L — b (HES1RV2) oW T, REAEERAEA MDD
BEATOH2EBERANCaALEI K (FAaA s B, 10pg/mL, FIEHIET
Z=HREEA) & 0100 mLANA 7o, R TH. 025% b U 7 8 (Trypsin

-0.25%. Invitrogen Co.) THifa% KA L. BEOSDEEIZ L > TED-HIE%E 0.075M

EAES U0 AT 15 SHEHEEREL, AFALTa—/  EfEE=3:1{%T
EEL, BELICMIEEATA RHAT A 1T 2@ T Uiz, AR
BAXTV— bE-0 28ERIL7-, MR TH, 1 BEREREL., 2%F A
PR TR NS e L CRhEaFEREER L,

BOZH 2O — b (FFS-3 RUO-4) 1k, 5538 6 Rz L RAROFIET
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2)
(1)

@)

(3

4)

18 BEMIRER OB TIIC, RIRTHIHOFEAFER L, BICHBOWRESBISIAL
FHZEFMSE CHE LRI L SERTHORBRE. 255 —4L L), 0
. FBEETEINSIREBRICHE L 7 U RZ AL G Ly M LT EASERIL . B
EBaEERNEEE Y AV CHBREELRE L,

ERTAER TR

24 FERALEE & 48 BFALE D T N F I EME R IBEE . BRI LB EE R OVt %t
BEEERIT, Yy —VIIyRBER ST AFy 77— (EHZE 60mm) = H
Wit, ZL— MIEHE4RE L,

Tl— 8720 22X 10MEOMIIE (3K 5.0 mL) 28 L, ¥ 3 BRI,
MR EEORN L EEIMEERME CEHE LRI L Thr b, BIEBEIC
DR, KRR 0.050mL 2BV BRE ., HH 0.050mL 2N X7, HBRMWELE
BREIC DWW T B58R 0.050 mL 2 EX Y [ & | &R E OHEERIZ 0.050 mL 20 2 7=,
Bttt FREE L DU TS 281K 0.100 mL Z2H b By & MMC 0.100 mL (R .
0.050 pug/mL) % MAi, D%, ARTHHOFTERUERROCERERL.,
24 BRI R UF 48 BRRIEEE L=,

HELHEDT L— M oW, R FBHERBERERO - OERKET O 2 M
BIC /L I R (FAaAT K, 10 ug/mL, FOERSE T ERNESH) £ 0.100
mLAl % 7=, $EEHETH, 0.25% M U 7L 8 (Trypsin 0.25%, Invitrogen Co.)
THIBRZHN L, BLOEICL - TEDH-HIEEZ 0.07SMIE{L D U 7 ABIERTH
15 SRHERAE L, AFNATAa—/b: BEEE=3 . | HCTEEL:, EEL-M
BAEATA FHZA T HOE 2EFNICET L, REEERIZISLV— YD
2RI 7o, MR T, A 1~2 BLERHEER L., 2%F AP ETH 15 oHRE
LT adERTE-H LT,

BAOBE2HDT U — NI, BROBTHICAIRTHEOFTEFHRL, FicM
A REE B MERRE CHE LER L, 0%, MIREEmb ek
CZURENSAF Ly MEE LTERZER L EEERAEEESTZAWT
MR EEEME L,

6.6.5 AR

D
(1)

(2)

EHET AL IE 48 BRI LE

Feth Xt EREE, R ELERRUOBEMBREZR T, vy — LIy BREEY
FAFy T —hb (EE60mm) ZHW:-, L — MIBEHE4H L L,
TL— F%720 2x10MEOMIE GEEESOmL) 2R L, ©H#E3IRKIC. M
FUCERE DRV L2 EN A AERBSE CRE LER L ThHL BBl 0
Tik, HEER0.050mL # BV RE, BH 0.050mL 2N A 7=, R ENBEEE
DOVVTIE, K 0.050 mL A E D fRE . BIBREOWEE 0.050mL 22 7=, B5
PERREEIZ DWW TIEEERTR 0.100 mL 2B Y B & MMC 0.100 mL (A& B :0.050
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(3)

4)

pg/mL) ZMAT-. 0%, AR CTHHEOFTER U HIEOGLRER L, 48 B
EEL-,

B 2HOT L — b (HEES-1RO2) 1270 T, REfBEAERKERD D
BERETOHN2KMANC 24 I K (FA 2T 98K, 10ug/mL, FoXHET
HEMRSH) % 0.100 mL Mx 7o, $EEE TR, 025% Y 73 8K (Trypsin
0.25%. Invitrogen Co.) THIRRZ AL, B OHBEIC L » TEDH =M% 0.075M
BAER Y U ARETH 15 pRERQEL, A FATLa—)b BfBE=3: 1 KT
BELE, BELEMEEARAT A K72 1 IZ2& 2EETIZE T L, fviaiE
BRI — b0 28 ERLLE, MEFTE. N1 BEREERL, 2%F A4
W TR 15 ot L CReaFERPER L,

BROADBH 2OV — MI, EROKTHRICHIRCINHOFELZHER L, EiCH
o REZ E AR EBME CHRE LR Lo, £0%., HinHEmbERARic
COZVARINNSAF Uy PRE LEREER L BEERERREEHZHANT
MEEEZRE L,

6.6.6 BEROHE

BFMETTTL— YY) 10018, FBEN0 200BORGAENESERLES
HPHBIZOWT, BEREOERE L EE2F oo s & L, Bk
OHBEEEZRGEG L=, 2B, E8NICEENThAD I HILT 50, REKERT
TREERECL-TRE L, BERTE., 7L— M A9 1 ROREFERED
N ATHEHAL, BREER LTS,

6.6.7 REEREDSE
LEGRFRIBERT LEMNEFTCRIL, HERFIISORUTOLIICES
SELT,

1)

BERFT

REARFORBFIEIUTOIIKERLIEL,

Fx v 7(g) : RE S ER ctg) R REE (s S Xy v T
R AR S EORE LI AR H D GERE
HONRESEORE EIZH D) LOTH-T, F0
T EBREESEORLLT CHBERIERAMAENARD &
nato,

e A5 AR EL BN Hr(ctb) BB & I A A IRESEORE ESIEFh TS Y
DR OIEREHVIRESEOREE EICH>THED
RIDRESEDOBUEIZBEER THWA LD,

ot 53 (R 25 i (cte) DR R e &

o KRB G T (esb) - W ARedoRE L S5ETh T BEENR
LNV HEDROIERET VAR AEORE LICH >
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THEDORESVPRESEORLU LIZHNR TS L0,

Qe (FF 27 (cse) o “EBREREE BRREEEKL S,
F D ftfi(other) : 7l (b (frg i,
2) BRIRF
R fEEA . TOMENRARRF> TOWHEFOR (ZEE) LEAL0E LSS
PHEIRETLERLE,

{58 & polyploidy (£%PNEFMN{E : endoreduplication % & ¢p)

6.6.8 HEHAE
HIEIWEE L CTRFEHENFEZ AV, RELOERE NIV LEEOHELE I

BHUREEFSOHBOHBRE) L > TUTO LS ICHE LR,

EEHEOHERE ) E R
5% Fi@ B 4 (-)
5% EAE 10% i SEEE (+)
10% Lk B (+)

REFRESEERTOBEREL, ¥vr v T2 S0ES (TAG) ¢E5FERVWES (TA)
LT, BAHERBEICL>TiTo T,
EEHROHARICHERFENRIFRENRBODON-ESEBELHELE,
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7. HEBHER

7.1 0 e 188 Rl 1 ) 5L B
7.1.1 ¥ B A0 3

HEFRAIEIEIC BT 2 HTEML OB ES Fig. 1-1 RO Table 1-1 12, FERHHEME L
DFER % Fig. 1-2 KLU Table 1-2 {27 L7z,

1) S0%AMAREREMEIRE

KETEME L TIRBRERED 14.5 pg/mL T 50%LL EDOARIRSEFEME 23R Hh, 50%
AR RN R B (BIRE(E) 1 14.5 pg/mL LA T T o 72, FEBHEMEL THE 57.8 pg/mL
A EDORET 50%H I RFEIMAI AR B, S0%MAEAEMEIRE GHIRE) 13320
pg/mL T -7,

2) HWBRMERMNEROBE

HIRIZ L A EREOBHOERIIR LT, RBHEE(ERUHERBEMSE/L L bIT,
Bz ohiphof-, HRHEOFMCHE D X, RBNEMHE(L T 231 pg/mlL
UEOHET, FERBHEH{L T 463 pg/mL LEORETED i,

3) HBRYELAEKTROSERROBE

HRHEIZL L L EDbhaHrdid, RBEHES{ETIX 231 pg/mL L EDORAE T, FER
BITEMELTIX 925 pg/mL L EO HE TR b, R E LB OB OIRKEE % H
VAAEFEMET CHREL., BUEMEELEET S &, RBEE T, 231 pg/mL
U EORETHROFEE - SEEARD O TOX LHEL, 14.5 pg/mL ELED
AR THEOEE, BEEEIFH bz, FREER LT, T_XToOHRETHIE
DEE. BRE{NSRED LI,

7.1.2 EiEAEE

EFNBEIRIC BT 5 24 AR O R % Fig. 1-3 X Table 1-3 {2, 48 BFHIAE D
R % Fig. 1-4 R Table 1-4 [Z R L7,

1) S0%HBAnsE RIS R E

24 BRRIALERYE TiX 28.9 pg/mL Bl E DR EE T S0%HBAETEI I MRS b, 50% [ ia
HBEANHRE GERE () 13X 24.1 pg/mL Th oo, Fio. 48 RFIQLEIE Tk 28.9 pg/mL
PAE D BT S0% MRS FEIMHI 25580 b, S0%HIARSEREMEIRE (RIEE) 1%26.6
pg/mL Toh o7,

2) HBYMERNEZOBE

FIRIC K 2B ROEHOBEICBWTIL, 24 FFEAE KO 48 FEEAE S I,
ZERD N2 o7c, HRMERMICHE S FTHIT. 24 BB R O 48 BREOE
EHIT, 463 pg/mL UL EORETRD LN,

3) HBRWEOEETROEEMBORE

R EOHT L, 24 BrRAE KR O 48 BRI & $ 12, 925 pg/mL L LA E TR
Hohic, KRMELEFEOMIEOREE B FEEFEME T CHE L., RSB
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BT D & 24 BB KR 48 REELE & BT, TAATORAETHREOFRE, F
EZE{EBRD LT,

72  REBAREHR
7.2.1 yCLed i PUB LA
BSOS R % Fig. 2-1, Table 2-1 J UF Table 3-1 {2, FEABHEMEL OB R % Fig.
2-2, Table 2-2 B UF Table 3-2 iZ-R L7=,
1) #HERMERNEROBIE
RIRIC L 3ERBROEHOBEICE VT, RBEELRUERBEELE LI,
FhiIRdoniehrolz, HBRYEOTMICE FFHIZ, RBTEECR OCIERETEE
fbebiz, B bhotlz,
2) #HEBRMELEETRROEERIEOBIE
WEWE O HIE, KRBTSR CRUSEREEELE b, BObhdhoT, HR
WEABHOHMBOREZ BN IAERERET CEE L., RENRIEL LT L,
RENTEE(E TR, 7.23 pg/mL UL EOHETHRRBO R, BEEZLELBD -, JER
PHEMEAL TIE. 145 png/mL O HE THIlE ORI, HERELIBD b,
3) HaffiERY
LA ER T OB (TA) i3, ERFE QB E O ABNEM(L TIX 14.5 pg/mL T 3.5%.
7.23 pg/mL TiX 0%, 3.61 pg/mL Tid 1.0% KT 1.81 pg/mL TiX 0% & BIEDHEEYE
THD5%KRMThH o1, Ei, IERFHEHEAITIBWTIL, 57.8 pg/mL Tid 0%, 28.9
pg/mL Tl 0.5%., 14.5 pg/mL TiX 0% K% TF 7.23 pg/mL Tl 0% ¢ BRI EEMETH
B S%ERFE Th o1z,
2B, BEMBEICBWTIIRAERFBEATOHRRIIREOHEEENIZH Y,
F-RABRIER O =& (Attached Data 3) ERI#RTH 7=, FiZ. BHEINBEIZEW
TRHELVWLRAKEEREOFRLBOLNL, TOHARIABREZOTRE
(Attached Data3) X 9 HENIIE <. HI2A3R°R° hypersensitive DR EIZH o7 & HE
HENBL00, BHEOHEEENICHo T, -oT, RBRRIBEVICERESNLE
Z b,
4y LEEEHREE
BORE (FEF) ofImEE, KRBTt 145 pg/mL T 0%, 7.23 pg/mL T
0.5%., 3.61 pg/mL T 0%RK TN 1.8]1 pg/mL T 0% & BEDHELHETH D 5%KiE Th-o
72. FEAIMEMEALIZBWTIE, 57.8 pg/mL T 0.5%., 28.9 pg/mL TiX 0%, 14.5 pg/mL
T 0%K U0 7.23 pg/mL Tid 0% & D HIEZLBETH D 5%KRMTH >,
BB, BHEMBECSOD I RAKENETOHREEIREOHEEENICH D,
F AR DOER{E (Attached Data 3) C(RETH - Z & RABIIBEYICE
EnibEZ ORI,
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7.2.2 EHTAIE L .

24 RFRALEE OFE R % Fig. 2-3, Table 2-3 & U Table 3-3 2, 48 BFEIMLERDFER % Fig.
2-4, Table 2-4 Jx T} Table 3-4 {Z7x L 7=,

1) #HBRDERNEZOBE

HRRIC L AR O AR OBEICHB VT, 24 RFRQE R T 48 FFEIAE & i,
ZALIIRD bR h o, WERHEFMZAEIHFHIT, 24 FHRAERER O 48 RREOHE
EhiT, Bbbhiholz,

2) #HRMHELBETROBEHEROEE

R ENEFREOMBOREL B S{IEEHEMET THE L, RS REE & iy
5L, 24FFEAERD A8 ML HE L HI2, TRTOAETHIEOR ., HMELEHN
AOLN, HRHEOFHE, 24 FREMEBER U 48 BRAEE bz, RO,
272,

3) REEHEERT

REFEEETOHBESE (TA) X ELAEED 24 FFRILE TIX 57.8 pug/mL T 5.0%.
28.9 pg/mL T 1.0%. 14.5 pg/mL T 0.5%% T 7.23 pg/mL TiX 0.5% &, 57.8 pg/mL T&
BEDHELETH D %L E 10%EKHETRL, TOMOAETIIEEDOHEEAET
HD5%KRMWTH o7, 48 FFFLEBIZI N TIX, 57.8 pg/mL Tk 22.0%. 28.9 pg/mL
TIE 4.5%. 14.5 ug/mL T 1.5% K U0 7.23 pg/mL TiX 0.5% & . 57.8 ug/mL THBEDH]
EEETHD 10%LLEETL, TOMOHAETIIRECHERETH S SURBTH
7,

B, BESBHEICRVWTRBEAEFERERETOHRRIIBMEOHELERNIZH Y .
E-RBMER OER{E (Attached Data 3) &R TH o=, FiZ. BETRBEICEBNY
TIFFELWRAKRBREREOFERMPRO LN EOHBREIT 24 LR CIIRE S
DEEMBEA (Attached Data 3) Th-o7/-bDO D, 48 EERNEBTIIEREL Y HEMC
Ei< |, IR hypersensitive DIRFEIZH o 7= LHER S 223, BEEOHIERELENIZ
bole, E-T, REEOCER S EX LN,

4) QReaFfeEE

BRRE (F5E) OmIMET, 24 BRIQLE TIHE 57.8 pg/mL TiX 0%, 28.9 pg/mL
T 0.5%, 14.5 pg/mL TiX 0.5% K U 7.23 pg/mL TiX 0% & EHEDOHIEEHETH S 5%
R Thoto, Fi-, 48 BFRME TIX 57.8 pg/mL Tk 0%, 28.9 pg/mL Tl 0.5%.
14.5 ug/mL TiX 0% K& U8 7.23 pg/mL Tid 0% L BRMEDHIERHETH D S%KRBM TH o7,

ek, BHEMEBEECBOCRREFHNETOHBERIIREOHEEENIIH D,
F - BERR DERE (Attached Data 3) LA TH o722 & HRBITEUNICER
Shi-éExohi,

7.3 HEERRER
48 BERAALER DO #ER % Fig. 2-5. Table 2-5 R T Table 3-5 1T R L 7=,
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1) HBRIREMER O

AIRIC L AREBROBHOBEICEWTIE, Z2EIRO LN -7, HBRWE
IZEES T, BB o7=,
2) #WRYEHLEBKTROEERMIEOEE

R ENBHOMBOKEZ B EERME T CHE L, B L iy
BHE, TRTORETHIROEE, BEEEIBD N/, #RBEOWHIT, T
TORETRDLNRI T,
3) HWERF

48 BRI D TA IX, 57.8 pg/mL T 30.0%, 48.2 pg/mL T 17.0%. 40.1 ug/mL
T 11.5%, 33.5 pg/mL T 4.5%K 8 27.9 pg/mL T4.5% & . 57.8~40.1 pg/mL © 3 A&
CBWT BEEOHELETH S5 10%L LA R L AL RARKFEENRD O,

2B, BHEHBECBOCTEREFEERFOHBRERIIBIEOHERERNICDH Y |
X RBEICBWCIHERME L Y LENICE < HiiaA32R hypersensitive DIKEEIZ B
ST RSN DN, BHEOHIERERNIZH 1=, o T, RBITEYICER SN
LEZ LN,
4) BHRE

BAIRE ((FEE) OHIREL, 48 FFEAEE T 57.8 pg/mL Ti 0%, 48.2 pg/mL
T 0%, 40.1 pg/mL TIE 0%, 33.5 pg/mL TIE 0% & U8 27.9 pe/mL T 0% & [&H D
HEEETHDS SUHERMTH T,

B B REEC RSV ARNEFOHRERIBHOHEEENIH -,
fe-> T, BRBRIEIENICERSIN-LEEL LN,
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8. EE

REERAEEARIIBONT, REABEREORHEREORETHIX Y v 72 E5F
ROWEREKRESETAMBOHESR (TA) 11, EFAEREDO RSN R UHER
BEHEAE TR, WTIhOREBRICEWTHEREDOHIERENITH - 7-4, ERLHEET
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Attached Data 2 M-1310
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Attached Data 3 Background Data in the Testing Facility M-1310

Background data of chromosome aberration tests in cultured Chinese hamster cells, based on
5 recent studies carried out under the same conditions at Bozo Research Center Inc.

Period for NC : July-2005 —October-2007

Treatment Cells  Polyploide Number of aberration
S9mix Time |observed celis(%) g ctb cte csb cse  other TA  TAG
1000 (7) (1) (2) (0) (o) (1) (0) (3) (4)
N 6.18 % 07 0.1 0.2 0.0 0.0 0.1 0.0 0.3 0.4
Min(%) 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Max(%) 1.5 0.5 0.5 0.0 0.0 0.5 0.0 0.5 1.0
1000 (3) (0) (1) (2) «(0) (1) (o) (4) (4
i 618 % 0.3 0.0 0.1 0.2 0.0 0.1 0.0 0.4 0.4
Min{%) 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
NC Max(%) 1.0 0.0 0.5 0.5 0.0 0.5 0.0 0.5 0.5
1000 (1) (5)  (2) (4)y (0) (0) (0) (&) (11)
i 24:0 % 0.1 0.5 0.2 0.4 0.0 0.0 0.0 0.6 1.1
Min{%) 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.5
Max(%) 0.5 1.0 0.5 1.0 0.0 0.0 0.0 1.0 1.5
1000 (2) (1)  (2) (0) (0) (o) (o) «(2) (3)
i 480 % 0.2 0.1 0.2 0.0 0.0 0.0 0.0 0.2 0.3
Min(%) 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Max{%) 1.0 0.5 1.0 0.0 0.0 0.0 0.0 1.0 1.0
Period for PC : September-2007—March-2008
| 1000 (0) (0) (52) (415) (2) (©) (0) (449) (449)
+ 618 | % 0.0 0.0 5.2 4L5 0.2 0.0 0.0 449 449
(CP) Min(%) 0.0 0.0 1.5 25.0 0.0 0.0 0.0 29.5 295
Max(%) 0.0 0.0 105 555 1.0 0.0 0.0 585 585
1000 (3) (1) (58) (227) (0). (0)y (0) (277) (278)
- % 0.3 0.1 5.8 22.7 0.0 0.0 0.0 277 278
6-18
(MMC) Min(%) 0.0 0.0 3.0 15.5 0.0 0.0 0.0 225 225
pC Max(%) 0.5 0.5 9.0 31.5 0.0 0.0 0.0 355  36.0
1000 (3) (0) (73) (270) (1Y (0) (0) (331) (331)
- % 0.3 0.0 7.3 27.0 0.1 0.0 0.0 331 331
24-0
(MMC) Min{%) 0.0 0.0 3.5 21.5 0.0 0.0 0.0 265 265
Max(%) 1.0 - 00 140 325 0.5 0.0 0.0 390 390
1000 (1) (0) (97) (509) (2) (3) (0) (559) (559)
- % 0. 0.0 9.7 50.9 0.2 0.3 0.0 559 559
48-0
(MMC) Min(%) 0.0 0.0 4.5 43.5 0.0 0.0 0.0 485 485
Max(%) 0.5 0.0 175  53.5 1.0 1.5 0.0 61.5 615

{ ):number of observed.

Negative control(NC) : dimethylsulfoxide{DMSQ)
Positive control(PC) : CP ; Cyclophosphamide, 14 pg/ml
MMC ; Mitomycin C, 0.075 pg/mL (used for the short-term treatment)
MMC ; Mitomycin C, 0.050 ng/mL (used for the continuous treatment)
S9 mix : +; with metabolic activation - ; without metabolic activation
Time : treatment hours - hours of incubation without test article
Max(%) and Min(%) : maximum and minimum data of thses studies where each study was taken into consideration

Aberration : g ; gap (chromatid and chromosome gap)
ctb ; chromatid break cte ; chromatid exchange
csb ; chromosome break cte ; chromosome exchange

other ; fragmentation etc.

TA : total number of cells with aberrations excluding gaps
TAG : total number of cells with aberrations including gaps

33



M-1310

110 p

100 M

TOX

80

70 p

60 P

S0 PFr—— e e e e e - - ———-————— = — —

<Hl>Cell-growth(%)

40 b

30

0 T '] 2 _. [ 2 ']
NC 14.5 28.9 '57.8 116 231 463 925 1850

Concentration of test article(ug/mL)

Fig. 1-1

Results of the cell-growth inhibition test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane

[Short-term treatment : +S9 mix]

NC: Negative Control(DMSQO)

TOX: Most of the cells were peeled off from the surface of plates or died and there were almost no surviving ceils.

a) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate
inhibited accurate measurement of the cell density.
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Fig. 1-2

Results of the cell-growth inhibition test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane

[Short-term treatment:-S9 mix]

NC: Negative Control(DMSO)

a) These values were judged to be unreliabie since adherence of precipitation at the bottom of the plastic plate
inhibited accurate measurement of the cell density.
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Fig. 1-3

Results of the cell-growth inhibition test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane
[Continuous treatment : 24hr]

NC: Negative Control(DMSO)

a) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate
inhibited accurate measurement of the cell density.
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Fig. 1-4

Results of the cell-growth inhibition test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane

[Continuous treatment : 48hr]

NC: Negative Control(DMSO)

a) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate
inhibited accurate measurement of the cell density.
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Results of the chromosome aberration test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane
[Short-term treatment : +S9 mix]

NC: Negative Control{DMSO)
PC: Positive Control(cyclophosphamide : 14 pg/mL)
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Results of the chromosome aberration test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane
[Short-term treatment :-S9 mix]

NC: Negative Control(DMSO)
PC: Positive Control{mitomycin C : 0.075 pg/mL)
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Results of the chromosome aberration test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane
[Continuous treatment: 24hr]

NC: Negative Control(DMSO)
PC: Positive Control(mitomycin C : 0.050 pg/mL)
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Results of the chromosome aberration test in cultured Chinese hamster celis treated with 4-

Hydroxydiphenylmethane
[Continuous treatment: 48hr]

NC: Negative Control{(DMSO)
PC: Positive Control(mitomycin C : 0.050 pg/mL)
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Results of the chromosome aberration test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane
[Confirmation test:48hr]

NC: Negative Control(PMSQ)
PC: Positive Control{mitomycin C : 0.050 pg/mL)



Table 1-1

Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with 4-

Hydroxydiphenylmethane
{Short-term treatment: +S9 mix]

M-1310

Cell-growth inhibition test

Study type | Treatment and | _Cell-growth ratio Observation®
S9 | time | Concentration{ Plate M oy Condition of Color of Precipitates/Crystals”
mix | () | (ugml) | rana2 Mean OO oy medium® 1) 2)
100 ® - ; - -
0 (NC - 100
(NC) 100 - - - -
33 ++ - - -
145 F——— 3
33 3 + - - -
289 |16 8 b - - -
0 bt - - -
578 f—2 0 LARs - - -
0 i+ - - -
Q
+ le1s) 31 e 2 0 ans - - -
= 0 +++ - - _
3 0 TOX - + +
o 231 —— 0
= 0 TOX - + +
0 TOX - + +
4 .Y
63 16 8 TOX - + +
66 g TOX - + +
25 |96
72> 50 -8 TOX - + +
83 g) TOX - + +
1,850 +——
’ 83 83 TOX - + +
Concentration of 50% cell-growth inhibition : below 14.5 pg/mL

NC: Negative Control(DMSO)
a) The plate in the negative controf group was regarded as a 100% growth.

b) The mean showed as a growth ratio against the negative control value,

c) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions, Precipitates/crystals were observed 1)immediately after addition of the test solutions and 2)at the end

of treatment.
d -

++ : There was discontinuity among approximately half of the surviving cells.

+++
TOX :

+ : Presence of precipitates
g) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate inhibited
accurate measurement of the cell density.

: There was discontinuity among most of the surviving cells.
Most of the cells were peeled off from the surface of plates or died and there were aimost no surviving cells.
: No changes of coloer
: Absence of precipitates/crystals

: Most of the cells were attached to the surface of plates and their shape was normal.




Table 1-2

Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with 4-

Hydroxydiphenylmethane
[Short-term treatment:-S9 mix]

M-1310

Cell-growth inhibition test

Study type | Treatment and | Cell-growth ratio Observation®
S9 | time | Concentration | Plate Mean (%) Condition of |  Color of Precipitates/Crystals”
mix | (hr) (ng/mL) 1 and 2 [Mean (%) cells? medium® 1) 2)
100 ¥ - - - -
0 (NC — 100
(NC) 2 - - ] .
66 + - - -
14.5 |- 72
66 + - - -
66 + - - -
289 +—— 54
33 ++ - - -
16 ++ - - -
57.8 |—— 17
16 ++ - - -
[+]
- lesl 3| ne —2 0 s - - -
= 0 a— - - _
] 0 + - - -
&~ 0 0 o . 5 :
463 |—2 0 HH - + ;
0 i+ - -+ -
925 16 77 g) +H+ - + T
33 +H+ - + +
1,850 83 81 8 +H - + T
66 4+ - + +
Concentration of 50% cell-growth inhibition : 32.0 pg/mL

NC: Negative Control{DMSO)
a) The plate in the negative control group was regarded as a 100% growth.

b) The mean showed as a growth ratio against the negative control value,

c) Condition of cells was observed at the end of treatrnent.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed 1)immediately after addition of the test solutions and 2)at the end

of treatment.

d) - : Most of the cells were attached to the surface of plates and their shape was normal.
-+ : There was discontinuity among a small number of surviving cells.
++ : There was discontinuity among approximately half of the surviving cells.
+++ : There was discontinuity among most of the surviving cells,
€} ~ : No changes of color
f) - : Absence of precipitates/crystals
+ : Presence of precipitates
£) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate inhibited
accurate measurement of the cell density.




Table 1-3

Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with 4-

Hydroxydiphenylmethane
[Continuous treatment : 24hr]

M-1310

Cell-growth inhibition test

Study type | Treatment and} Cell-growth ratio Observation®
S9 | time | Concentration| Plate M o) Condition of Color of Precipitates/CrystalsO
mix | (hr) (pg/mL) land 2 ean (%) cells? medium® 1) 2)
100 ¥ - - - -
0 (N
(NC) 100 100 - - - -
66 + - - -
14.5 66
66 + - - -
33 ++ - - R
. 42
28.9 50 ++ - - -
57.8 0 0 it - - -
0 ++ - - -
[F]
- l240] 3| 116 0 0 s - - -
T 0 ++ - -
] 0 +H+ - - -
& | B 0 0 t ; - -
463 0 0 AARs - * -
0 +++ - + -
925 |22 s0 @ A - ki *
50 ++ - + +
1,850 | 83 92 g) +H+ - + +
100 4 - - + +
Concentration of 50% cell-growth inhibition : 24.1 pg/mL

NC: Negative Control{DMSO)
a) The plate in the negative control group was regarded as a 100% growth.

b) The mean showed as a growth ratio against the negative control value.

c) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed 1)immediately after addition of the test solutions and 2)at the end
of treatment.

dy -
+
++4
+++
e) -
f) -

+

: Most of the cells were attached to the surface of plates and their shape was normal.
: There was discontinuity among a small number of surviving cells.

: There was discontinuity among approximately half of the surviving cells.
: There was discontinuity among most of the surviving cells.

: No changes of color

: Absence of precipitates/crystals
: Presence of precipitates

g) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate inhibited
accurate measurement of the cell density.




Table 1-4

Celi-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with 4-

Hydroxydiphenylmethane
[Continuous treatment : 48hr]

M-1310

Cell-growth inhibition test

<)

S9 | time | Concentration| Plate M o] Condition of [  Color of Precipitates/Crystals”
mix | (h) | (ug/ml) | 1and2 [MEAOOT 0 medium® D 2
100 ¥ - - - -
0 (NC — 100
(NC) 59 - - - -
78 ++ - - -
145 }——r 71
64 ++ - - -
50 + - - -
289 }—— 46
? 42 ++ - - -
578 |7~ 7 i - - -
7 ++ - - -
L]

- lasol 3| 116 2 4 ans - - -
E 7 +H+ - -
= 7 +++ - - -
& 231 0 4 ++ - - -

463 |—2 0 ias - + -

0 + - + _

925 |28 3 @ +++ - + +

35 + - + +

1,850 30 46 g -+ - + +

42 ++ - + +
Concentration of 50% cell-growth inhibition : 26.6 pg/mL

NC: Negative Control(DMSO)
a) The plate in the negative contrel group was regarded as a 100% growth.

b) The mean showed as a growth ratio against the negative control value.

c¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed 1)immediately after addition of the test solutions and 2)at the end
of treatment.

d) -

: Most of the cells were attached to the surface of plates and their shape was normal.
: There was discontinuity among approximately half of the surviving cells.
: There was discontinuity among most of the surviving cells.
: No changes of color
: Absence of precipitates/crystals
: Presence of precipitates

g) These values were judged to be unreliable since adherence of precipitation at the bottom of the plastic plate inhibited
accurate measurement of the cell density.




Table 2-1

M-1310

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with 4~
Hydroxydiphenylmethane
[Short-term treatment : +S9 mix]

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and — ;
S9 | time | Concentration | Plate M o) Condition of Color of Precipitates/Crystals
mix | (hr) (ng/mL) 1 and 2 | Mean (%) cells? medium®? 1) 2)
100 ¥ - - - -
— 100
¢ (NC) %9 0 : : - :
99 - - - -
1.81 |—=
99 99 - - - -
i ¥]
2 | 3.6l —g—g 99 - - - -
+ | 6-18 § = - - - 3
[i{ 7.23 —-"—‘-72- 74 : - - -
50 ++ - - -
14.5 0 50 — : : :
99 - - - .
P 7
C 95 99 - : : -

NC: Negative Control{DMSO)
PC: Positive Control{cyclophosphamide : 14 ng/mL)
a) The plate in the negative controf group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value,
¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed!) immediately after addition of the test solutions and2) at the end
of treatment.

dy -
.{..
++

ey -

f -

: Most of the cells were attached to the surface of plates and their shape was normal.
: There was discontinuity among a small number of surviving cells.

: There was discontinuity among approximately half of the surviving cells.

: No changes of color

: Absence of precipitates/crystals




M-1310
Table 2-2
Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane
[Short-term treatment :-S9 mix)

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and — ;
S9 | time | Concentration{ Plate M R Condition of Color of Precipitates/Crystals
mix | (hr) (pg/mL) 1and 2 ean (%) cells? medium® 5 ’
100 ¥ - N - -
0 (NC —— 100
(NC) o : : : :
99 - - - _
723 |——= 99
99 - - - .
b ]
2 145 |14 74 + - - -
- |618] & 74 + R - -
k7] 74 + - _ _
o 28.9 30 62 — - - -
24 ++ - - -
57.8 — 37
50 ++ - R -
124 - - - -
PC e 112
99 - . - ,

NC: Negative Control{(DMSQ)
PC: Positive Control(mitomycin C : 0.075 pg/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observedl) immediately after addition of the test solutions and2) at the end
of treatment.
d) - : Mostof the cells were attached to the surface of plates and their shape was normal.
+ : There was discontinuity among a small nurnber of surviving cells.
++ : There was discontinuity among approximately half of the surviving cells.
e) - : Nochanges of color
f) - : Absence of precipitates/crystals




Table 2-3
Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with 4-

Hydroxydiphenylmethane
[Continuous treatment: 24hr]

M-1310

Chromosome aberration test

Stud e Cell-growth ratio Observation®

Treatment and — -

S9 | time | Concentration] Plate Mean (% Condition of |  Color of Precipitates/Crystals

mix | (hr) (pg/mL) ] and 2 |Mean (%) cells? medium® 1) »

100 7 . - - -

0 (NC) 2 100
NG 100 n ; - -
100 + - - -
723 F—— 93
85 + - - -
(]

S 14.5 % 71 : - R _

- |240] B n = - } -

© 28.9 —7 50 - - - :

42 ++ - - -

578 +——
23 35 + - - -
100 - - - -
PC i 1
100 00 X : - i

NC: Negative Control(DMSO)
PC: Positive Control(mitomycin C : 0.050 pg/mL)
a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.
c) Condition of cells was observed at the end of treatment,Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed1) immediately after addition of the test solutions and2) at the end
of treatment.

d)

e)
f

+
++

: Most of the cells were attached to the surface of plates and their shape was normal.
: There was discontinuity among a small number of surviving cells.

: There was discontinuity among approximately half of the surviving cells.

: No changes of color

: Absence of precipitates/crystals
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Table 2-4
Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with 4-
Hydroxydiphenylmethane
[Continuous treatment: 48hr]

Chromosome aberration test

Study type Cell-growth ratio Observation”)
Treatment and — "
S9 | time | Concentration | Plate M o Conditionof |  Color of Precipitates/Crystals
mix | (hr) (ng/ml) land 2 can (%) celts? medium® 1) 2)
100 ® - - - -
0 (N — 100
o) |10 : _ : _
108 + - - -
23 104
723 100 + - - -
L
8 14.5 % 71 i - - -
- |480] & 22 H - ; -
8 28. - - -
N I ) 42 n - - -
16 ++ - - .
57.8 16
16 + - - -
91 - - _ R
P 91
¢ 91 - - - -

NC: Negative Control{ DMSO)
PC: Positive Control{mitomycin C : 0.050 pg/mL)

a) The plate in the negative control group was regarded as a 100% growth.

b) The mean showed as a growth ratio against the negative control value.

c) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed1) immediately after addition of the test solutions and2) at the end
of treatment.

d) - : Most of the cells were attached to the surface of plates and their shape was normal.

+ : There was discontinuity among a small number of surviving cells.

++ : There was discontinuity among approximately half of the surviving cells.
e) -~ : Nochanges of color
f) - : Absence of precipitates/crystals




Table 2-5

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with 4-

Hydroxydiphenylmethane
[Confirmation test:48hr]

M-1310

Chromosome aberration test

Study type Cell-growth ratio Observation”
Treatment and — ;
S9 | time | Concentration | Plate M o Conditionof |  Color of Precipitates/Crystals
mix | () | (ug/mL) | 1and2 (MeARCATL 00 edinm® N .
100 ¥ - - -
0 (NC L 10
(NO) 108 0 - - _
66 + - -
279 |——- 63
66 + - -
58 + - -
2 335 T 56 — - :
- |ag0| E | 400 |0 44 + - -
|7 41 ++ N .
=~ 33 ++ . -
482 |— 32
33 + - -
16 ++ - -
578 |—— 15
16 ++ - -
100 - - -
PC — 92
9] - . N

NC: Negative Contro{ DMSQ)
PC: Positive Control(mitomycin C : 0.050 pg/mL)

a) The plate in the negative control group was regarded as a 100% growth.
b) The mean showed as a growth ratio against the negative control value.

¢) Condition of cells was observed at the end of treatment.Color of medium was observed immediately after addition of
the test solutions.Precipitates/crystals were observed 1)immediately after addition of the test solutions and 2)at the end
of treatment.

d -

: Most of the cells were attached to the surface of plates and their shape was normal,
+ : There was discontinuity among a small number of surviving cells.

++ : There was discontinuity among approximately half of the surviving cells.

: No changes of color
: Absence of precipitates/crystals
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Table 3-1 Chromosome aberration in cultured Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Short-term treatment:+S9 mix]
s9 Conc. Cells Polyploid Number of aberration
Time (h) JUAQE. === -smmmem e e e mcdmdmaeeo oo TA TAG Judge. Slide
mix (ug/mL} obsexved cells (%) g ctb cte csb cse  other (% (%) No.
200 0. 0 Q 0 0 0 4] 0. 0.0
Ne (100} (o) - { o ¢ o0 ( 0} | 0) oy ( oy (¢ (o) - 55-1
(100} {0 ) { ey 0] 0y | 0) o0y 0) (¢ {o ) 33-1
200 0 o] 0 0 0 o] 0 g. 0.0
1.81 {100) {0 ) - { 0y o) ( oy f 0) oy 0y (o0 {0 ) - 10-1
(100) {o ) ( o) 0) 0y 0) 0) o) (0 {o 1} 95-1
200 0 [8] 2 0 0 - 0 a 1. 1.0
+ 6-18 3.61 {100} to ) - { 0) { 1} { 0) { 0} 0) ( a) (1 {1 1} ~ 59-1
{100} (o ) ( o) 1} { 0} 0} 0y | 0 (1 {1 1} 01-1
200 0 0 0 0 0 0 0 0. 0.0
7.23 {(100) to ) - ( 0y o ay | 0y 0} o) | o) (0 o} - 98-1
(100) t1 ) ( o) o oy ay o) 0y a) (90 {ao 3} 84-1
200 a 0 ] 1 0 0 [¢] 3. 3.5
14.5 (160) (o ) - ( 0y 4) | e} 0) 0) o) (4 (4 ) - 60-1
(100) (o ) { oy { 2y 1y ( 0) 0y ( o) (3 (3 ) 20-1
200 0 0 21 123 0 0 0 64. 64.5
BC (100) (o ) - { oy ( 13) ( €3) 0) 0} 0} (67 (67 ) + 89-1
(100) (o ) ( 0y 8) ( 60} 0) 0) 0) (82 (62 '} 30-1

g: chromatid or chromosome gap, ctb:

other: including fragmentation
TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.
NC: Negative control {DMSO)

BC:

Positive control

{cyclophosphamide,

chromatid break, cte: chromatid exchange,

l4pg/mL)

csb: chromosome break, c¢se: chromosome exchange,



Table 3-2 Chromosome aberration in cultured Chinese hamster cells treated with 4-Hydroxydiphenylmethane

[Short~term treatment:-359 mix]

M-1310

89 Conc. Cells Polyploid Numbexr of aberration
Time {(h} Judge. ---------mr-e-ccecermmeceremcceccccmaoccaaaaa. TA TAG Judge. Slide
mix (ug/mL) observed cells (%} g ctb cte csb cse other (% (%} No.
200 0.0 0 0 0 0 0 [ G. a.
NC (100) { o } - ( o) 0) ¢ 0y 0} ) o)y (@ {0 - 95-1
(100) (o } ( o) o 0) o) o)y o ( 0y (o {0 57-1
200 g.0 0 0 0 [} 0 0 0. Q.
7.23 (100) {o ) - ( oy | 0y ¢ 0y 0} ) ( ¢) (o { ¢ - 29-1
(100) {0 ) ( oy 0) o) 0}y o) oy (0 { ¢ 16-1
200 0.0 0 0 0 0 0 ¢} G. a.
- 6-18 14.5 (100) (o 1} - ( 0} { 0] ( 0} { 0} ( 0) ( o) {0 { 0 - 96-1
{(100) {0 ) ( oy | 0y 0y | oy | 0) oy (0 {0 03-1
200 0.0 1 1 0 8] 0 0 0. 1.
28.9 (100) {0 ) - { oy 1y | 0y | 0y 0 o0y (1 {1 - 36-1
(100) t o0 ) { 1)y | 0y 0y 0y 0) 0y (¢ {1 94-1
200 0.5 o] Q 0 0 o 0 a. a.
57.8 {100} (1) - { 0y o) ( 0) { 0y oy f o) (o (o - 30-1
{100} (o) { 0y | oy 0] o) oy ( o) (o (o 58-1
200 0.5 1 15 44 0 0 0 28. 28
PC {100} (o ) - { 1y 10y 24) { 0y ( 0y ! o) (32 (32 + 82-1
{100} (1) { gy sy {( 20) | 0} 0y o) (24 (24 46-1

g: chromatid or chrowosome gap, ctb:

other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.

NC: Negative controcl ({(DMSO)
PC: Positive contrel {(mitomycin C,

chromatid

0.075ug/mL}

break, cte: chromatid exchange, csb: chromosome break,

c¢se: chromosome exchange,



M-1310
Table 3-3 Chromosome aberration in cultured Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment:24hx]

S9 Conc. Cells Polyploid Numbex of aberration
Time (h) Judge. rrrmmrrmomrmcemccne e —m——rmmnmnn TA TAG  Judge. Slide
mix {pg/mL) observed cells (%) g cth cte csb cse other {%) (%) No.
200 0.0 ' 0 0 0 0 0 ] 0.0 0.0
NC {100} (o - { 0) 0y o 0) oy o) (0 } (o) - 07-1
{100) {a ) { o) o)y | o} o) o) ay (0 ) { 0 ) 24-1
200 0.0 0 o] 1 0 [+ 0 0.5 0.5
7.23 (100) (o ) - { 0) oy 0}y | 0) oy f 0y (0 } { o ) - 35-1
(100) (o ) { 0 oy 1} 0) o) ay (1} (1 ) 41-1
200 0.5 0 1 0 0 [ o] 0.5 g.5
- 24-0 14.5 (100) (1 ) - { 0) ay | ¢y 0) oy gy (0 } o ) - 64-1
{100) (e ) ( 0) ( 1) A o} 0y o) ) (1 1} (1) 17-1
200 0.5 1 Q 2 0 +] 0 1.0 1.5
28.9 (100) (o - { 1) { 0} ( 1} ( 0) ( 0) { 0) (1 1} (2 ) - 63-1
{100) (1) ( 0) ' 1y o) oy | & (1) {1 ) 05-1
200 0.0 0 3 [ 0 1 Q 5.0 5.0
{ 97) (o ) { 0) A 1) 2y 0) 1 9 (4 ) (4 ) 12-1
57.8 ( 3) (o - { 0} ay 0y 0} oy 9 (0 ) { o) * 12-2
( 57) (o ) { 0y 1) 3y o) oy o) (4 1} (4 ) 78-1
{ 43) (o ) { 0}y 1) 1) D) | 0) o 2 ) (2 ) 78-2
200 0.0 1 14 57 0 0 0 33.5 34.0
PC (100) (o) - { 0} 5 ( 27y | 0) ¢ 0) 0) (31 ) (31 ) + 75-1
(100} (o ) { 1} 9) ( 30y | 0) ( o) 0y (36 ) (37 ) 11-1

g: chromatid or chromosome gap, ctb: chromatid break, cte: chromatid exchange. csb: chromoscme break, ¢se: chromosome exchange,
other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.

NC: Negative control {DMSO)

PC: Positive control {mitomycin C, 0.050ug/mL)
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Table 3-4 Chromosome aberration in cultured Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Continuous treatment:48hx)
s9 Conc. Cells Polyploid Number of aberration
Time {h) Judge. =--csmememm e e TA TAG  Judge. Slide
mix {ng/mL) ocbserved cells (%) g cthb cte csb cse  other (%) (%) No.
200 0.0 0 0 0 0 0 4] 0.0 6.0
NC {100} to ) - «C oy ¢ o ¢ o)y ¢ o6y ¢ o { o0y (0 ) to ) - 09-1
(100) (o) ( oy oy o) | o)y oy { oy (0 ) (o ) 39-1
200 0.0 0 0 1 4] 0 Q 0.5 0.5
7.23 (100} (o) - ( 0y o ey S oy 0y ay (1 ) {1 ) - 61-1
(100) (o ) ( 0y oy 0} | 0y o 0y oy (o0 ) (o } 13-1
200 0.0 0 1 2 ] 0 0 1.5 1.5
- 48-0 i4.5 (100) {0 ) - ( 0y 1} 2] | o} o 0) | ay (3 ) {3 3 - 47-1
{(100) (o) ( 0y | oy o)y 0y oy | ar (G ) (o ) 15-1
200 0.5 0 3 5 g 1 0 4.5 4.5
28.9 (100} {o ) - ({ 0y 1y 3 o} 1y | 0y (5 ) {5 1 - 65-1
{100) 1) t oy ¢ 2 ( 2y { 0oy ( oy ( 0} (4 ) {4 45-1
200 0.0 1 17 29 0 0 0 22.0 22.0
( 77} {o ) { oy 4) ) o) oy 0y (13 ) (13 ) 66-1
57.8 { 23) {o ) - { 0}y 2y | 6) o) ay ay (7 1 (7 ) + 66-2
{100} {o ) { 1} {11 { 14) t 0) ( 0} ( a}) (24 ) (24 ) 87-1
200 0.0 1 27 133 0 0 0 71.5 72,0
PC {100} { ) - { 0] | 9y ( 69) 0y o o) o) (73 1} (73 ) + s50-1
{100) (o ) { 1) ( 18} { 64) { 0y { o) 0) (70 ) (71 ) 71-1

g: chromatid or chromosome gap, ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, c¢se: chromosome exchange,
other: including fragmentation

TA: total numbexr of cells with aberration excluding gap, TAG: total numbexr of cells with aberration including gap.

NC: Negative control (DMSO)

PC: Positive control (mitomycin C, 0.050ug/mlL})
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Table 3-5 Chromosome aberration in cultured Chinese hamster cells treated with 4-Hydroxydiphenylmethane
[Confirmation test:48hr]

83 Conc. Cells Polyploid Number of aberration
Time (h) Judge. —------—-—— - mmmme e —een TA TAG  Judge. 8lide
mix {pg/mL) observed cells (%) g ctb cte esb ¢se  other (%} (%) No.
200 0.0 0 1 4] 0 0 0 4.5 0.5
NC {100) (o) - { ) ay | oy 0} 0y o oy (0 ) (o ) - 18-1
(100) {o ) ( oy ¢ 1y ( o (¢ 0y ( oy ( o0y (1 )} 1) 93-1
200 0.0 0 5 4 0 1 0 4.5 4.5
27.9 (100) (o) - { 0y { I A 2) | 0) { 1) 0y (4 ) (4 ) - 14-1
{100) (o ) { 0y 4) | 2} ! 0) 0y ¢ 0) (5 (5 ) 22-1
200 0.0 1 3 5 0 1 0 4.5 5.0
33.5 (100) (o) - {( oy ¢ 1 2y | 0y ( o)y { 0) (3 )} (3 ) - 67-1
(100) (o0 { 1) 2) 3y 0) 1 0) (8 ) 7 ) 92-1
200 0.0 0 4 16 0 3 0 11.5 11.5
- 48-0 40.1 (100) (o) - { 0y o)y 9y 0) 1 0 {10 ) (1o ) + 21-1
(100) (o) { oy 4) N 0y 2) 0) (13 ) {13 ) 32-1
200 0.0 0 9 26 0 2 0 17.0 17.0
48.2 {100) (o ) - ( o) 7y 16) { 0y 0] ( o) {22 ) {22 } * 02-1
{100} (o} { 0y 2y ( 10) 0y 2} ( 0) {12 ) (12 1} 83-1
200 0.0 0 13 50 0 2 0 30.0 30.0
57.8 {100} {o ) - ( o ( & (33 ( o0y ( 0} ( 0) (36 ) {36 1} + 80-1
{160} {0 ) ( 0) ( 9) { 17) ( 0) { 2) ( 0) {24 ) {24 )} 42-1
200 0.0 0 15 122 0 1 0 64.5 64.5
pPC {100) (o ) - ( o) 5y ( 60) 0y { 1) ( 0y (6l ) {61 ) + 68-1
{100) {0 } ( gy ( 10y ( s62) 0y 0) ( 0) (68 ) {68 ) 04-1

g: chromatid or chromosome gap, ctb: chromatid break, cte: chromatid exchange, csb: chromosome break, cse: chromosome exchange,
other: including fragmentation

TA: total number of cells with aberration excluding gap, TAG: total number of cells with aberration including gap.

NC: Negative control (DMSG)

PC: Positive control {mitomycin C, 0.050pg/mL)
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S 9 (R#¥ikEE) 5%
SOBBHE (RRRE) 1.124 mg/mL
2 i I ] 6h
= [} i3 i 18 h
1 %




4. HEHEERORR

— AR & Lot No. | Z'L— R | #% (%)
2 — — P ep—
FATA RN *‘]mﬁgiiﬁ%%t LTF0010 | BC3EsH% |  99.0
AR BRI SR E ORI A EMEORET 2 £l Ui R, &4
I FAIZIE 19 mg/mL TAE. DMSO (21 190 mg/mL TEMET 5 = & A3l
BIGRIROIE | on < foob, DMSO %Y L TR Lis
EBHEEROER |G R 2o X
BRI N ERAE O BE L
BT ABERSEOFE
DB I % T .
BUEEHR S DA &+ @




5. FRFRALEEIC BT R
(1) ASBIFENHIFEBRO RJAT

RAHEMRIC L HRVIES

RATEHE LB LB 156

20084 3 A 14 Anb

2008 3 H 14 H»bH

S 3= i 1 R
20084 3 A 20H 20084 3 A 20AR
% 7N y—L V— L
X & = ¢ 60mm ¢ 60mm
B & a5
222 ¥ i B 4.950 mL/EE 3% 55 4.117 mL/Ag %%
HEY b OEHBRK 2 2
wmOE oM RO 4% 103 {&/mL 4 X103 f@/mL
#n 2]
Al O® OB ¥ 3 AR 3 B
HEMBRERNE 0.050 mL/FZ353% 0.050 mL/Z3% 5%
S9 mixHEMNME — 0.833 mL/IZERE
S 90 K K §BE — 5%
o BOF
SOBEBHODRKIRE — 1.124 mg/mL
! i BF ] 6h 6h
B () HF ] 18h 18h
papobr il . e e S e s P .
I HAREEATER (£/ L —2)02 L5,
e




(2) Al BTEmHIERE R

RBHEMEEECE O R0ES (| 6—18h) 2
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FIRRSIREI] | o e B M S (/o L — # N B
REE
ik




(2) HRRIgSEHD RS R

( 24—0h )} LBICL DB

{ 48—0h ) MBI X DHEAE

i (mg/mL) flasgmaR (%) v AR (mg/mL) HINBHEAER (%)
0 (REEtkxriEi) 100 0 (R4 HRTE) 100

0.0145 66 0.0145 71

0.0289 42 0.0289 16

0.0578 0 0.0578 7

0.116 0 0.116 4

0.231 0 0.231 4

0.463 0 0.463 0

0.925 50* 0.925 32*

1.85 92* 1.85 46*

a): FEILPY AR R B NEE RS & R
b): JELHEFERX1 0 0% & LT,

*  BE LBERDEARESh b LEMEREROERVET, BEREICIEB LA

Y ol




(3) Bk RFEHRBROLMN

20084 4 A 11 HA B

2008 £ 4 A 11 BA b

AR FEHE T ]
2008 4F 4 A 18 A 2008 F 4 H 23 H

T b7 o el % Yy —L

X x X ¢ 60 mm ¢ 60 mm
-2 7% e

b2 E3 & # 4.950 mL/EZ 5% 4.950 mL/AEIESS

AL olERK 4 ¥ 4 ¥

B O M B # 4 X 103{8/mL 4% 108 {&/mL
i i)

Al ¥ & B ¥ 3 HRH 3 AR

HEMEREERNE 0.050 mL/FZ3%5% 0.050 mL/AE3%E %
A U i HF il 24h 48h

[5] 0 (53 f# Oh Oh

i

(4) GaEATHRBRER
B 1-3 RO 1-4 (255,




(5) RABOLMN

2008 4 A 25 AMD

R IBEHRIIR
20084 53 13 R

7 £ Yy—b

x =3 = ¢ 60 mm
B & 5

i3 2 i B 4,950 ml/EE 5SS

HAEYMEYOERBREK 4 ¥

B O M B % 4 X 103 {H/mL
i il

g B 3% H # 3 B

HBRHERERMNE 0.050 mI/EE%5%%
OB F Flm m o i 48 h

= 1) i 5] Oh
=

(6) HERABROERE
B 1-5 1277,




7. WROHPERVSHEFIH
(1) FROHE

&l % b Gl

HEDHA

R RRERBROBE, LAEBEREORLRFO—OOBETHLIX ¥y v T2 EF RV RAKR
HEATHHBOHEAE (TA) X, SEAEREOREHEFEL R CIERFEETIE. WTIhoRE
ERWTHBMOHERETHD b%RMETH o7, ZIUTH L, EEAERE TR, 24 BRAEICE
WTEHEAE®D 57.8 ug/mL T TA {H2EEEBME OHEREHETH D 5% 10%Ki %, 48 LR T
AR EARD 578 pg/mL O 1 HEOA THEOMEREETH S 10%U LA R L, 72T,
BED 48 BFFAIIC ST, BEARY 578 pug/mL & U, HEERREZEM LI, TOFER, 481
RILEIZ RIS TA 13, 57.8 pg/mL T 30.0%., 48.2 ug/mL T 17.0%., 40.1 pg/mL T 11.5%, 33.5
pg/mL T 4.5% K% U 27.9 pg/mL T 4.5% &, 57.8~40.1 yg/mL @ 3 BEICBWT, BEOHEREET
HD 10%LLLEERL, HELRHARKESERED b, B, ReafkRERBRoOEGE Ok L HERR
HRERORBIC, SROFRENFED N, L LRBL, EFHEAEED 48 ERAER UHRRAR
IS & B E SN HE TR (%) BENPoIENS, 4+ FeF P T7 o=/ A
FoDREEEEREFREIFEERNRLOLELON, REAMICEMLHMELE, —F., Rk
RERROFR, FEEROBHEEBRZIVTAOABECIBWTYH 5% CholZ &b, 4 F
BX YT T == VAR o ORGHEKPHEREFRED, BRI EHE L,

Tt BREF TR A AERE 2 A4 2 I R QMBSO IMBUEEIT 5%RHIT, BEDOHEREYE
Wicdh oo, ThiCE LT, IBEBETHE LWRAERERFOFEEABD A, Bz, W
NOBIZBWTHE—RECBIIZ 2407 L — FRICERAKEFHIBOHBRBEDE LWV EITIED
bARhrolcZl Ehb, BBRITEYICER X/ Ll L7,

UEDERNS, 4 FEF U7 202 4 U idARREETICBW TRERBERT R URE
BEAIRE EDIER LAV ERRB L,

D 20 fif

BRI




(2) &EHIE

Brizia L




8. T DA

EA 1 HREHR S VY —F 2 — HEGEWZEH

ARBR FHE il %
= + e EE | e L TEEE 0550(82)2000
Ar 1£ i e R EE T A E L 1284 FAX 0550(82)2379
W K 4 BRER K=

REBRELE
TRERATAL 35

ABREES M-1310

B 20084 28 21BHLY2010% 58 20H




WRPEOLE 4 Faox i dYxml iy

N

AFEL-1

REERTREOER

(5 8% M 0] ik)

h

R i B % . o L RO BAIRE O o
it | sonis | o hefa (SRS S ORI (HIBUAIEY) z;;;; mm@fiﬁgj B EORIINEOMIa (HIMRE /2; B
(/L) BEiem | RASEENT | BResikdm | Redku | et O b | REAK (%) ° ey | & %ok | 2 oo @ f:% ) =
- 100 0 0 0 0 0 0 160 100 0 0 0
6—18 - (IS0 100 0 0 0 0 0 0 95 100 0 0 0
200 0 (0.0 0{0.0 0.0 o 0.0 0(0.0) 0{0.0) o (0.0) (100 200 ¢ (0.0) 000.0) 0 (0.0}
160 0 0 0 0 0 99 100 (4 0 0
6—18 - 0.00723 180 0 0 1} 0 0 99 100 ¢} 0 0
200 0 0.0 0(0.0) 040.0) 0 (0.0) 0(0.0) 0 (0.0 0 {0.0) (93) 200 0 (0.0} 0.0 0.0
160 0 0 0 0 0 [} 74 100 4] 0
G—18 - 0.0145 160 0 0 0 0 i} [} T4 100 4} 1]
200 0 (0.0 0(0.0 0{0.0) 0 (0.0) 000,0) 0 (0.0} 0 (0.0) (74} 200 0 (0.0} 0(0.0) 0.0
100 1 0 0 0 1 0 74 100 c 0
6—18 - 0.0289 100 0 0 0 0 0 1 50 100 4 0
200 1(0.5) 0 (0.0} 0.0 0(0.0) 0{0.0) 1(0.5) 1(0.5) 62) 200 0{0.0) ¢ 0.0 0.0
100 0 0 [t} 0 0 0 24 100 1 ¢ 1
6—18 - 0.0578 100 0 i} 0 0 0 0 50 100 0 [ ¢}
200 0 {0.0) 0(0.0) (0.0} 0 (0.0 0{0.0) 0(0.0) o (0.0} (&0 200 1 (0.5) 00.0) 1(0.5}
T 100 10 24 ] ] 32 1 124 100 0 0 0
6-18 - (m{é')“ 100 1 20 0 0 24 0 89 100 1 [} 1
200 15 (7.5) 44 (22,00 0 (0.0} 0{0.0) 0(0.0) 56 (28.0) 1(0.5) 112 200 1{0.5} 04(0.0) 140.3)
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VWEHOAH 4 Ko Sy Ay

~

Bi1-2 LEAERERBEOHELR

(4 2R3

s | R YIRS R OB (HRHUEY) TP R — A (RO BRI RF M (HITIAE%)
ARIHE (h) ) Somix | o) & - DR %) v , ERR
(/D) BEiaat | REHUNF | REsHUTR | RaEurr | BRelksn | 2 oo i | RREE ) e | B k| 2 oo @ %)
- . - 100 0 0 0 0 100 100 0 0 0
(ONSO) 100 0 0 o 0 0 99 100 0 0 0
200 0 (0.0 o{0.0} 0.0 0 (0.0} 00,0} 0(0.0) 0 (0.0) (100) 200 6 (0.0} 0 (0.0 0 (0.0}
100 0 0 0 0 0 0 0 99 160 o 0 0
618 + 0.00181 100 0 0 0 0 0 o 98 100 o o 4
200 0(0.0) 0 0.0 0(0.0) 0 (0.0) 0(0.0) 0 (0.0} 0 (0.0) (99} 200 0 (0.0 0(0.0) 0.0
160 1 0 0 1 0 99 100 o
6—18 + 0.00361 100 1 0 0 1 0 99 100 0
200 2 (L0 0 (0.0} 0 (.0 0 (0.0 0 (0.0) 2 (1.0) 0 (0.0) ©9 200 0 (0.0 0 (0.0 0 (0.0
100 0 0 o 0 0 0 0 74 100 0 0 0
6-18 + 0.00723 100 ! 0 0 0 9 0 74 100 1 0
200 0 (0.0) 0(0.0) 0 (0.0} 0 0.0 0.0 0(0.0) 0 (0.0) (74} 200 1 0.5 040.0) 1(0.5)
100 4 D 0 0 ] 4 0 50 100 o 0 0
6—18 + 0.0145 160 2 4] 0 0 3 0 50 100 ¢} Q 0
200 6 (3.00 1(0.5) 00,00 0 (0.0 0(0.00 7(3.5) 0 (0.0) (50 200 0 (0.0 0(0.0) 0 (0.0
100 13 63 0 0 0 67 o 93 100 0 0 0
6—18 + f‘g’%gm 100 ) 60 ) 0 0 82 0 99 100 0 o o
200 21 (10.5) 123 (61.5) 000.0) 0{0.0) 0 (0.0) 129 (64.5) 0 (0.0} (99 200 0 (0.0 0(0.0) 0.0}

CP: »r7u74+R77 i ¥




HEBRIPROBE 4 FoXs ST x=A iy

a

Bi1—3 REKRERBOSR (HRMHEE)

s () %ii-;%; Yot (IRIERH OIS (HTRMUEY) U [ — P kORI R OMIR (HMEER) _
. DWBIK (%) _ . BRI
(/D) WEiEnasy | ARG | oS | nesur | Redsss | 2 oo b | BRER O Emame | & % | £ oo @ fisis
sico o 100 0 0 0 0 0 0 0 160 100 0 G 0
= (DMSO) 100 0 0 0 0 0 0 0 100 100 ] ¢ 0
200 0 (0.0) 00.0) 0 (0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) {100) 200 0(0.0) 00.0) 0.0
100 0 0 0 0 160 100 0 G 0
24—0 0.00723 00 1 0 1 0 85 100 ] G 0
200 0(0.0) 1(0.5) 0.0 0(0.0) 0.0 1 (0.5} 0 (0.0} (93} 200 0{0.0) 0 0.0 0€0.0)
160 0 0 0 0 D 0 0 71 100 1 0 1
24—0 0.0145 100 1 0 0 0 0 1 0 71 100 0 0 0
200 1{0.5) 0 (0.0} 0{0.00 010.0) 0(0.0) 1{0.5) 0.0 D 200 1(0.5) 0 0.0 1€0.5)
100 1 o 0 1 1 42 100 0 4] Q
24—0 0.0289 1o L [} a 1 [ a7 160 i a 1
260 0.0 2(1.0) 0(0.0 0{0.0) 0{0.00 2(1.0) 1(0.5) (G0} 200 1(0.3) 0(0.0) 1 (0.5)
97 1 2 0 1 Y] 4 0 " 97 ¢} 0 0
3 0 0 0 0 0 0 0 3 0 0 0
24-0 0.0578 57 1 3 0 0 0 4 0 23 57 ¢ 0 ¢
43 1 1 0 0 0 2 0 43 0 0 0
200 315 G (3.0} 1R T 1(0.5) 0(0.0) 10 (5.0} 0.0 (38} 200 008 0 0.0} 0.0
P 100 27 0 4] 0 31 0 100 100 0 0 4}
24—0 { MM(');. 100 30 0 1] 36 1 100 100 0 0 G
200 14 (7.0} 57 (28.5) 0{0.00 0(0.0) 0{0.0) 67 (33.5) 1(0.5) (100} 200 o{0.0) 0(0.0) 0 (0.0
MMC: A fvA C




E1—4 RAFRERBOFR (HMELER)

HHPEOZH 4k Foks @Yoty
s () *isjﬁ?%; BB R OIS CHTMUEY) cro7 | RO REOMIRE (u:mﬁg%i ___
| EEE | meswom | meswsm | sesom | pemmm | 2 ooow | emwmon | O | peae | monom | £ oo op | SRR
B &1 e 100 0 0 0 0 0 0 [\ 100 100 [ 0 0
48-0 (LHISO) 100 0 0 0 0 0 0 0 100 100 o 0 0
200 00.00 0 0.0 0.0 010.0) 000 0{0.0) 0{0.0) {100} 200 0{(0.0} 0.0 0 (0.0)
100 1 Y 0 0 1 o 108 160 0 [ 0
489 0.00723 100 1] 1] o M) 0 4] 100 o [ 0 0
200 0(0.0) 1(0.5 0 (0.0} 0(0.00 ofo.m 1 (0.5 0 (0.0 (104) 200 0{0.0) 0.0 0.0
100 1 z ¢ 0 0 3 0 75 100 G 0 0
48—-@ 0.0145 100 0 0 0 0 0 0 0 66 100 G 0 0
200 1(0.5) 2(1.0) 0{0.0) 0(0.0) 0 (0.0} 3 (1.5 0{0.0) 7n 200 0{0.0} o 0.0 0.0
100 1 3 i) 1 0 5 0 33 100 G 0 Q
48—0 0.0289 100 2 2 0 4] 0 £ 0 50 100 i 0 1
2060 3{(1.9) 5(2.5) o0 1{0.3) 0{0.0) (4.5 6 0.0 42 200 1(0.5) 0(0.0) 1(0.5)
T 4 9 0 0 13 0 16 ki 0 4
150 00578 23 2 6 0 0 7 0 23 o 0
160 11 14 o] 0 24 1 16 100 o 0
200 17(8.6) 29 (14.5) 0 (0.0 0(0.0) 0(0.0) 44 (22.0} 1(0.5) (16) 200 0.0 ¢ 0.0 0.0
(B8 100 9 G2 4] 4] 73 0 91 100 0 0 0
48—0 (h’Mé) 100 18 G4 0 0 70 1 91 100 0 Q ¢
200 27{13.5) 133 (66.5) 0.0 0(0.00 0{0.0) 143 (71.5) 100.5) oD 200 0 0.0 0©.0 00.0)
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BFEL1—0 MRRBROBE (HMEQEHE)
EBRHEOZE 4 Faki SN is

etz Hefa (Rl R ORI (HIRSIEE%) U R —— Hefs (ROOEBIRE OIS (BTHEEY
EREE () ORE DHRY %) N , ) Y- ee
(/) MpsEit | RESHRYINT | Resiosi | Befkur | Reds | £ o fh | REER ) ErEal | B £ K| £ oo o)
- 100 0 0 0 0 0 0 0 100 100 0 0 0
480 (DMSOY 160 1 0 0 0 0 1 4] 108 100 ¢ 0 0
200 1{0.5) 0.0 0 0.0 000.0) 00.0) 1(0.5) 0 (0.0} (100) 200 0 0.0 o 0.0 0.0
100 2 0 1 0 4 0 66 100 0 0 0
48—0 0.0279 100 4 2 ¢} 0 0 5 0 66 100 ] ¢} 0
200 51{2.5) 4 (2.0 oo 1{0.5) 0{n.m 9 (4.5 0 (0.0) (24 200 o 0.0 0(0.0) 010.0)
100 1 2 0 0 Q 3 0 58 100 ¢} 0 ]
48—0 0.0335 160 2 3 )] 1 0 G 1 58 100 (4] 4] 0
200 3(1.5) 5(2.5 0 (0.0 1(0.5) 0.0 9 {4.5) 1 (0.5} (56) 200 0 0.0} 0 (0.0} 0{0.0)
160 0 9 4] 1 0 10 0 50 100 ¢ 0
48—0 0.0401 100 4 7 2 4] 13 0 41 100 0
200 4 (2.0 1G (8.0) 0{0.0) 3(L.5) ¢ {0.0} 23{11.5) 0 (0.0 {44) 200 0(0.0) 0 (0.0} 0{0.0)
100 7 16 0 [¢] Q 22 0 a3 100 0 0 ¢
48—0 0.0482 100 2 10 0 2 0 12 4] 33 100 0 a 0
200 9(4.5 26(13.0) 0.0 2(L.0) 0(0.0) 34({17.0) 00.0) 32 200 0.0 0 0.0 0 0.0
100 4 33 0 0 0 36 0 16 100 0 c 0
48—0 0.0578 100 9 i7 0 2 4} 24 0 16 100 0 ¢ 0
200 13 (6.5) 50 (25.0) 0(0.0) 2(L0) 0 0.0 GO (30.0 00.0) (15) 200 0.0 0(0.0 0{0.0)
jU] 5 Go Q 1 Q Gl 0 100 100 4] ¢
48—0 mg)a 100 10 G2 0 0 0 G3 1} 91 100 0 0 4]
200 15 (7.5) 122 (61.0} 0.0 1(0.5) 0 (0.0 129 (64.5) 0.0 ©2) 200 0{0.0} 000.0 0 (0.0
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