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Figures and Tables
Fig. 1-1

Fig. 1-2

Fig. 1-3

Fig. 1-4

Fig. 2-1

Fig. 2-2

Fig. 2-3

Fig. 2-4

Table 1-1

Results of the cell-growth inhibition test in cultured Chinese
hamster cells treated with Azoic CC5

[Short-term treatment: +S9 mix]

Results of the cell-growth inhibition test in cultured Chinese
hamster cells treated with Azoic CC5

[Short-term treatment: —S9 mix]

Results of the cell-growth inhibition test in cultured Chinese
hamster cells treated with Azoic CC5

[Continuous treatment: 24 hr]

Results of the cell-growth inhibition test in cultured Chinese
hamster cells treated with Azoic CC5

[Continuous treatment: 48 hr]

Results of the chromosome aberration test in cultured Chinese
hamster cells treated with Azoic CC5

[Short-term treatment: +S9 mix]

Results of the chromosome aberration test in cultured Chinese
hamster cells treated with Azoic CC5

[Short-term treatment: —S9 mix]

Results of the chromosome aberration test in cultured Chinese
hamster cells treated with Azoic CC5

[Continuous treatment: 24 hr]

Results of the chromosome aberration test in cultured Chinese
hamster cells treated with Azoic CC5

[Continuous treatment: 48 hr]

Cell-growth ratio in the cell-growth inhibition test in cultured
Chinese hamster cells treated with Azoic CC5
[Short-term treatment: +S9 mix]
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Table 1-2
Table 1-3
Tabie 1-4
Table 2-1
Table 2-2
Table 2-3
Table 2-4
Table 3-1
Table 3-2
Table 3-3

Table 3-4

Cell-growth ratio in the cell-growth inhibition test in cultured
Chinese hamster cells treated with Azoic CC5

[Short-term treatment: -S89 mix]

Cell-growth ratio in the cell-growth inhibition test in cultured
Chinese hamster cells treated with Azoic CC5

[Continuous treatment: 24 hr]

Cell-growth ratio in the cell-growth inhibition test in cultured
Chinese hamster cells treated with Azoic CC5

[Continuous treatment: 48 hr]

Cell-growth ratio in the chromosome aberration test in cultured
Chinese hamster cells treated with Azoic CC5

[Short-term treatment: +S9 mix]

Cell-growth ratio in the chromosome aberration test in cultured
Chinese hamster cells treated with Azoic CC5

[Short-term treatment: —S9 mix]

Cell-growth ratio in the chromosome aberration test in cultured

Chinese hamster cells treated with Azoic CC5

[Continuous treatment: 24 hr)

Cell-growth ratio in the chromosome aberration test in cultured
Chinese hamster cells treated with Azoic CC5

[Continuous treatment: 48 hr]

Chromosome aberration in cultured Chinese hamster cells
treated with Azoic CC5

[Short-term treatment: +S9 mix]

Chromosome aberration in cultured Chinese hamster cells
treated with Azoic CC5

[Short-term treatment: —S9 mix]

Chromosome aberration in cultured Chinese hamster cells
treated with Azoic CC5

[Continuous treatment: 24 hr]

Chromosome aberration in cultured Chinese hamster cells
treated with Azoic CC5

[Continuous treatment: 48 hr]
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4. EBP

T/A w7 CCSOREBEREBRENDHEFELRIATILD, Fy/=—X LR
& — i B EARHESF MRS (CHL/IU) #RW- R EREERBREER L,

MHIL, BREAEREZ, BEEURBIA FI7/4 ICEDLREZ 10mM IKH%T 5,
3850 pg/mL & LT, MIRUEEMHIREZE R L1, TOB&R. ERELEEORBE
(LTI, S0% %8 2 5 MBS REIMEER 2580 b i B ER O S0%MBA 858 H H) %
B (1C50, HERRME) X, T Fh 241 pg/mL B 18200.7 pg/mL ThoTo, ERRENE
EOIFABEEIETIX, S0%E B2 HHREEDHEAIRSARCBVWTHRD S
nighotc, o, EELEEEO 24 REEAE R O 48 BRI Cik, BAEEIZE W
THEBRYWEOWHE - BEFENREFLL, ERCHEBEEEN AT ThHo iz, HiZ
ERAOBEMBILLIBEZERL. BEAARCBVTHRAEKERBEIC+ 72/
MEETDIILEEERLIZ, ZNOLOREEMS REKEREHRRICBITIZ2RFAEL,
ERF B EONRBENEL TIiX 241 pg/mL, SRFFAERE O JFERBTEMHL R EL L
BREETIL 3850 pg/mL & L 7=,

LEGRERBROGE, MESHEREZETIMBOBERERDI L, Xy v
PEERVEE (TAHE) 1. T RTOMBREICZEBWVTEME L HE SR,
EHEEORHFEEICB VT, SEMABEOREBEMLE TR, 2aTOoRETEK
ERIE IR, FERBEETIE, 963 pg/mL A EIZB W THEEEOBERFAEIZ
BEEFEOBMMAED LN, BEBAED 3850 pg/mL TIXBIEDOH EXERN O
ZaLlclooBtE L HE SN, EFRAEED 24 KELE TIL, 241 pg/mL 2BV T
DFHEEBYE L HE ST, EHEAERED 48 BRAE T, € TORRICEWTEHE
DORHBHEEOREMNSBED b, HHE T downturn AR D L= L 00 HAEKTEM
VR N, ERFMLEBEOFARBE R 48 BFRABIZ SN T, REFERE
EBEMEORIDIEZEMETH S PD20E " (BIEMRO 20% I HMNRERRONAD A
B) #Rkdi, ThEN 53 mg/mL R 0.36 mg/mL Thofz, LEDRERNE,
SRR AEEOHEMBEMECR VELLEED 48 BENE CHEKRFEL o ofE
BEOREBRFEEOEMMBRO b=l &, RBESEEEDLRVFEICBWT, 1Z
IEHBHEICL ZNEEFOR SIZH - TEEGORHBEHENRB ML T2 &
O, AEBRDEIREEENEREEZFRTILO LEREITHB L,

B, ETOLBEICBVWT, BEMBRECIREEBEREL2A T H5HREVE
HEOHBRBEEIL S%EMT., BEOHEEEANICH -7, Zhicx LT, BB
BHTHEFLVWLEAEBEREOSENBO LN, - T, RBITEYICER I L
s#EZ bR,

UEDRERNPS. 7/ 4 v 7 CC5 RERREFGHTICBW TREKEERFTIIFEL
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5. #

EAFBEEERARRATETER (CFHWEREMAREOEBREICLY, 7T/ v 2
CCS DLEEMFMO—]E LT, ZHEOERMER (CHLIU) ZHAVWIREaEEFEH
BREEBLIZOT, TORBERET D, 2B, ZRRIZILLTORELEZHTFL, V1

oA A HER L TER LT,
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6. HEBHHRRUAGE

6.1 HEMERUBE

R DB R EH

6.1.1 HEE Y E

HEE

4 Fr T/A w27 CCS

BL R Azoic CC5

AR Naphthol AS-G
N,N’-Bis(acetoacetyl)-3,3’-dimethylbenzidine

2y FEE

CAS &S 91-96-3

{LEHEX cwg\jﬂ%uu%

aFE 380.44

AL 97.5 %

i 198.2 °C

27N IR ek H

AFE 25¢g

LEM ARBRTHRICERCAIERRSHIZBWTHELZ R
EL, TOER> AFLTEESZRER L /= (Attached
Data 2) .

REFE R (REHRTOEREE : 3~6°C) | #EX, g

REFSmET HESEHAR HRYERFERUE | IAHEER
HERANE GBE

BEWEDOEE iz L

RAH] HROEOERRYIT., RER{ERIEIZBWTET
RELL,

6.1.2 B

LT TSR K

2y hES 7D74N

B B&ERFT

W& T BRREHKERETS

RIFHE EiR

RIFSEET R BEENHEERRE

RBRFABLAENCERDE OBEEICH T SEEIEORT %2
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ERLER., EFAKTIX 38.5 mgmL T, DMSO
TIX 385 mg/mL CREBCTH-o7z, LLedb, EH
AAKTIZ, BEHELAEZ BT Z & TRIFRBEREN
"oz b, EFRAKCERYEEZRESES
il ol P

6.2 HWERORAH
6.2.1 A
1) HEREEH R
HHRHE 038502 % 10mL A AT 5 AR L, BERLBLITVRERL
BETERELLZRIZ, ATy 7L THRSRED 38.5 mg/mL &K (7FL— b
0.500 mL #M0L7-BROKEKRE : 3850 pg/mL) ZFB L=, ®VWT, 38.5 mg/mL
BREEZ A2 (SFREDOHERIE SmL: EBH SmL) THEK 7 REAR L. 19.3,9.63,
4.81, 2.41, 1.20, 0.602 ZTF0.301 mg/mL ® § MERMBEOHBRKZHR L,
2) REaAERKERR
ERFEIAEE TR, #BHWHE 03850g % 10mL A X7 7 A ZHRLE, 8FE
MEBETOVLRBROEETHBRLLLEIZ, AXT vy 7L TEARBE®D 38.5 mg/mL
REEHE (7L — MIC 0.500 mL FMML7-BOSEHABRE @ 3850 pg/mL) ZHML =,
HKUNT, 385 mymL iR Z AL 2 (FBEOHRK S mL : B 5mL) THEK 7
EREAIR L. 193, 9.63, 4.81, 241, 1.20, 0.602 XT* 0.301 mg/mL @ 8 IREEME
DEWRFEEZFRL 7=, KBEMEE TR, 241225 0301 mg/mL @ 4 BEBRBEOER
WA, FERBEEETIX, 385205 4.81 mg/mL @ 4 REEPE D BEBRIEE AV,
HEEAEE T, #HRWE 03850g% 10mL A A7 T AR L, BFROQE
PITWAROEE CRE L-®IC, AXAT vy 7L TEBRE®D 38.5 mg/mL BEE
(ZL— M 0.500 mL #A1 L7=BRDORAARE : 3850 pg/mL) ZFHB L7z, KWW T,
38.5 mg/mL BEEZ A 2 (BFREOHERE S mL : B S mL) THEXK4EBEEAR
L. 193, 963, 481 R (X241 mg/mL @ SW\ERBEOKBRIELZFAR Lz, 24 QL
RO 48 BFEALE & (2 38.5 25 2.41 mg/mL O 5 BEEPE OB A FV /-,

6.2.2 MR
FRRICRR LT,

6.2.3 REM

HREYEICEHERMUZBRID, RBa, BB, R, FAEOELOFELZREIRA
EUMMMICTHREL, #HREVXLEETHI L EHEBLE,
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6.3 xt EBME
6.3.1 (=4 i F o
s L THWERAKZEMXEBE L,

6.3.2 iS4 xf BB
1) BHEMEHELE LT, KEESEETEI 27074277 3 Fa, FERBTEHEET
=g bvwA 2 CEAVWE,

2% : a7 4AZ77IF (LLFCPLEERTSD)

=2 . SDP4062

BIvETT : s E T¥E#HA ST

R : AR (97.0%LLE)

REFEFE : M. EX

RIEFSAT : FEBHAR BEEEHRE REEYHAREATE

L HR : {4 b4 C (LLT MMC ERERET D)

oy hES : 500AF)

f&E T : B EERE T ¥Rt

ki E 2mg (fii) /¥R

FRELIE g =R, &)X

RIFHPT : HEBT A BEEMHRARE REAVHEZREFE
2) ABRFE

LEERERBROERMABECRBEMEILTIX, CP0.0140gE T AF v 7
WILE (50 mL) ICFEBRLE, ChiCABERER (BXERF. RS KERE
ITH. vy bEFES:KT7192) 2 20mL MA TEE L 0.70 mg/mL E#k (HE3#K 4.900 mL
(2 0.100 mL Zh0 X /=B DORAME : 14 pg/mL) 2 AR L7-, SRFEQEREO R H
EMHEETIEMMC O 2 mg /REAA TAICEBEAER (BEAEFH. BASEKRE
RETH, oy MES K7192) #EHE T2 mL M CHEMELZ (1 mg/mL) .
WICZ DA A 20 THER 2 BEFE AR (8K 0.250 mL - B AR 4.750 mL)
L. 0.050 Z1¥0.0025 mg/mL OFE#KZFB L 7= (BFFHK 4.850 mL {2 0.0025 mg/mL
Bi%E 0150 mL N Z 7z, ZORFORKEBEIL 0.075 pg/mL) .

REERFRBOEGROAEETIE. MMC @ 2 mg B, TMCABRIER
(BEERF, KRASHKEMETR, oy MES K7192) 2EHBET2mL X
THEM L (1mg/mL) . WIZZ OB A /A 20 THEK 2 BRFEFR (B#K 0.250 mL :
ARAEE 4.750mL) L., 0.050 R T 0.0025 mg/mL OEKZ R L 7= (E#EIK 4.900
mL {Z 0.0025 mg/mL &% 0.100 mL M1 X 7=, Z DRFOREBEIT 0.050 pg/mL) ,

7B, WBTARL L, BRERZ TR THELERLS L,

3) BtExtRHEORIREH

HIREDBEBEEERBY A FI7A VICERBHRINTWD Z & RUKEME THRR

14
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MEBHUEE THDHZ L6 CP R MMC Z&ER L7,

6.4 {ERMMEK
6.4.1 MR

FrA{=—X - LR Z—OffiHFRHEFMER (CHLIU) ZHAv 7z, fifaid, Ea
—w YA T AFEER A 2B 20045 11 A2 HICAFELE, AFHR, VAF
VAR K& 10vV%HRI LR RICHR 288 L, BEER P CRRICHER
FFLiz, RBICBEL X, 20—H4MWk, FISELRME L. #REEZToH
DIZDOWTHBOMERRE (64.4) Z2EHMICERL T, BIETHDHZ ENHEREEN
b DOz RBICHER U, EAROMBAIEIT, M S8R T 17 81, &
EEEFABOERMOERE T 21 S e KR ERBROEROEE T 4 %R T
HoT,

6.4.2 HMEORREH
HAREREAREORREERBEN L, SHICHEL D{EFHHEICH L TREMED
., Ny 2 V70 RTF—RBETHD I LEOEBANLRMBEER L,

6.4.3 EEEY
PREE A A REB AV, CO,BE 5%, BFE37C. BEBELHTCEELE,
MIIZT 14 BRZERTTo 1=,

6.4.4 Mo KEE

ARRBRILERATIHRIZ. FERFENLOBEL, REFEDE— M. ENERET~
A a7 XA2BEROFEEIZOWVT 20074 12 8 22 BH>5H 2007 4E 12 B 28 BICEH
BREZERBL, ELVWEHEEZFETIZE2#HR L, #Ma. 30 KB RV
THRERICH L=,

6.5 S9 mix RUEER
6.5.1 S9 mix

AV I VEBTEHRXSHLIVEBALL S9 L, BERARZToa 7774
— 2 HARFICEEL TSI mix @B L7z, FRRICAWE SO 0RGERITEICTINE
I8, REFERGRVCER#RE., 27727 7 —0ORFESRME. FEHHBREV S mix ®
MAIILLTO®EY THD,

1) S9
& FR s $9
= : 07113009
EH : 2007411 A 308

& - Rft : Z v hSD %

15
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2)

o

1A

FEME

k5 :
BREHRMARVKREGR :

FRIFHIE
£ IR
RAFGRT

fRBESE
22X

vy hES
EE=
RIF T A

1 F 3 PR
REFHRT

3)  S9 mix DAL

S9 2 mL
k= 4.7 mL

EEIZIZ, BRI RBRICEREZITI DI,

HE

7 38

Zx /) RANES—I(PB)RTLS, 6-~ Y T TR /(BF)
FRENE 5

PB 4 HfE 30+60+60+60 mg/kg body weight

BF 18 80 mg/kg body weight

Hw (BERZ Y —¥—)

20084E 5 H 29 B (BiEHk 68 A)

HESHM R BoERE 8RET ) —¥—

= Bl 8 R

070929

200749 H 29 B

o (BERZ Y —%—)

200843 A28 H (RUEH#6EA)

HEEH A BEENERE BEEAE T ) —W—

20mmol/L HEPES A2 T##&(pH 7.2) 1.34 mL
50mmol/L b~ 7 v AKEBIK 0.67 mL
330mmol/L 381t U & LAKIEHE 0.67 mL
50mmol/L Z /L= — R-6-V EEKEEIE 0.67 mL
40mmol/L B¥{kBR—oF 7 I R-TT =

X7 VAF K CEE(NADP)KIEIHK 0.67 mL
ARk 0.67 mL

Bk By MRk A EER L RRIC 2 B

LONERSOVERZFIRL, BRAICERE, pHHAE. 2088E L-®ICSE.
BELLEGTCHRELE, EHAKEBLTIE., AO#R2zE22VWEE T, LEED
SEYERBAEL CTRBICHt LT,

6.5.2
Invitrogen Corporation & ¥ i A L 7= Minimum Essential Medium (MEM, GIBCO™,

Cat.No. 11095-080) iZ. Invitrogen Corporation & ¥ B A L3EM@{k (56°C,3043) L7z

#1miF (bovine serum, BS) % 10 v/v%iEiL CRAR L& “%?&

BER

(BS-MEM) Z AW

7=, %D BS-MEM i3 EREFEL,

1)

&M%

16



M-1308

vy FES ! 571834
BlE T : Invitrogen Corporation
RFHIE : HE  (-80°CRED M HRE)
RIFEET ; HESRHER #EEMRRZE BERZ ) V-
2) Minimum Essential Medium (MEM)
ay FES : 300142, 366167
LS o : Invitrogen Corporation
RAFFIE : R
RIF BT : HEEH R BEEHRRE GBEE
6.6  REAE"
ARRIIUTDORAT—PHRICER L7, BRRBRRCEMARIIER L2170,
1. #HReLHE P Dl S S 7 B [ AR RBTE (L
HABEME
ERAERE 24 FEfE LE
48 RERALER
2. B EKEEAR ERFEI AR fUBRTEE L
FERRE L
BT AL ER 24 Re[H AL EE
48 FFfALE
6.6.1 E s Wals

1) HERQHEREI & BB
ERFRAAEE THARESN L E T+ JERBEEEEZ- & L, EHEAEETI 24
FFRAAEE 2 [24—) , 48 BERMAER 2 T48—) & L7, BT Z skt TR B (Negative
Control) OHFEIEINCI %2, HBYEAEHEOREREBEOGEWVW AL, 2],
3y, - DOEEFZAL LA TNV CHEABHSEZHI LI,
2) BAadREis
AR ETEINEIRBR LRI ESEZHAR LTV TEA Lz, 72720, BT
(Positive Control) 1X/PC| & L7, akiERiT, RBES LUBNEE2T 5 L
Wa—RELEM01~T91 £ TD 2 FTOBEZRVTAF A FEESEFHRE L7V
TEABHSELERI L,

6.6.2 REORE
1) HEEaHEREMH R
REAE% 3850ug/mL & L, LITF2AK 2 THIR L 1930, 963, 481, 241, 120,
60.2 RT*30.1 pg/mL D 8 AIEBEFHRE L, T, ZHICEMBEXRIT I,
2) REERERR
MR EAMHIRBROE R, SREMAEBEORBIEMH(L Tk, 241 pg/mL T 50%%

17
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B2 D MREFEMFIER R 6, S0%HRHEFE I H B E (1C50, BIREE) X 200.7
pg/mL Th o7z, ERFELEEOERBEEIL T, EHEAED 3850 pg/mL 125
WTH 50%%d8 % 5 HEEMEERESRO Lo, T, EHRALEBED 24
FREFIALER ClE, B B O 3850 pg/mL 55 963 pg/mL (21 T, 48 RifALER Tid,
REAED 3850 pg/mL RV 1930 pg/mL IZB W T, HBHE LHER SN IMEDT
L— FOER~DOBEERELLROON-O, ERHREEREERE (ME5e
N0.926) IZ X BDBEIIIT o743, ICSODEEMNLIFERA L, LALEAEL, BE
MiaZEMERERLEME (B2 No2143) ItL-THEELELZA, ZhbD
AEIIBWTH, RAFEERAEROBEIZT S LR SN 2 HEAOEENRER S
N, TNHEOERIY, A4 K74 ACED LIV THEREREAIER & 52 S0%LL
tiflsh o AEEZREAELT5, | RU [50%LL LM EREIMF 23380 b
RWEEIE, SmgmL XiT 10mM (WFh»EWs) 2B8HEETS, | EOF
E G, ERE AR EDRBIEML TIX 241 pg/mL ., EREQE B0 FERBHE ML,
ERLER O 24 FFEAERE R OF 48 RERISABE ClX 3850 pg/mL # BZEAHEE Lo, £
7o, ZTHRUCEMEXBERUCBESBELRIT =

6.6.3 MR 8 RE D S B
REFEREABROAEBARETHHOOTHABRE LTEEL,

1) ERFRAEE

(1) RBEMELE ERIEHLEOTAThIC, R ELEHEE R B2 R
oo VY=LV YBRBEETZAF 27—+ (EB60mm) AW, 7L
— MIFBE 2/ E L,

(2) FLr—hgEy 2x 10 EOME (EFK SO mL) B L, B8 3 BEIC,
EBIIEZERHET CTREL, MRIIEEOLRW I L2ER LT L, K#EM
L CIIEEMEX BEIC W T, BEK 1333 mL ZHVERE,. S9mix0.833 mL i
MEBHE0500mL Mz /-, HERHELEEICONTIE, HHIE 1.333mL £ H
DERE, SO9mix0.833 mL IZEE X R MEDOHEERNL 0.500 mL 2 A 7=, FERBEME
L TIXEEMERT BEEIZ DWW TIL, %K 0.500mL ZH Y B &, B 0.500mL Z A0
Rlc, WRYBELEBEIZOWTIL, F#IK 0.500 mLZHRVRE, SREDOEER
#£0.500 mL &Mz 7z, FB L LICHENE, ARTIHHOFERTERROEE
FERR L. 6 BRI L,

(3) EBEKFHEIZ, ARTHERDEOITHOFTELBE T L &L LT, BZEzE
BERMET CTRE L. MBOREABER LI, KW Mz A SRR T L.
FLVWEEBESOmL 2%, FiZ 18 RFREEELHE T,

(4) EEETHR, MRF4ABRBERTERLT 10%EL<) VBTEEL, 0.1%7
YRENNSNAZF Ly METRAB L., BERHREEANEEE (E/ tv—%, &
Do RARFETEHERASH) AW THREEZRIE L RBESTREEOCEEL 100%
E LT, REERLEECHEABMBELOENERICOVWTHEBRDED 50%HiE

18
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2)
(D

(2)

(3

6.6.4

1
(1)

(2)

(3)

HEFEMEIRE (ERSME) Z2koi-, /-, ¥ 6 RM% & REROFET 18 K
BEREROKRTRIC AR TIHEOAELRERE L, BEICHIEZEBET THREL,
HIROREZHEER L BERTRHROBRI. 88742 LK) .,

E T ALER T

24 BEfRAAEE L 48 BRI O T N IR BB R U Rt BBBE 2 JR T 7=,
VA — LR yRBEESIAF 7 L— b (EE60mm) AV, 7L—F
&2 E LT,

FL— b0 2x 10 E O (XK S.0mL) 2L/, H#3B®KIC,
BINAHEEMET CEHEL. MRICREDOR N EZHEEBLTHL, 24 KR
MR V48 RERTAER & ISR BEIC OV T BERIK 0.500mL E BV ERE .
WL 0.500mL 200 2 7=, #BRYELBREIZ OV TIE, #5%#K 0.500 mL * H Y Bk
. BREOHRIK 0.500 mLZ#Mx 7=, TO%., AR THHOFTER UHERIK
DEZHER L, 24BFME V48 REEEIE LT,

4 RFE RV A RMOERETHIC, ARTEBRMEOHHOFEZBE TS L
EHiC, B EREMSE T CREL., MBEORELZHER Lz, RWT, SRR
WUBRYE L RERIZ, TR, BE. RERCHREEORIEZITV., 24 FERT 48
REMALERIZ I 1) DB HE O 50% ARG RE (BIE{E) %R,

SEAREER
SERFR LR
RBTEMAL & HERBERLEO TN ENICERES B, R T LBER U
BEEZZRIZ, Yy —VIXyBBEESFAF v 277 —b (EBR60mm) 25
Wiz, ZL— hIEBEEaf L LT,
TL— b¥0 22X 10 B0 (BEEES.0mL) ZEE L, BE3 %S,
B HAZEMET CEEL, MIRICEEORWZ L 2R L THo, RBEHE
{E TR BRIC S VW TR, BRE 1333 mL 2RV ERE. S9mix0.833 mL {2
FEHBL0.500mL 2N X/, HBROEQBEBICOWVWTIE, HRK 1333 mL 28
DEEE, SOmix 0833 mL ICHEXEREDOHRIK 0.500 mL 202 7=, FBiExRES
ICDW TSI 0.933 mL 2R &, S9 mix 0.833 mL 2%t = CP 0.100 mL (F&#&
WREE @ 14 pg/mL) ZMZ 7=, FERBEMIL THEMESBEIC OV TIE, HRIK
0.500mL Z#EVERE ., #EH 0500 mL M4 7=, BRBHENEEIIOWNTIL, 8
FHK 0.500mL BV ERE . BEMEDHRIK 0.500mL M A 7=, BHEXEREEICD
W& IR 0.150 mL #Fk &, MMC 0.150 mL (B#BRE : 0.075 pg/mL) Z M0
ATe, BHELLICHENE, ARTHHOFERUCEEROG TR L, 6 RS
#EL,
& 6RFM%IC, NIR CHBRDEOIHOFEZEE TS & L bic, BlfiEzE
ST CHREL MEOKEZRRE L. KWT. Mlar A RSERE CHES L,
FLUVERKRSOmL 202, EiC ISRERIEELHIT =,

19



M-1308

(4)

()

2)

BHEH2LIHOTL— b (FHBE-1RY2) oW T, MEFEERERERDO- D
HEERTOR2BERANCaNEI N (FAIANT AEBEIR, 10pug/mL, FIAHET
FHXSH) % 0100 mL Nx 7o, IBWRTH, 025% b Y 7 8K (Trypsin
0.25%. Invitrogen Co.) THIRZFIA L, HLOBEIZ L » TEDTMEE 0.075M
WAL U U LB THK 1S yRHERQE L, AFATAa—  EiBR=3: 1T
BELE. BELE-ABREASA RIS IHICHE 28FICHE T Lz, Befafk
BRI L— Y70 2KERLE, MRETE, 91 BERERL, 2%¥ 2
PR TH 1S e L TREFERZER LT,

BOEB 2HOTL— b (BHEE3 RKR4) [T, ¥ 6 BRE% L RO FET
18 FYIZ RO THIZ, ARTITHOAELZRERE L, EICESI{IEEBEMET
THEL., HROKEZHRR L. EEETHROERIZ. 2857 —4%& L1,
ZTO%, BRBEEMFRRICELZ VR ZALAAL Ly MEE LEEERTER L,
HEEMREEAEEEZ BV THREEZRE L,

E AR R

ARFRAEEOFERBEERICBNT, FEREDHRENBELHES LA, B
BEBERFICOWTIIBELHE SR, EELEELER LI,

(1)

(2)

3)

(4)

24 BERALER & AR BRI AR D E - E LI EEE R R EE, HRME LB ER U5t
BEIZRTI-, VY VIIYRBEE 7 AF 77— b (EE60mm) ZH
Wi, ZL— MI&E 4 LT,

TL—bE70 2X 10 B0 (HEEHK 5.0 mL) ZEE L, 5% 3 B&IC,

BINAFEZHEMET CTEREL, HRAICRFOLRWI LAHEEL THh L, BEHER
BHIZOWTIL, BRIEO0500mL ZBVBRE, BHE 0.500mL M2 7, #BHE
SUEERRIZ DWW T I, BESEHR 0.500 mL 2 H VD BRrE . FRE OHFEERIK 0.500 mL %50
Z 1. BBPEREBEEC DWW TITHEE#EHK 0.100 mL ZE 0 & MMC 0.100 mL (F#&
RE :0.050 pg/mL) M7z, Z0H%, RETHHOFERCIEEROELZRE
FBL., 24 BRI R UF 48 RIS L7,

BEH2BDOTL— b (HES-1 RV2) 20T, REFBEEAERERDZD
BEERTOM2EMANCaIAEI F (FAINT R, 10 pg/mL, FXMET
EHEASH) 2010 mLMA, BEETE, BEROELEBEIZOVWTILARER
FROMTHZBRET H-DICHERELTREL., FLVERE SO mL 2FMLZE
LEICHIRZER L=, 0.25% kY 7 ## (Trypsin 0.25%. Invitrogen Co.)

THIBZFB L, EBLOBICL - TEDEIEE 0.07SMELD Y U LBETH
15 SRHERAMEB L, AFATa—L  BEE=3: 1 TEELE, BELZMH
EAZAL FHZZX 1O 28FFICE T L, fEBEERTSL— FHED
2RERL7-, MR T#., A1 B EEKEREL, 2%F AR TH 15 oH%
BLTRaEERTERIL -,

ROFHE2HMOTL— b (HES3RUV4) i3, ZEOKRTRICHNIRTHFHOE
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MR L EICELVEZEERET CAR L MlaOREZ MR L=, 20,
MR ETEINHIRBICE L 7 V RIS F Ly MRA LIERTER L EEH
fRE ERERBEL AV THREEZRE L,

6.6.5 i NOF -k =4

BHMETT L —ME70 1008, SBEXLY 200EORGENESERLELY,
HPPBRIZIHOWT, MERFORBFLRELF OMRORZ & F L I-, RFICHERIE
OHBE#HZR&E L, k. ZEMICEENRTLhD L T8, REEERT
TRUEREBLLI-THEL:, BERTE, 7L — b2 | KOREFEEL D
N—HZ7ATHAL, BREEE LTS,

6.6.6 2BEEBROSE
REERFEIEERE L EMEREICKRBIL, BERFIISOLICUTOL I IZESE
SR L1,

1) WERE
LEEEREOBEBEIILITOLICERLOELE,
X+ v 7(g) ; ufa &R (ctg) R PREEH (sg)FalrX vy v 7 L

R IREesEORE LI B3H 5 GERE
RongktasEorREm Eichsd) bOTH-T, £0
RIBERESEOEBUT CHRZRIERERMNLBRBD 5
nsbLo,
L 53 (R BB (ctb) - B ARESEORE E2ASHIITRTHWAI LD, BT
FREHMARESEOREB EICH>TH, TORS
MNEgEAESEOEL EIZERTWS L0,
gL 8 oy (KB ZZ #a (cte) - MO A Sk A#R 7 &,
e KR Y W(csb) WA D oRE B HIXTh T Y BiREMNER
bbb o, RUFHREHASREEDORH EICH
>TH, TORINBRESEDRBLL EIZEERL TV
D,
Yo (ERIZS Wi (cse) “EhRGREaE, RikkaK L,
£ Dffi(other) - W A (b (frg)fth.,
2) BHRF

R fRED, TOMBEERF> TWHIEFOE (ZHE) 242V, FLE
ErBEHRELEELE,

& . polyploidy (BPf£hi{E : endoreduplication % &r)

6.6.7 HERE
HEICE L TRAHENFELAVT., FHELOXRE VWi En sl Ui
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HUERE2FOHBOEBRRLICLE>TUTOL I ITHELE,

BEHBOHBER B E X
5% Fi ke ot (=)
5% LA E 10% Rik R ()
10% LLE Bt (+)

REFBEERFEORHARIT, X¥ v 7280886 (TAG) LEFL2WVWEE (TA)
LICGi, BEHEIZEFEICLE - TITo 1,
EFMBROHRRBICARBKEEVIBERELSRBD N BEEBELHE LT,
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7. HEER

7.1 R tg R IS ER

7.1.1 ¥ B 1) AR BB %

SRR EIC BT 2 MEE L0 R % Fig. 1-1 R 1F Table 1-1 (2, FEMABHEHEAL
DFER% Fig. 1-2 XU Table 1-2 {IZ R L 7=,

1) 50% 48 e 28 R4 i) IR BE

BB T, 241 pg/mL LA LD A E T 50%LL EOMEEFEIME 23580 b, 50%
AR TEINAI BB (HERE{E) 12 200.7 pg/mL 75 27-, —F. FERBEMELTIZ, A
BAEMHEIIED T, S0%MAaSMIMEIRE IIRD b o7,

2) #HEBRYMERNE#OBE

WEMERMIZE I EEBROBROBEIZEWVTIL, AMEMEL R UFERBEM(L
EHIZ963 pg/mL UL EORAETHHKEIZE(LBRD LN, /-, ARICL H2#EEYD
BHHRMIESITHOBE T, REEHETIE. EToRETHTHARD b, —
F. FERBEHEETIX, 602 ugmL UL EOFETITHARD 5T,

3) #HEBEYEOERTROEEMROEE

REEMHEETIE, 2TOHETHEARD L=, —F., FERBEHEL T, 60.2
pg/mL LA EDOAETHHAED b, HHRYEAEFHOMIAORE 2 #8 I FEEH
WMETCHEL, BB LTS L, BB ERUIERMBEEE L HIC 963
pe/mL U EORETIE, #BRYEL: BEDLNWIWERZRICFEL TWELZOBERE
Tholc, £=. REEMLTIE 120 pg/mL LA E, FERBHEMEILTIZ, 241 pg/mL LA
LFORBTHRBOEE, HFEELBRD LN,

7.1.2 Mk

HEALEEICBIT 2 24 REOEOER % Fig. 1-3 R Table 1-3 (2, 48 FEfLED
FER*% Fig. 1-4 R f Table 1-4 (TR L7=,

1) 50%#H fic) 458 B 41 1) % B

24 BFRIAEREE R U 48 BRI AAEREE & bic, HEEBHREEREERE 2 AV CHlas E
DFE#IT o 7= D3, 24 BERIAEE TiX 241 pg/mL LAk 48 BFRIALER T3 120 pg/mL LA E
DRART, 7L— MEEICHEBRHE L EDON2VEOEENRD i, FiZ 24 R
FTIX 963 pg/mL LA L, 48 BERIAE TiX 1930 pg/mL L LA ETIX, ZEOEED
ORI, TRNOORIEMEIIFEBEEICRTA2bOLHM L, £72, TDMD
ARTIIHBEENEIIRD bR ol lo 8, 50%MAEEMERE T RO LN
Mo,

2) HBRYHEBNE#OBE

WEHEFRMICE O BRROBHOBERICBV TIL, 24 FAAER O 48 BRLE
&Iz, 963 pe/mL UL EOHAETEMABIZELLERD b, /-, HIRICLIHER
BRI HOBE TIL, 24 FFRAEE R U 48 R & 612 60.2 pg/mL LA E
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OHETIHHIED iz,

3) HBRYEABKTROEEMEROERE

24 RRRALER OF 48 BRI L H 12, 60.2 pg/mL LA ED A ETHHAED b/,
HEDERBEROMBOREEZ B HEEMSE T THREL, BETRELHERT S
& 24 BERSLE TIX 963 pg/mL LA k. 48 BERE)ALER Tt 481 pg/mL LA E D A B THEBY
HEeBONODENRZERIIFEL W), BERETH-, T, 24 RFFRENE
Tid 241 pg/mL LA L, 48 FFRAAE TiX 241 pg/mL © AR THRORSE, BEEESR
HHiE,

72 RBEAEREERR
T.21 a By R AL B

REREHEILOFE R % Fig. 2-1, Table 2-1 X UF Table 3-1 i, A BIEH{L OB R % Fig.
2-2, Table 2-2 ZTX Table 3-2 {277 L7,

1) HBRYERNEZOBEE

WEHMEEMIHES EBEOAHOBEIIBV TR, RBEMLLTIEE2TOHET
BHbhiehor, —F., FERBEELTIZ 963 pg/mL L EDHETCHKRIZE(LD
BHbohiz, ¥, ARICEZ2EBRDERMIZEE S ITHOBE Tk, HEHLEERT
FERBEHLLLIZ, 2TORETIHARD LN,

2) HERVHLBKRTROEREBROBEE

RBECRCHERBESEE L L2 TORAETIHARD bR, HBRYERE
HOMBOKEZENMHEEZEEMSE T CTREL., BMEMBE LT 2 &, ABREH
{ETiX 60.2 pg/mL LA LD A E CHB ORI, HEELXBO ONn, —F. FENABE
HILTRETORETHERDE L EDNA2YELRSEICHFEL TV, BETRE
THoT,

3) RAEEBERE

MERFOBHEARE (TA) k. KABEME{LTIX 241 pg/mL TiX 0.5%, 120 pg/mL
THE 1.0%. 60.2 pg/mL TiE 2.5% K% T 30.1 pg/mL TiX 0% L BEHOHEEETH D 5%
KETholciodh, BHELHE LA, £/, FEABEMEIIZB VO TIX, 3850 pg/mL T
1% 2.5%. 1930 pg/mL TiX 1.5%. 963 pg/mL TiE 1.0% X% T 48] pg/mL Tit 0.5% & &
MOHEEETHS SUKRB ThoTo/od, BHELHIELE,

TR RESBECBOTIIREEBERE OB HBARIIBEOHERENIH Y |
XRBRMRDOE R (Attached Data 3) LR TH o7, TiT, BHEMEREICBWNT
BELVWREGEEBERTFOFERLBOOLN, TOREBERIIBGHEOHEEENICH -
oo - T, RBIIBUICEREIN-LEX LN,

4) LREEFEHEE

BEVRT (FERE) oRHBEFRIT, RBEME(LTIX 241 pg/mL TiX 0%, 120 pg/mL
TIE 0.5%, 60.2 pg/mL TiX 0% KX U 30.1 pg/mL TiZ 0.5% L RRHEDHEERETH D 5%
K Tholerod, BHEELHIELE, —F., FRABRSHERIZB VT, 3850 ug/mL T
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I 15.0%, 1930 pg/mL TiX 6.5%,963 pg/mL TiX 6.0% %K F 481 pg/mL TiX 3.0% & 3850
pg/mL TEEMEOHEEETH D 10%LL E. 1930 pg/mL K T* 963 pg/mL TEEEMHDHIE
EHETH D S%LLE 10%K, 481 ng/mL TEMEDOHEEETH D 5S%RB{TH o727
B, Bt HE L,

B BMEBEICSVTHIRAKENEFORERARIIBHOHIEEENICHY ,
XA DE R (Attached Data 3) SRR TH o7 Z & HRBRITBEHIC EM =
Nkt EZX LT,

7.2.2 AL L

24 BEAAE DRER % Fig. 2-3, Table 2-3 & UF Table 3-3 (2, 48 REMIALEE DR R % Fig.

2-4, Table 2-4 K TX Table 3-4 IZ/ =~ L 7=,
1) #HEBEYHEBRNEZOBRE

HRYEEME I BREOCTHOBEICHB T, 24 FFREILER N 48 FFRHLE
EHiz, 963 pg/mL U EOFETAKGBICELABD b, £, ARICE SR
WERMCES THOBETIE, 24 FFROER U 48 BRAE L LI TORAETH
HABREH 6,

2) HBRYELEKTROEZERIOBEE

24 BERJALEE R OF 48 BFIALEE L LI 2T O RAETITHMARED bz, HRMWERE
BEOMORELZE I HZEEMET CTRE L. BHEIREL LT & 24 FHL
BRUARFHAEL HIZ963 pg/mLLU EORAETHEBRWHE L BEDON SMEIPLELT
FELTWeimd, BIBFRETH -, £z, 24 FREOE TiL 241 pg/mL Ll k. 48 B5[E
WEE T 481 pg/mL OB THIROEE, HEERELHRZBD LN,

3) REEmEREE

RBEEF ORHEE (TA) X, 24 FrREI4LE THE 3850 pg/mL Tix 0%. 1930 pg/mL
T 0%, 963 pg/mL TlX 0.5%. 481 pg/mL T 0.5%K% U} 241 pg/mL Tl 0% & D
HEEETDHD SHBhRBETHoT=2, BHELHIE L, £z, 48 BRHLEICEBWT
(X, 3850 pg/mL TiX 0.5%, 1930 pg/mL TiE 0.5%., 963 pg/mL Ti¥ 0%, 481 pg/mL
TIE 0%KZ R 241 pg/mL TlX 0.5% L EEHEQUEEETHD SR ThHoTeind, B
L HE LT,

B EEMNBEIBOWTIIREEBEREORERERIBREOHEEENICHY |
NABRMER O =& (Attached Data 3) ¢RIk TH o7, FiIZ, BHERMBEEIZIE T
FELVWREEBEREOFRELRBDOON, TORHBARIBHEOHEEENIZH >
2o #E-T, RBIIBYILER SN EEZ R,

4) REEBORE

BRI B ((F5E) 0 HER R, 24 B Tk 3850 pg/mL TiX 4.0%, 1930 pg/mL
Tt 3.5%. 963 pg/mL TiX 3.5%. 481 pg/mL TX 4.5%K f 241 pg/mL Tl 6.5% & 241
pg/mL CTEERBEDHIEEETH B 5% E 10%RIETH o770 EBEE HE L=,
F 72, 48 BEEA0ER T 3850 pg/mL Ti 30.5%. 1930 pg/mL TiX 21.0%. 963 pg/mL
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TIE 30.5%. 481 pg/mL TIE 27.0% K% T 241 pg/mL Tl 18.5% & 2 TDHETHEEDH
EEETHD 10%ULETH-72720, BHELHELE,

B RBENBECBOVTREECHEPVAFORHARIIBMHOHEEENIZIHY |
NABRMER DE RIE (Attached Data 3) LREIRTH 7= Z L bRBRITHEENCE &
0 - e Y
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8 EXE

LEERFRABOBER, RAEKHMERFO—HSDEETHL, REKBERTEEH
THHMEOEHREOHILX vy v 72 EF20VWEES (TA E) . WTFhoomEikic
PWTHEREDOHERXETHS 5S%RETH- -,

—F., FEEORERFIIZWTIE, EFFMABEDERBEECR VERLEE
D A8 FEE THERFEE 4 O BN, EEAEEO 24 REAE CRIEAREICE
WTHEMARD b, BELHELR, BELHELELABED S L, BEME
ROBHBEERICHEKGFEEVIRED b ERFMABREDOIERBEERER T 48 RFREL
BIZOWT, REFEMEREFREEOR S OEE@E TH 5 PD20E " (BLEMED 20%
ICHAMRFLRONIHE) 2ROEN, £NFN 53 mg/mL X 0.36 mg/mL Th

27,

2B, ETOLEBEIIEWT, BEHEETILEAKRERTEHF TRV
FEORHBREIL %KW T, BHEOHEEENIIH 7z, ThicH LT, BiEsR
HTEELVWREASSREOERLBOLNL, #-T, RBITEDICER S
EEZXLNT,

EEEMBORABFIZIZ, ENEN, dAiaps. MRESROEFE LN T
W5, ERBRIZBWTIIERNFENE (endoreduplication) MBS OB IZ FFEAYIZEE
»H 5N 5 (pulverization) <° premature chromosome condensation [T £ < BLE I
RipoleZ Enb, FRRRICBIT 2BHEEOHBREEOHEMIT. Zh bOEFICER
THLDETELE LV, JARC OFEITE VT Group | & LTV 5 asbestos 1%, HifE
BEAEBTOHII LIS > THRESREZYEMICHEE L, FREOHBHEE ZIBMS
BHEHREVZENTVS, FERIZ, Vitamine B, S FEMOHKBEREFR LI-EE
2, EEEOHBEESEMNT S Z L 28 Kawaguchi £ N L > THEEN TS, &
HREVE LEREP TIITEL AL, EMSEBE BV UM 2 #HRE & A3 M fa ]
WDICERBO G, HBRENIC 28, 3ESFET A MIEAEE S5 (Photo 3 XU 4)
Z L P36, asbestos X° Vitamine B, & FERICHIE S & 0OMENEESEEEAO HBRE
ERMOBFTHD = LB#ERIESN S,

AHEBRYE XL FE M E L benzidine (4,4'-diaminobiphenyl, CAS Registry No.92-87-5 )
ZRE L T 535, benzidine E IARC @ Group 1 ICHHENIREYME T, BV Bk
BERFOBRELXAETDE P, ., 2UBDEOEBILLEH TH D
3,3-dimethylbenzidine 13, MEZ AV AERERERHNR "R~V R Y v T xr—~
TK 8 'NcB W THBEZ /R L, CHO #iZ AW ERRICBW T b sk g &5 E5H
CRBBBEREEIBRTAIZLBBESATVE 'Y, LeLans, FEBRHEIT
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BREETH D7 I / EIT acetoacetyl BTN EN TV S 78, DNA & DRISHEEZ KV,
REFEBERELBR Lo b EHRAENS,

LLEDOBERNG, T4 v 7 CCSIIARBEHTICEBWTHREABERRIITREL
nh, REEMMREEFRETOLIEER L
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110 i
100 a
9% P
S
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L
3
b
a
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A
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10 p
0 —_— a a a 2 Il a a a
NC 30.1 60.2 120 241 481 963 1930 3850
Concentration of test article(ug/mL)
Fig. 1-1

Results of the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment : +S9 mix]

NC: Negative Control(water for injection)
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110 p
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30 p
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10 p

0 o 2 2 a2 ] & a2 A 4

NC 3Jo0.1 60.2 120 241 481 963 1930 3850
Concentration of test article(ug/mL)

Fig. 1-2
Results of the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment: -S9 mix]

NC: Negative Control(water for injection)
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10 a) a) a)

100

80 P
70 P

60 P

S0 P = = e e e e e e e - - wm o e Em o wm =

<M >Cell-growth(%)

40 b

30 P

20

10

a 2 a [l I ]

0 — [ 2 2

NC 30.1 60.2 120 241 481 963 1930 3850

Concentration of test article(ug/mL)

Fig. 1-3
Results of the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment: 24hr]

NC: Negative Control(water for injection)

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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120 p
a)

110 P 2)

100 M

92 P

7 F

60 p

50 = S mE S W TED W EE EE S SR TS EE EE R R S EE S e e e . e - D R A N N S SD Oy ST I S R e =

<M >Cell-growth(%)

40 P

30 p

20 p

0 —_— s A i

NC 30.1 60.2 120 241 481 963 1930 3850
Concentration of test article(ug/mL)

Fig. 1-4
Results of the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment : 48hr]

NC: Negative Control(water for injection)

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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110 p 100.0
100 M 90.0
9 p < 80.0
80 p 4 70.0 E"g
=1
= .E
g™ O 60.0 3
= =
N &
£ 60 4500 =5
) v
&b =
e 2
R 4400 2
A =
- 30.0 E
v 40 ¥ 5
A
O
30 p 4200 V
20 4 10.0
N
10 C R O =~ — n®) 4 0.0
0 a a A A
NC 30.1 60.2 120 241 PC
Concentration of test article(ug/mL)
Fig. 2-1

Results of the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment: +S9 mix]

NC: Negative Control(water for injection)
PC: Positive Control(cyclophosphamide : 14 ug/mL)
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110 =2 100.0
100 4 90.0
| ._/_. 4 80.0
N
80 b < 70.0 ;a
-1
Pos =
S 70 P 4 60.0 =
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— 5]
2 60} 4500 R
= @
) =
= S
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- 40 ()300 -E
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A
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30 p €200 V
20 p < 10.0
10 Q O- = O - 9 0.0
0 2 2 2 2 ——
NC 481 963 1930 3850 PC
Concentration of test article(ug/mL)
Fig. 2-2

Results of the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment: -S9 mix]

NC: Negative Control(water for injection)
PC: Paositive Control(mitomycin C : 0.075 ug/mL)
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Results of the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment: 24hr]

NC: Negative Control(water for injection)
PC: Positive Control(mitomycin C : 0.05 ug/mL)
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Results of the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment: 48hr]

NC: Negative Control(water for injection)
PC: Positive Control(mitomycin C : 0.05 ug/mL)
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Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment : +59 mix]

S— [] [] ., .
Cell-growth inhibition test

Study type | Treatment and| Cell-growth ratio Observation®
S9 | time | Concentration | Plate i .~ Condition of Colorof | _E;gpi_pivteltgs{q;_)[s_tﬂs_?_ B
mix | (hr) (ug/mL) land2 | Vo0 (%) cells” medium® 1) 2)
100 ¥ - - - -
N — AW N g PP R .
0 (NC) 100 100 * - -
83 - - + +
M1l = 83
83 - - + +
83 - - + +
602 F—— o
83 & - - + +
66 + + +
120 |——— 66
66 + - + +
L*
+ |68 3| 200 |2 02 * - e +
= 50 + - + +
% 16 ++ - + +
3 481 |—— 2
= 33 . ++ - + +
16 g) Whitish pink + +
963 |—— 16 - ——
16 g) Whitish pink + +
16 g) Whitish pink + +
1930 |——— 25
33 g) Whitish pink + +
33 g) Whitish pink + +
3850 |——— 33
33 2) Whitish pink + +
Concentration of 50% cell-growth inhibition :  2(00,7  ug/mL

NC: Negative Control(water for injection)
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 suspensions.Precipitates/crystals were observed E)irmncdiam-]y after addition of the test suspensions and Hat the
end of treatment.

d -
+
++

e) -

f) -
+

g) Condition of cells could not be observed due to severe precipitate of the test article.

: 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
: Presence of precipitates
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Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment : -S9 mix]

Cell-growth inhibition test

Study type Treatmcnt and Ce]l‘growth I'atiO ObServationc)
S9 | time | Concentration | Plate N _~ Condition of Color of ] er’irggip‘it__r_i_teskfpryrstilrsﬂ”
mix | (hr) (ug/mL) Tand " eon (%) cells? medium® 1) | 2)
100 ¥ - = y 3
0 (NO }—— 100 sEEe. — R WO
99 . = - -
99 - - - -
01 —=
3 99 99 : : : =
99 - - + +
602 |—= —
99 > - - + +
99 - - + +
= 99 -99 - - + +
[:F]
- |68 3| 241 |FLE 108 |—>F - % s .
= 99 + - + +
7] 116 ++ - + | +
= il 99 18 +4+ . % | "
116 ) Whitish pink + .‘ +
963 |—— 117 .
116 g) Whitish pink + | +
99 g) Whitish pink + +
1930 |—= 9 il
0 99 : g) Whitish pink + +
99 g) Whitish pink + +
3850 ——= 108
116 -2 Whitish pink + +

Concentration of 50% cell-growth inhibition : above

3850.0 ug/mL

NC: Negative Control(water for injection)

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 suspensions.Precipitates/crystals were observed “immediately after addition of the test suspensions and “at the
end of treatment.

dy -
+
++

e) -

f) -

+

g) Condition of cells could not be observed due to severe precipitate of the test article.

: 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
: Presence of precipitates
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Table 1-3

Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment : 24hr)

— R
Cell-growth inhibition test

Study type | Treatment and| Cell-growth ratio Observation®
S9 | time | Concentration | Plate M o y| Conditionof | ~ Colorof | Precip_ifgltes/(?rzs_vt_z_x}i)___w
mix | (hr) (ug/mL) land2 | V40 () cells” medium® 1) 2)
100 ® - - - ! -
0 (N - [ e SERNSERE. s STEIRTY [TRITNIS
(NC) = 100 - ! : : :
83 - - - -
30.1 99 91 - = . =
99 » m + .
60.2 99 99 - = % "
99 - - + +
120 |—= 9 - — e
. 99 2 - - + +
L
- 20 3| 2a1 |2 99 s : 4 s
= 99 + - + +
% 99 ++ . + +
= Tl 99 P ++ - + +
| 116 h) g) Whitish pink + | +
e 99 HE g) Whitish pink + | +
116 h) g) Whitish pink - +
1930 1——= 108 : :
99 g) Whitish pink + +
116 h) g) Whitish pink + +
3850 - 108
99 3] Whitish pink + | +

Concentration of 50% cell-growth inhibition : above 481.0  ug/mL

NC: Negative Control(water for injection)

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 suspensions.Precipitates/crystals were observed l)i:m.medialely after addition of the test suspensions and Yat 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) - : No changes of color
f) - : Absence of precipitates/crystals

+ : Presence of precipitates

g) Condition of cells could not be observed due 1o severe precipitate of the test article.

h) 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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Table 1-4

Cell-growth ratio in the cell-growth inhibition test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment : 48hr})

Cell-growth inhibition test

Study type | Treatment and | Cell-growth ratio Observation®
S9 | time | Concentration | Plate Meag (3] Condition of | Colorof | __Precipiteg;s_/@rystalsn
mix | (hr) (ug/mL) 1 and 2 |Mean (%) cells? medium® 1) ]I 2)
100 ¥ - - - | -
C —— 1 —— - ; —~
0 (NC) 100 00 = - - i -
100 - - - -
30.1 100 100 - - -
100 - - + | +
602 |———— 100 |——m— -
100 ; . + ! +
100 - - + +
120 }V——- 10
100 " - - + +
= 100 + - + +
- | 48-0] © 241 }—— 100
£ 100 + - + +
7 100 ® i i +
] 481 }—— 96 — _
& 91 g) - + +
100 g) Whitish pink + +
963 |—— 100
100 ; g) Whitish pink + +
116 h) g) Whitish pink + +
1930 | —— 112
108 g) Whitish pink + +
3850 108 104 h) g) Whiltl:sh pi-nk + +
100 g) Whitish pink + +

Concentration of 50% cell-growth inhibition : above 963.,0 ug/mL

NC: Negative Control(water for injection)
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 suspensions.Precipitates/crystals were observed immediately after addition of the test suspensions and Pat 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.

e) - : No changes of color

f) - : Absence of precipitates/crystals

+ : Presence of precipitates
g) Condition of cells could not be observed due to severe precipitate of the test article.
h) 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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Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment : +59 mix]

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and . 9
S9 | time | Concentration | Plate - M g\ Condition of Color of Prec1p1tates/¢rystals
mix | (hr) (ug/mL) 1and 2 van (%) cells? medium® 1 | 2)
i
100 ¥ § p : :
0 (NO) — 100 p——————— e
100 00 - - - -
83 - - + +
301 |—— 75
66 - - + +
L
2 | 602 |58 66 |t > : i
= 66 + - + +
+ [ 6-18] = 6 + + +
& — 66 :
e b 66 + - + +
33 ++ - + +
= 33 e ++ - + +
100 - - - | -
PC e W |t e
100 s F S | -

NC: Negative Control(water for injection)

PC: Positive Control{cyclophosphamide : 14 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 suspensions.Precipitates/crystals were observed 1)immedialely after addition of the test suspens
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) - : No changes of color
f) - : Absence of precipitates/crystals
+ : Presence of precipitates

ions and Dat the
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Table 2-2

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Short-term treatment: -S9 mix]

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and Precinitates/C 0

S9 | time | Concentration | Plate e Condition of | Colorof |  Frecipiiatesy _?’ISE*S“._ )

mix | () | (ugmi) |1and2 MR i@ | medium? 5 )

100 ¥ : - - -
o 1 - -

0 (N 99 00 - - . -

85 g) - - +
481 |— 5 - - | ]

s | ° 9 : ; ;

3| 3 |2 85 ) Whitish pink + +

- le1s| & 71 g) Whitish pink + +
2 | 1930 85 92 g Whitish pink + T+

= 99 2) Whitish pink + +

99 ) Whitish pink + s

e 2 oo
20 85 ’ g) Whitish pink + +
85 . : S T
pPC —_ 85 —
85 i . : | ;

NC: Negative Control(water for injection)

PC: Positive Control(mitomycin C : 0.075 ug/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 suspensions.Precipitates/crystals were observed ”immediately after addition of the test suspensions and %t the

end of treatment.

d) - : Most of the cells were attached to the surface of plates and their shape was normal.
e) - : No changes of color
f) - : Absence of precipitates/crystals

+ : Presence of precipitates
g) Condition of cells could not be observed due to severe precipitate of the test article.
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Table 2-3

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment : 24hr)

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and Precini C I
89 | time | Concentration | Plate | .l Conditionof | Colorof |  Precipitates/Crystals
mix | (hr) (ug/mL) 1and 2 |Meen (%) cells” medium® 1) ‘ 2)
100 ¥ - - - s
oimey 11 | SORTRELENSPIN (SRS S W— -
125 - = 2 -
99 + - + +
241 }—— B . —
99 + - + +
99 ++ - + +
481 | 1R S . - - S S
= 99 4 - + +
+ 99 g) Whitish pink + +
- | 240 963 |—— 88 ]
:':; 09 g) Whitish pink + +
~ 99 g) Whitish pink + | +
1930 —= 88 i
99 g) Whitish pink + I +
125 g) Whitish pink + ‘ +
3850 125 - g) Whitish pink + +
125 - - = £
PC — 111
125 - < . -

NC: Negative Control(water for injection)
PC: Positive Control(mitomycin C : 0.05 ug/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 suspensions.Precipitates/crystals were observed l)irnn'mdiately after addition of the test suspensions and 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
+ : Presence of precipitates and crystals
g) Condition of cells could not be observed due to severe precipitate of the test article.
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Table 2-4

Cell-growth ratio in the chromosome aberration test in cultured Chinese hamster cells treated with Azoic CC5

[Continuous treatment : 48hr}

Chromosome aberration test

Study type Cell-growth ratio Observation®
Treatment and Precinitates/C 1
S9 | time | Concentration | Plate —-p—s Condition of |  Color of ___rizl_pltates ‘ rysta s N
mix | (hr) (ug/mL) 1anga (MR () cells” medium® 1) ] 2)
I
|
100 ¥ - - - | -
0 (NC) T 100 - - . -
81 - - + +
241 |—0 78 e
81 - - + +
12 + - + ¥
481 | 6 | e -
= 72 + - + +
b 81 g) Whitish pink + +
- | 48- D, e L) !
8-0 z s 81 8 2 Whitish pink Y +
= 81 2) Whitish pink + +
193 78 I
0 81 g) Whitish pink + +
81 g) Whitish pink + , +
3 o —t
850 81 8 g) Whitish pink + +
90 : - - -
PC e 82
81 - - - =

NC: Negative Control(water for injection)
PC: Positive Control(mitomycin C : 0.05 ug/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 suspensions.Precipitates/crystals were observed “immediately after addition of the test suspensions and Yat 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.

e) - : No changes of color

f) - : Absence of precipitates/crystals

+ : Presence of precipitates and crystals
g) Condition of cells could not be observed due to severe precipitate of the test article.
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Table 3-1 Chromosome aberration in cultured Chinese hamster cells treated with Azoic CC5
[Short-term treatment:+S9 mix]

39 Conc. Cells Polyploid Number of aberration
Time (h) Judge. TA TAG  Judge. Slide
mix (ug/ml) observed cells %) g cth cte csb cse  other % (%) No.
200 0.0 1 1 1 0 0 0 1.0 1.5
NC (100) (o) = (o o n oo o o 1y 1)y - 30-1
(100) (0 ) (¢ o o0 0 (o0 (1) (2) 33-1
200 0.5 0 0 0 0 0 0 0.0 0.0
30.1 (100) (1) = (o C o oo o o (0 (o) (0) = 34
(100) (0 ) ( oo ( o ¢ o ( o ¢ 0 ( 0 (0 (o) 47-1
200 0.0 1 2 3 0 0 0 2.5 3.0
+  6-18 60. 2 (100) (o0 ) = (D oo (n oo o0 o0 (1) (2) = 28-1
(100) (0 ) (¢ 0 ¢ 2 ¢ 2 ¢ 0 ¢ 0 ¢ 0 (4) (4) 18-1
200 0.5 0 0 0 1 1 0 1.0 1.0
120 (100) (o0 ) — ( o ¢ o (oo ¢ o 1 o0 (1) (1) - 69-1
(100) (1) (0 C oo ¢ oo (D o0 ¢ o0 (1) (1) 94
200 0.0 1 1 0 0 0 0 0.5 1.0
241 (100) (0 ) = ( » v o o0 o0 (o (1) (2) — 541
(100) (0 ) (o 0o ¢ 0 ¢ o0 o ( 0 (o) (0) 62-1
200 0.0 1 19 106 2 0 0 59.5 60. 0
PC (100) (0 ) = ( 0 (1) (50 ¢ 1) ¢ 0 0 (B7) (57 ) + 98-1
(100) (0 ) ( 1 ¢ 8 (5) ( 1 ¢ 0 ( 0 B2 ) (63 ) 58-1

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 (water for injection)

PC: Positive control (cyclophosphamide, 14y g/mL)
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Table 3-2 Chromosome aberration in cultured Chinese hamster cells treated with Azoic CC5
[Short-term treatment:-S9 mix]

S9 Conc. Cells Polyploid Number of aberration
Time (h) Judge. TA TAG  Judge. Slide
mix (ug/mL) observed cells (%) g cth cte csb cse  other (%) (%) No
200 0.0 0 1 1 0 0 0 1.0 1.0
NC (100) (0 ) ~— o 1 oo (o0 o0 (o0 (1) (1) - 40-1
(100) (0 ) (oo (o0 ¢ 1 o0 ¢ o o0 (1) (1) 02-1
200 3.0 0 0 1 0 0 0 0.5 0.5
481 (100) (4 ) = C o ( 0 ¢ o ( 0 ¢ o ¢ 0 (0) (0 ) = 09-1
(100) (2 ) co (o 1 o0 o0 o0 (1) (1) 52~
200 6.0 0 0 2 0 0 0 1.0 1.0
—  6-18 963 (100) (5 ) = = (0 (o ¢ n o0 o0 (o (1) 1)y -— 96-1
(100) (7)) (o C oo ¢ »p o 0 ( 0o (1) (1) 37-1
200 6.5 0 2 0 0 1 0 1.5 1.5
1930 (100) (7 ) + ( o ¢ 22 ¢ 0o (0o ¢ 0 (0 (2)y (2) - 17-1
(100) (6 ) ( oo (oo ¢ 00 C 0 ¢ 1 ¢ o0 (1) (1) 61-1
200 15.0 1 2 1 2 0 0 2.5 3.0
3850 (100) (11 ) + ( v ¢ 1 ¢ o0 ( 1y 00 (0 (2) (3 ) - 86
(100) (19 ) (o (D ¢ 1 ¢ 1 o 0 (3) (3) 67
200 0.0 0 12 60 1 0 0 34.5 34.5
PC (100) (0 ) — (0 ¢ 7 (28 ( 0o ( 0 ( 0 G4 ) @64 ) + 95-1
(100) (0 ) ( 00 ( 5 (32 (D ¢ 0 ( o @B ) (3 ) 66-1

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 (water for injection)

PC: Positive control (mitomycin C, 0.075u g/mL)
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Table 3-3 Chromosome aberration in cultured Chinese hamster cells treated with Azoic CC5
[Continuous treatment:24hr]

S9 Conc. Cells Polyploid Number of aberration
Time (h) Judge. TA TAG  Judge. Slide
mix (ug/mL) observed cells (%) g cth cte csb cse  other (%) (%) No.
200 0.5 0 1 0 0 1 0 1.0 1.0
NC (100) (0 ) . ( 00 ( n» ¢ o ( o 0o ( o (1) (1) -— 29-1
(100) (1) ( 00 ( o0 ¢ o ¢ o ( 1 ¢ 0 (1) (1) 92-1
200 6.5 0 0 0 0 0 0 0.0 0.0
241 (100) (7)) & ( 0 0o ¢ 0o ¢ 0o ¢ 0o ¢ 0 (o) (0 ) - 93-1
(100) (6 ) ( 0o ¢ o ( 0 0o ( 0o ( 0 (o) {(0) 64-1
200 4.5 0 0 1 0 0 0 0.5 0.5
481 (100) (3 ) = ¢ o C o ¢ n o0 ¢ 0o ¢« 0 1)y (1)Yy - 01-1
(100) (6 ) ( 00 ¢ o0 ( 00 ¢ 00 ¢ 0 ( 0 (0) (0) 12-
200 3.5 0 1 0 0 0 0 0.5 0.5
- 24-0 963 (100) (4 ) = (0o ¢ oo ¢ o ¢ 00 (0 ( 0 (o) (o0) - 27-1
(100) (3 ) (0o ¢ n o0 o0 0 ( 0 (1) (1) 88-1
200 3.5 0 0 0 0 0 0 0.0 0.0
1930 (100) (12 = (0 C 0o (o o ¢ 0o 0 (o) (0)y -— 83-
(100) (5 ) ( 0o ¢ 0 ( 0o ( o ¢ 0 0 (o) (0) 48
200 4.0 0 0 0 0 0 0 0.0 0.0
3850 (100) (3 ) = (0 ¢ 0o ( 0o ¢ o ¢ 0o ( o0 (o) (o) - 06-1
(100) (5 ) (o0 o0 (0 o0 ¢ 0 ( 0 (0) (0) 44-1
200 0.0 0 6 57 0 0 0 31.0 31.0
PC (100) (0 ) = ( 0 ( 4 (2 0 0 ( 0 (3 ) @G ) + 42-1
(100) (o0 ) ( 0 ¢ 2 31y ¢ oo ¢ 0 ( 0 @2 ) (@32) 11-1

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 (water for injection)

PC: Positive control (mitomycin C, 0.050u g/mL)
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Table 3-4 Chromosome aberration in cultured Chinese hamster cells treated with Azoic CC5
[Continuous treatment:48hr]
S9 Conc. Cells Polyploid Number of aberration
Time (h) Judge. TA TAG  Judge. Slide
mix (ug/mL) observed cells (%) g ctb cte csh cse other (%) %) No
200 0.5 0 0 0 0 0 0 0.0 0.0
NC (100) (0 ) = (o (o0 o (0 o0 o0 (0) (0) — 601
(100) (1) (o0 (0o 0o (0 o0 ¢ 0o (0) (0) 04-1
200 18.5 0 1 0 0 0 0 0.5 0.5
241 (100) (19 ) % (o 1 o o0 o0 o0 (1) (1) - 15-1
(100) (18 ) o o o o o0 ¢ o0 (o) (o) 51-1
200 27.0 1 0 0 0 0 0 0.0 0.5
481 (100) 32 ) + ( 00 ( 0O ¢ 00 ¢ 0 ¢ 0 ¢ 0 (0 ) (o) =2 76-1
(100) (22 ) ( D C o0 o0 ¢ o0 o0 ( 0o (0) (1) 05-1
200 30.5 0 0 0 0 0 0 0.0 0.0
—  48-0 963 (100) (35 ) + (o o (o (o0 ¢ 0 0 (0) (0) — 74
(100) (26 ) (oo (o o o0 o0 (o0 (o) (0) 85
200 21.0 0 1 0 0 0 0 0.5 0.5
1930 (100) (16 ) + (o o o (0 o0 0 (0) (0) = 91
(100) (26 ) (o (n o (o0 o (0 (1) (1) 72-1
200 30.5 1 1 0 0 0 0 0.5 1.0
3850 (100) (27 ) + ( o (o (oo o0 (o 0 (o) (0) -— 80-1
(100) (34 ) (D np o (o0 o0 0 (1) (2) 84-1
200 0.0 0 19 117 1 2 0 63.5 63.5
PC (100) (0 ) — ( 0 ( 9 (89 ( 1) ( 2 ( 0 (@6 ) (66 ) + 82-1
(100) (0 ) ( o (1w (88 (0 ( 0 ( 0 61 ) (61 ) 19-1

g: chromatid or chromosome gap, cth: 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 (water for injection)

PC: Positive control (mitomycin C, 0.050 yu g/mL)
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BT (R T ORI 9% itk B S ' ¢
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618 = (RESH 100 0 1 0 0 0 1 0 99 100 0 0
&) 200 1(0.5) 1(0.5) 0 (0.0 0 (0.0} 0(0.0) 2.0 0 (0.0} (100) 200 00.0 0 (0.0} 0 (0.0
100 0 0 0 0 0 85 100 4 4
6—18 - 0.481 100 3 0 0 1 0 85 100 2 2
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200 0 (0.0 2 (L0 0(0.0) 0 (0.0 0(0.0) 2(L.0) 00.0) (85) 200 12 (6.0) 0(0.0) 12 (6.0)
100 0 2 0 85 100 7 0 7
6—18 - 1.93 100 1 1 0 99 100 6 0 6
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100 1 0 1 2 1 99 100 11 0 11
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T 100 7 28 0 0 34 0 85 100 0 0 0
6—18 = (MMC) 100 5 32 1 (4} 35 0 85 100 0 0 0
200 12(6.0) 60 (30.0) 1(0.5) 0(0.0) 0 (0.0} 69 (34.5) 0(0.0) (85) 200 0 (0.0 0(0.0) 0.0
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6-18 + 0.0602 100 2 2 0 0 0 4 0 66 100 0 0
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