77 UNERDT v kW
I & 2 D3 AV SRR s

AR5 1 0704

CAS No. 79-10-7

201143 A 30 H

ok g B XK F MR W&
HARNA AT v A8 X —



(Study No. 0704)

1=

TIUINBDT Y s EAWEERAIZ XS PARERR

ABRER

TIZUNERZES Y M 104 BEESFREL. PAREEZBRRLUZ,

ABRIE

KRN, ERR9E 3 H 11 BHANT, ERE 144 5 HARERBRICEA2RAEOELE
KO OECD {bZ&ET A NHA RT1 > 451 (FEBHERER 1981 £ 5 A 12 AR oK
CTEmBL~Z.

GLP *Fii

BT, 63 F 9 A 1 BT, HBEERE 76 5 [RBRERENEM T REHE
(&fE7E GLP))  (—#ekE. AR 12 4 3 A 29 BT, H@EERE 13 5) L,
-OECD GLP (1997 4 11 H 26 BIFR) ITHEUTERL /-,

Btk

ARERE, Frk 18 42 4 A 28 BT, REAERE 88 5 [EREFMOABRRK OHRENM
CIEFROBERICET 2ELE) . FR18FE 6 A 1 A, EEHBHEREEERERE
HERM EASBEORE T2 EREEICBIT2EERSEDERICE T 5 EAES
EROSERR 18 4 11 A 27 B, BHANA AT vt ¥ —§liE TEYERICET
BiRgt) Z2ESFT 5. £ ARRIZAENA AT v AL Y —OHWEREZES
TERRBINE, ‘

ABRERE

BEGEE S BEER 2 ER LR YE T KR
HEETRHXENE 1-2-2






(Study No. 0704)

AILHK

H

8 B R R 1
T SRERADBE  ocvrvr oo e 3
I —1 ZEBRME DMERAE  ccev ettt 3
T —1—1 BHREE  cereecetee ettt 3

[ —1—2 KEERRUSSTFEE  crrrrrorrrrrrrrorerer ottt 3

I —1—3 B LEEOMEIRAE  crvveo et 3

[ —2 BB OMEFI T & RAS  ccoc et 3
I —3 BRI DEME « [B] M. ZEEME e 4
1 —3—1 q‘é“‘:tri = e - R R AR R R 4

T —8—90 S2TEME sttt 4

T —4 SREREM  covrvrvrerersr sttt ettt ittt 4
I SRBRJGTE  crvrorers et to sttt 5
I —1 BB crvreote et 5
M —1—1 FEEREE  cccvrvrrsreretetec ettt 5
M —1—2 HEBRME DHEEJFHE o ovor v e 5
T —1—38 $EEHIR  cocerrrrrreorer ettt 5
T —1—4 FEEJEEE  cocereeseentotat ittt ittt 5
H—1-5 BGRE, BOHIML R SR ORGERE 5
M—1—6 WERMEDRASTFHELPREETIEL oo 6
M —1—7 HEBRMEIREE DR  cocorororrerr oo, 6
II—2 BHMPGTR  ccvevr v ettt e 7
M—2—1 FBBEEDOMEFBIEL  ccocororrr oo 7
M —2—2 BEASIT R OMBRERRI JFE  covoeee oo oot 7
I - = R R R ERERE PR 7
(1) FRITEERES  cvorevrvrrsrtot et ettt 7
(2) FRIJEF sttt e )

(3) @(7k ............................................................. 8



(Study No. 0704)

M—3 5 MATEE ROUTH: oo 8
MI—3—1 EMWIOAETER—IRIREEDBIEZ oo, S
I —8—2 fKEEJGE  crvrrrrrrrrrrrororet ettt 9
I —3—38 fBREEJAGE ccvrrerrrrorrrror ot 9
I —3—4 MEKSEHGRRET  crrorrrrerrrrosrr s tae ettt 9
I —3—5 MIRAVSEHIRRAR  cvrorrrror s s 9
I —3—6 JRARET  crvrrrresrsreseseotn sttt 9
I —3—7 JRERZEHGRAER  cococrrrer ettt e 10
(1) AR covver et 10
(2) BEBREEER  rvcrvrtreretteteteteteetetetaeenei et 10
(3) JRFHALGRSAAORETET  cvocr ettt 10

I —4 BfERIR LGRS JEE  croror e e 10
M—4—1 EAEOROPRUNE FEITE  ccvrror oo 10
[T —4—2 JESFALBR  ocvvvrvresro ottt 11

I SREREREE o cocrrrrrrrrsror st ettt 12

1 Ty 2 R PR PR PRRERE: 12

M —2 —ARHRHE  ocvvo e ettt 12

ML —8 fASEE  rovrererrsrsro ettt ettt 12

MM —4 FEAEEE  cvocvrrrrs et sttt ettt 13

M—5 [LFGEEEGRRAT  covrrrrrr s s et s et ettt 13

M—6 MLFGAEAVZEHOREES  ccorvrrrrrr et st s ettt 13

M —7 JRERZE  cvovrrrrs ettt ettt 13

M —8 JREESEEURRAT  ocrror ottt et et 14
ML —8—1 G ovrree s e e st ettt 14
M —8—2 [EBEEREL  svvrvrvrrrrrrrotossnenenenetetotatatnceenenannns 14
M —8—3 JIRMHMEEHIRRAR  vror s ro st 14
ML —8—4 FE  srrerrrrrrrrsrstototatenenenetatetetatatatncenenennns 16

IV EEIRRURE L M) cvrrrrrrroreototnenenenenatatatatattttatatatatatn. 17

IV—1 EfESR, —HRBE. (KE. 4BAEE:  ccocovrvrrrror i 17

IV—2 JEEMSE R OMEERIERZE o cccr oo 17

IV—38 ZODMIMDEEE  coovece et 18

IV—4 EEMEE (NOAEL)  crorrrrrrrrrrrrereratacacaeneeaa.. 19



(Study No. 0704)

IV_5 ,fmjcl‘ﬁkk @tt$§/§_¢.‘r ................................................ 19
V %Eﬁ ................................................................ 21
VI jcrlﬁk ................................................................ 22

VI TR DI EDTE R CRBROEEMEISZ 82 T TRV O H L i
T OGRBR I T /RN D Tm T & et 25



(Study No. 0704)

2K

T 7 UNEEDIN AJFEMEE RS D BT F344/DuCrlCrljy 7 v b &2 W AIZ X 5 24F
Ml (104 #fH]) O A i L7,

AL B BRI R 5 3 B & X FREE 1 BEOD T 4 BEORER T A REERE S © 50 PL L L,
AFF 400 B2 W=, WiBREORGIX, 77 U ERE 1 H 6 FEf. 138 5 A, 104 A
., B ESRBETDI IR VITo7z, WERET, S & 0 GFIRED | 10, 40
SV 160 ppm & L7z, B, MAr e LT, —REOBILE, FELKOEHEOWNE, Mk
PR, MR A RORR A PR S s B R E M OV B R A 2 1T o 72,

T 7 UNEDRTBEOFER W OAEFRE N IRIEIZT 7 V VRO BT LR D>
Too REIZ, MERED 160 ppm BE THIMOIHE A A BTz, 160 ppm FEOFHKREIL, xR
BRI U CHENE 87%, MEIE 90% CTd o 7o, FEEFEITMERED 160 ppm 23 $ G- HIfH 4 i
K2R L, BEDORTPHECIE, MO 40 ppm BEIZZ < OB T, HED 10 ppm BE Tl 0

WIREZ R LT H -T2,

R ERAR AR AR A ORE R MR & B 7 7 U VERICBEE U 7 JEBE O R AEBINEEE O Hivieh»
ST, FMEGMERZA & U Cid, MERE L b mIPEICIR B OFEE, M R A, R B R AR
N ORI A R bRz D Ja - ERAVAENE ONC[E A g O MO FER bRz b A D38 AEBE N AT
O, ZOREOEREITNTNHEZ OBYNRETHY . 10 ppm FEZIZT 7 U LEE

DRBELEZ GNOEITH LN T,

T, ARBRICBI DT 27 VABOT v MIxtT 5 2 FRWAREICL D EHNERE

(NOAEL) 1%, &~ 8i x> RiRA 2 b & LT 10 ppm Th D & L7z,

utmi 912, F344/DuCrlCrlj 7 v b & HWT, 727 VLD 2 4E[] (104 HR) |

WA X DDA ERER AT o o k5 R LT Oft & 1572,
&tﬁfzﬁé: IS ORAEINIRD 6T T 7 VABO 7 v Mt 2 B AR 2o 72,



(Study No. 0704)

&1 T2 VABOBAFNERBIC I 2 EREREE (5 v~ 7
Peto | Cochran-
& 5 & £ (ppm) 0 10 40 160 | #iE i;ggnage
FE
TR A BN L 50 50 50 50
BT RiAR | ARMERE 5 6 5 6
Jiti AR S el b Rz i 3 1 1 4
B | JF M e i ek 6 1 1 2
P | R o5 A0 fr U e 5 3 3 7
i | TR JUR e 11 9 9 7
5 | BRI C—H e iR A 8 15 11 7
Elk= &) B i ek 8 5 5 7
FE R Fi o e A 37 43 45 * 42
LR R PR e 3 1 1 1
| P ik BARZERME 19 1953 4 5 5 1
P | FRR AR C—fa ¥ 5 1 2 3
i | REEE Rz JE 1 3 5 2
%
12 T UNMBONAREREBRICRB T 5 B EERE (T b )
Peto | Cochran-
# 5 & E (ppm) 0 10 40 160 | #iE ggitage
JE
FRATEN ) E 50 50 50 50
B | A6 A S - Rz i 3 1 0 1
PE | TERR Ji i 14 16 12 15
il | R C—Hb i 6 7 5 3
5| e FENEREERY —7 6 3 5 8
FLIR e IR 5 8 7 7
N ARG ERYE 19 1955 3 2 4 2
P
e
5
*:p=0.05 CTHE ¥ 1p=0.01 THE (Fisher #7F)

1:p=0.05 CTHEHM
l 1 p=0.05 THEWL

T 1:p=0.01 THEHEM
I l:p=0.01 THERD

(Peto, Cochran-Armitage 1 i)

(Cochran-Armitage &)




I AEAE

[ —1 #SWE OMRE

I —1—1 4%

£ M 727 UL (Acrylic acid)
CAS No.: 79-10-7

I —1—2 &L 7+8& k1)

i G2V

foké

,0
CH2=CH—-C
~OH

4y F B 72.06

[ —1—3 EbsrOMERE Uik 1)

P W EEORE

b AL 141C

A o4& JE : 3.97mmHg (25C)
54 #H :  1.0511 (20C,4°C)
W M K T UIHE
% & 0 SR CRETICERE

[ —2 YRwWEOHER e v &

fifia > &S TSG6490 (2007/12/13~2008/12/12)
ALH5510 (2008/12/15~2009/08/10)
KWMO0259 (2009/08/11~2009/12/09)

W& o ADEMEETZEMR)
T — N ARk
il B0 99.7~99.8% (FUEMIZE LW MAMHTET —%)

(Study No. 0704)



(Study No. 0704)

I —3 WERWE DKL - [A—ME, etk

I—3—1 5k - [t

BB DR ML, gy NIRRT N ERBEESHTE ((BR) B ST 8ERT
M-80B) #HWTHIE L, Fo, RO ANRY MV ZFRA R () SR ERT
FTIR-8200PC) ZHWTHIE L, EAENOCHIE & i35 Z L IC L VR LTz,

ZDOFEFR. PRME O~ A AT FVIEICEE Gk 2) LRI A A kN7 T 7 A
YhE—TEIRL, Flo, RIMRRAALS bV SCERE Gk 8) & A Uk B — 2 338
DHI, WBRWEILT 7 UNEETH D Z & EER LT,

5 OFER T APPENDIX 1- 1 (2R L7z,

I —3—2 ZEM

WA OREMIT. 7y b T L AR R OERAE TRICH A v~ N7 T A%
2rna< 757 (FYPLr T s aP—X 5890A) ZHWTHIEL., #NENDTF—
HEWRTHZ LK ViR LT,

ZORER, Ay M b EHBLART & R T H%ORIER RIS AT BT, P
DOWBRIE I L TETHD & et Lz,

Zh 5O F1T APPENDIX 1- 2 (2R L 72,

I —4 HEE#Y

it, BAF ¥ —L R -« UN—F) (BAREE L& — @ i &)IREART T iR 795)
® F344/DuCrlCrlj 7 > & (SPF) OHEREZ LM L7,

MERESS 227 VB4 4 Rl CTEAL, B, Bifba 4 1 MR L7c%, BEIEHR TR
RBIC R H 2RI BN b | ARTEEO T IREIZ O HERESS 200 DT (RERS RRF (A B i
DH, Mk : 114~134g, M : 91~104g) ZEHI L. RBRIZH V=,

72%. F344/DuCrlCrlj 7 v + (SPF) A#@RL72#HIT, BEMIZZEL TSI L,
WEICE L OBRAFHERBRICHAW =T — 2 03 % 0 AW X 2 IEERAEDRSZEN S
nNTnpZ licks,



(Study No. 0704)

0 iRB 5k

n—1 #5

OI—1—1 ®5RK

BRI R L ORKUER S & LT,

[

I—1-2 WBRWEORG ik

e

FE1T, REREN) 2 IS LTZWNT v X — RIS BREIRE ST LT e = 5t
KRB A, BT ETRET LI LITLVITo7,

0—1-3 H5HH

BWEMEX, 1 A6 MM, FHHIE L T1Mb5 AOHEET 104 MM & L, 3 487 Bl 2%
i1 o7,

I—1—4 H5RE

AR X, 10, 40 &Y 160 ppm (IRFEEL viv) @ 3 BEfE (AHL 4) ICRE LT, B,
STPRBEIZIER 22K L AR DB & Lz,

I—1—5 $HGREE, RGN OG- O e B H

Be GRR KL, BB & A, T D VEEBRBRIC IS T 2 B ~ D 17 BRI IR I
., 2 RRICLHIRKGERE L LT,

B G, AR X 20 RHE (k) (OUEk 4) &Y OECD {77
A NTA KT A2 451 CGeiatliy) Gk 5) (2fev, 240 (104 H[H) & L7z,
BEHIREIE 2 B AR GRERZE 5 0638) MO 13 MMHHER (BT S 0677) OfEH
(k6. 7) &b EITRE LT, 2 HRRERIT 38~600 ppm ((RfEv/v) (&K 2) @
BETITo72, TOHREE, 600 ppm BETHME 1 PEASEL L7z, 300 ppm LA FORECIIEM D
FELIEXH B2 D> 7278, 300 ppm BEDHMEDHAMAE ITBEED 90% K TH-7-, 13
WML 0. 10, 24, 60, 150, 200 ppm DEFETITo7-, ZTOFEHR, BEEL HILTIX
IR o T, HEO AT 200 ppm B TxHEED 90%, 150 ppm FETIA 94% TH
ol Fio, WS b MM SR OR B F B B DTz, L L, WD BPEDZE



(Study No. 0704)

{BIZE DR, BEICKRE REZA LN hoTe, ZTNHDZ Lnn, BAFRMEREBRO K&
PR 1E.200 ppm & 150 ppm BED HH T 150 ppm 24TV 160 ppm 23 %Y & & 2 7=, £7-.
fRIREERETIX 24 ppm #F F CHELEIZ ZPEOIR R DR ERERR PRI 3 - H LTz 28, 10
ppm BE CIXENED AL L NI2 o T2 E D, AR O RARR L 10 ppm 2
HMEERT, (- T, BARMRBROFRGIREIT, MHES S 160 ppm ZiEREE L,
LR, 40, 10ppm (&b 4) LRELT,

0—1—6 HERWE DR L FRERE

PR E D% A F1E1L FIGURE 1128 L7c, #RE e EE CERRZ®D i) o
RN O PR E 2 I B 2EIRAE THIEL L 72 23 & IS ZER DN T ) U 72 L AR5 &
Wi, ZOBBRMEOZRK 2 TER2ER RiE2ER) LIRA L, & bIIEERAEEM TR
FEICHAE, AL, —EREICL®, MEAEZHWT—EEREZRAT v — EHDZ
A IFY—Ifia L,

AT ¥ o NS—NOWBREEE I A7 a~ N5 7 CTERL FOREF— X%t &
ICRRERREIZ 72 D K9 IR E OWATF v 3 —~ DGR 2 LT,

0I—1—7 #ERWEIREOHIE

WMATF X SR—NOPEHRYERE L, A7) v VBN T A a~ N7 57 (KR
BERERT GC-14B) 12XV, BBRRMGRIN O BBER THEITI5 T LICHlE Lz,
BREERIERE R %A TABLE A (2R Lz, A& GREOWBRWBEIRE X, & OFEIE & R ERE
D7 ( CEMME—REIREE) /BEREX100) 25 2.0%AN, LR (FEERE LY
fllX100) 28 1.O%LANTH Y, BWKETT v U N—NIRENFHINL VD Z LR
i,



(Study No. 0704)

o—2 &

0—2—1 SHEOMEMEMEK

PG 3 HEM O IRE 1 BEOFE 4 B2 ik T, S AFMERES 50 ILDENM) 2 IV Tz,

. gk (EWE)
L e i
xR 50 JC (1001~1050) 50 & (2001~2050)
10 ppm Ff 50 Pt (1101~1150) 50t (2101~2150)
40 ppm & 50 Pt (1201~1250) 50t (2201~2250)
160 ppm #f 50 P (1301~1350) 50 JC (2301~2350)

MI—2—2 BT M OMEARGE B 5 15

B D BTEA~DOEN D 24 TE, —BREE M MR EOHER IR E 2380 R 128 2K
BEOBREWIEEL D AFEC 1 ILTFOHI0 YT, KED DI OB OKREDOAF 2 g L
TOASWVHELVIBICEEOEVEYZE D Y TLHZ LIZLY, HHOEKEDRY 2/ &<
T ORI TiE GEIERRIGE) 12KV Em L Ok 8) .

B OMEARTR . B I L OB CIRR ISt~ — 7 — I X 2 B33, &5
MCIIE AN FICLVITo e, o, F—VIMEREINE S 2 LI 7~ v 2 LT,

REB. BIEIANY T XIBNOMNL L2 (512 %) IZINA L, EOFICHRERE S, Biyfd
RO @& 2 2R U, kB O FEE) & XRI L7z,

I—2—3 fidHE5ME

(1) FHEBREE

PEMIM I3 E=E (517 - 518 =) T, BIMEWIM L OG-8 L, MARERE (512
%) OWMAT v U= NTEWZEHE LT,

FfE s  MNRBRE R O AT ¥ N —HNOREESRME RO L — Y2 L PR LT,
BefgsE, WARBREOIRE, WEITERE CPOEEEERS) 2< >WIZ, £720 kA
F v LR —PNBREE O ERS i3 APPENDIX 2 (TR L7, BEsE, W AGRERE MO AF ¥
YR—NOBREIIT B ORERIBICEELY 5 2 5 X 0 K& BRB(LITRD b o T,

mE D BEE; 23+22C  <H17 % ; 22.8+0.1C, 518 = ; 22.94+0.0C>
G AGRBRER ; 22+2°C <512 ; 22.3+0.4C>
WAF v R — ; 23+2C
BE= ; 55+15% <517 = ; 51+1%, 518 = ; 52+0%>
W AF ¥ A —H ; 5020%

A

N



(Study No. 0704)

B A 7L 0 12 BERE AT (8:00~20:00), 12 KR AT (20:00~8:00)
I L ORREE ; 15~17 [

W NGRER= 5 7~9 [A] /1

WATF ¥ 3= 5 12+1 [0 K

A ya| o AT ¥ 3 —H ; 0~—15X10Pa
= D ENM DINE T 1 D MR B (B D) | Bk - #5HARYT ; HAR

= OME - TBIR - SHEE

B f ; A7 v L AR 7 — 2 (340(W) X 294(D) X 176(H) mm/5 J/t)
LR ; 27 v L 2Bl 6 g — (125(W) X 216(D) X 176(H) mm/[t)
BeHHIM A7 L AR5 g — (150(W) X 216(D) X 176(H) mm/Jt)

(2) faskh

fARHT, SFEEHEAZ®L T, 4V o VB T2ED) (THETY . THERTERER
BT 8-2) @ CRF-1 [EFIETEL (30kGy- v MESIREE L) % BT EEHGET#RC KV Bl
BE ST, 72720, EHEARTE O )50 6 3SR A R E o T,

2B, WBRICH LB OS8R I O\ T A ) = v ZOVEERE T 2GR 0 D B AT
T—HEMHAr Y NTEICAFL, RE Lz, SEHHR OIMEW IOV TIXEH) B AR ST
o H— (AR K2 KRBT 52-1) K 2—8a 7 4 VAP A =T 07 4w 74k (K
TSR T 4-16-21) OO —F2 #iHe v F T EICAF L, HBEHEFEICEE L
TR RA L CTRE ORI 2R L, R L.

(3) oK

oKL, IR AE LT, ik (WRINEREHAKERHG) 2712 —AE LT
%, SRR L, AEGACEREICL Y ABRERS T,

ks, BoKE, REBRhERE & LT L TWAEMY T AT L AUk E )RS
e v B —REIEET (M M%%%$KA7%5);WELT KiEEE BB LTH
E LB IZOW TN U AR 2 SRR BB E LR L RS L CTRE RN
LEMER L, RE LT,

0—3 #% - R&EHEBLKOGE

0—3—1 #WDOAEEKRD—IIREDBIER

B O R OBIEOMERZ M H 18], £72, —MIREEOZFEMARBIZITE 1 [ T- 7=,



(Study No. 0704)

0—3—2 FHEHE

REAIE X, $eGBRMA 14 BFITE 1B, 2 LAREIE 4 812 118 (104812 HRE) 1
ST, o, WO E LR, U8 FER R K OVE AR5 =) O W HHREIZ § (K (Tﬂxﬁjﬁ?ﬂﬂs
#H) ZHE LR,

0—3—3 {EfHENIE

BT, BG5BT 14 T 1 E, LT 43812 18] (104 B HHIE) FAEE
BNOEEEZHEL, 205 181 B4~ oBfEEL B H L,

0—3—4 MmiEFAIBmE

TE WM (S AEAF L QO T2 BRI AT RE 2R B D\ C IR EL RIS = — 7 L FRI T CHE K @h
kLY EDTA-2 47U 7 AN FRIMEICERIN L2 g2 FHVWTC, FREOEBIZ YW THRES
1T-7, WA JSEIZ APPENDIX 3 (23 LT,

MAEE @ RIOEREL, ~E7 v BE, ~~ s7 Uy ME, FERMLEREEMCV),

R MERA~E 7 1 B &EMCH), EHRMEk~E 7 m v R EMCHC),
M/, M RIMEREE, AmEkE, B ek

0 —3—5 MmMiEAEIFAIRA

TE BRI AAE L CO BRI ATRE 2R BN C S\ C LB ELAT IS = — 7 VIR T CHE K E)
ARE D~ U F 7 A0 M ICER I U 72 MK 2 0008 L, S Dz gz v C,
TROBEBIZOWTHRELIT-> 7, HAF1EIZ APPENDIX 3 (273 L7z,

MAHHE  RER, 7L 7 Iy, AIG th, REUVAEY, ZJha—R RalL AT Ha—

N, RUZUEeZ4 KR, UUIEE. AST, ALT, LDH, ALP., y-GTP. CK,
JRBEFH, 77 F=v, FTRIUA ABIVUL Zu— I UL K
i INE

0I—-3—-6 RFa#

#5100 HOMARE CAEF LB O, TR EZER L, KRB (w7 10 AT
AT A VAV RANVAT T AT T ) AT 4 7 A%E) ZHWT, FrROEHIZOW
THREZIT->7,

BMAEHEE : pH, EH, Zva—Ax  FhoAR, U vE Y i, yeel ) —rr



(Study No. 0704)

I—3—7 JREFHRA

(1)
OV TRIRANCBIZ 21T > 7,

(2) ks HE

TEWIMRETIRE £ TAAF LZEIC OV T, FRUR Lo o E & (BasREaE) 20E
L7, Fiz, HIESROMEEOWRHIFAEREICH T2 H0R (MaER&REL) 2R L,
e « RIS, RSB INBE. O, MW, CERNRR. AR FTAE

(3) BRSO A

BN ONTTRLISR LIcgE | M2t U, 10% 0 1E D S iig@ids L~ U Uil T
BER., /X774 el ), ~~ hF U s o DU E L BRI TN B AR
FHITHRAE LT,

MATE - MR BE. MIE RUREA, MERER, KUE. M. ERE ORBRE) . U ooNET (R
. MEEESE) | MR, PRAE. DR, . MR, faE, B MG (BB e ) o K.
AP, W, ERNE. BEME. FEEMAS. RURIR. LRUMAE. BIT. R REE LR HEE. A
B ORER. 7R BE. FLER. AL RRE. ORAHEREE (ERRER) | OIRER. ~N—S L A
B CRBEE) « WIRFICZED A DL T-an B K& O

¥, RPEEZOWTITEIR O (L~v 1) | SIEFLEE (L-ULb2) | ZB—F O/
(L~L3) @3 7T CLHER9) TEIV L (Bl | B& LT,

@=%

I —4 Bt et itk

O—4—1 FEMEOEY & EKR

BEIET — Z TR EHR OREICA Y TRR LT

WMANTF v o = NOBERE T ppm ZHALE LT, /IMGRLLTE 3 ALETHIEL,
AINEORLAT S 2 M2 PUFE A L CO/MNEUR LS 1 L TR FR LTS,

HRHET g ZHBLE L, BEIEO 1 OALETHEL, £RLI,

BT g ZHALE L, FAfEE MOV E 2/ NEUR AT 1AL E THIE L. Aafil B>
SIRATEE AR C CHEEE L L, ZOEZIEHRO BETHRL, 1 B H720) O HEE
wmrRH U, MR LLTE 22 AL TN TS 1L E Tafon LT,

s R Em L g RN E L, AINBRLITE 3 E THIE L., Fn Lz, lBdrEEARELL
(g E R R HEHAE TR L, =t FEALT/MNURLITH 4 M2 UEETA L,
INEURLUT S AL E Ta IR LT,

_10_



(Study No. 0704)

MEFRRRA ., MiEE(L PR L APPENDIX 8 107 L7 BT E M L v BaR LT,
2B AT — & OINIE M OREAE R 21T FE0IS R LM e [RERIC 2 5 X 9 U LA
PITWERR L,

II—4—2 #etaLe

BREOA I EOL, HEREY L 0 FEE OB T S B A R C Bt & LT,

I AR AR AR AL L B 2 & IR A N B A RO T lBER 2R O R A KL ONIE T
Ffi T E B A (E) e L,

(REE, BAFE, MR FAA, IR TFRORRA N OWss EEONIEMEIL, *HREZ B
BEL LT, £7 Bartlett EIC LV ESHWD PHIRE ATV, £ ORERBFESBOLGEITIT
—JLRLE AT 21TV, BERICA B DO b7 %5 1% Dunnett O HERIZ L 0
PIHEDOREZAT T2 £72. WBO%E L WA ITIIAREA 8 L CRIEME 2 Iaf kL T,
Kruskal-Wallis ONEAIRE 21TV, BERICA BEZNRD b2 551213 Dunnett D% &
2T o T2,

BRI A D 5 HIFEB IR IS OWTIL ATRO A LR > 8% 7 L — R
0. FTRDOHALNT-EWIL, £ OFT RORRE RO E2BECL T L— R 1~4 (257
J. x2BREEIT -T2, Flo, IRREICOW T HRIREE & KGR & O x 2 REEIT -T2,

TG PEIRZE I DT, SR OIEE; = &2, & 2 & ORIEREIRZEEIZ OV T, Peto
MiE (OCHk 10) . Cochran-Armitage €. Fisher €% 1T >7-, F£7-. Peto HEI3/EE
MR FmARC A B Shicary 7y 7 2GR EHWT, SECRE (2T v 7 R 8, 4 %
M5 SUEEBICOWTORE) . AWRE (207 v 2720, 1, 2 2fH5 SR
DWTORE) | FEERKEFFAREE (2T v 7 R 0~4 ORGHTHIE) 21772,

BIREX 5% DHBAAET, Peto ME. Fisher MEIZHMIRE. OO E T H{HIR
EXEITO, MEBREZFRRTHHEITIE 5% L N 1%DOF EKEORREIT- 72,

H o Peto MEICHWD 2T w7 R

W BN T2 o T

DBEC S BRSEENIC 0D o T B T, EERSEIRNC BALR L 2w IE S

: %0 12 L B M, M TRV EE

D %oy 4TS LTS D fED TV

D FETWSEENMZ H0 0 o TS T EHSERIZAR D o TV B

AW N Rk O
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M Bk

M—1 AR

SR ILZ TABLE B 1, 2 XU FIGURE 2, 3 127" L7,

imi
&5%@%@%:%%%“ %@iﬁ%hﬁ@oto
BHED 104 BRI 2 AEGE S (EFR) X, AL : 38 (76%) . 10 ppm #F :

36@<m%)\Mpmﬁiw1@<&%)\wommﬁh42@<M%)f%oto
&5%@%@%’%%%“ DI DR Do T2,

HRED 104 WICE 1T D EFE S (EAFE) (X, AHHEE : 378 (74%) . 10 ppm B :
zw@(%%)\mpmﬁiﬂSE(%%)\MMmmﬁm@@(%%)T%oko

T R A oY
m—2 RN

—RRIRBE DB ZEAE R A TABLE C 1, 2 IZ/R LT,
— P I —
R E OB L o DT RIZA BN o Tz,

m—3 f{K&E

REDOHER % TABLE D 1~4 X O FIGURE 4, 5 [Z/R L7,

iz&i

160 ppm HETH G-I 4 18 U CRERIMCIHIN 22 b7,

BASEHIIE (104 ) OFFLGREOMKRE L, XFRREEICKR LT 10 ppm £f : 98%. 40 ppm
B2 98%. 160 ppm A : 87% Th 7=,

160 ppm A T 5-HM 218 U CHREBINMEIA 2 Sz,

BASEHITE (104 ) OFFEGREOREX, B LT 10 ppm #f : 104%, 40 ppm
B 100%. 160 ppm £ : 90% TH - 7=,
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M—4 =&

Eff &% TABLE E 1~4 X' FIGURE 6, 7 lZ/R L7,
iz&i

160 ppm #E DAL & (TH G-I 208 U TIRfE THERS L 72, 40 ppm BETIE, &GO
PCEEAE R L, 10 ppm BE TR 5 OWHIARMEOE 23 B - 7=,

160 ppm BEDOFELF BT H GAHIH D 1 HH S 22 B Tlidig: L T, ZD% b A E Tlidhwn
W b & > 7o DMEAE THERS L 72, 40 ppm FEOEBEEEIIER G- ORPEIAREZ R TIHA L < A5
iz,

M—5 MmiEFHRmE

MR FHIRAORE R A TABLE F 1, 2 (2R L7z,
_72%_
MCV & MCH DOf&fiE7 160 ppm BETH ST,
H I ER 7338 CUFREER L D mE DY 160 ppm BETHA BTz,

M—6 mikA b5 rkRd

MR PRI A OFE SR % TABLE G 1, 2 IZR L7,
o

AIG LLoEfE, aLATa—L NI ZUEIA4 K UUIEE, 7 LT F=r Ol
7% 160 ppm #TH LT,

Z DA, 10 ppm B THRE A ORMHEN R 5723, EREIZHIG LI2Z{bTIE R o7,

A/G L EJRFREFZ OEED 160 ppm FETH LT,

Zoft, 100ppm FETHRY 7 VT4 K&V VIREDOEMEMN I HILTZH, BRIk
L= b TlidZe oz,

Mm—7 Rk
RBAEORE R4 TABLEH 1, 2 IZ7” L7,
_72&_

BB E OD 23 160 ppm BETH BT,
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ilﬁﬁi
7 ARSI OEE A 40 ppm LA EDOEETH BT,

M—8 JRHEEAIRA

Mm—8—1 itk

HIMAT R %Z TABLET 1~6 (2R L7z,

— MR —

PERE D5 L b T ROBINTIRD bivieino Tz,

M—8—2 MEseEE

TE MM S E U g o FEE B LR E LA TABLEJ 1,2 & TABLEK 1, 2123 L7z,
_7'13&_

BT RUCADE 2 DB SV oy (WY X A Y g WAy

ks, DM, A, B, P, RFIRO ZEE O & O, B, MOKELOFEIES 160
ppm LA BT, 25 OZEIE 160 ppm BEOFRHEFAREDEEIC LD b D EE 2 1=,

R E OB L b BT AH N7,

728, MiOEELOMAESS 10 ppm #ETHA LN, T GIRE & ORISR NEEEOHE
REER A LT, TIEFEERITRVL D EE X, £, BB, O, Wb, B, T,
JM@%Ewwﬁﬁ@1mpmnﬁ_&Emkﬁx_m%®£Mi1mpmnﬁ@%m%%5@
KEZED2bDEE T,

—8—3 JRELMM M

FRAFERD 5 HIFEENERZA % TABLE L 1~6 (2R Lz, JEBERA O IT, R
Bkt b iEE % TABLE M 1, 2 (2, JEREOFSER| 0% £%% TABLE N 1, 2 12, #aHi
B (Peto #2i€. Cochran-Armitage #&. Fisher i) OfE%% TABLE O 1, 2 (2. #5f
ﬁﬁE%TM%EPLz_mLtOit\rﬁﬁﬁﬁﬁ@ﬁ%m%5§1~4_mbto
_ 72& _

1) SRR

BEBRIE D ZR X DI ORI A bR o7,

JHFMER D JHF i A i e & TR Bais & 5 o B 7o 38 4203 40 ppm BL T OREISHEFHIIICA B 72l
LTz,

723, KR OMAMIEDFE DS 40 ppm BETHETANCA E RN AZ R Loy, BEIRES
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®thts LT b Tlid e o7,

2) FEEHEIRE
<G>

WEOR B2, MR B2 e ORISR ZE OGNS BIE2 STz,

NEIR ERZICIE, P B R ARAE O A PEE D BEIN Y 160 ppm BETERO v, HAEDOFEE
FEA OB TRE Th 72, MR EREO R ERARAIR, PR B DSRFE ER I E &
ZONEEATHY, BORIFIZEN LYV 1 OBRAOH, EEANO LEE T
FRIZFB Havlo, MR ERICIE, R DFE & BlFIAEE DR A VLE D EEINAS 40 ppm VL EO#E
TRO LIV, MW ERAA &R B R AL OIS AEDTEL OB 160 ppm #ETHRO H ALz,
INHDHREDOREITNTNORE TH o7, £/, B ERZOT AV U E L OREE DY
8728 160 ppm BETRO BTz, T4 Y AL AR & /- 13 EE & R L7238 E DS
XHREECIZ 6 IETH 2 DITKF L, 160 ppm HETIL 30 IETh o7z, M R OFEEIL, Bk
DOEDOWNT L VIR EFDOLIMEL 2o 72 THY . L-UL 2 F201F LU0 3 O
RO BT, B ERZOESIAE I OESINEINLLENLTHY . Loy 3 O
B HA OB ERZIZFRD BTz, B B MR ER AT R SRR ERICE X i o 1A
ETHY, Lor 2, LoyL 3 OFMNZERD Hivlz, B RO LA ITIR AR
FRICEE#Z G TH D, KRR CHLNTRY ERAEAEE, AlbfE ORI D
AR KR I 2 £ > 7o A piiiia & W AR S 2 BRICE E#A R b T, B ERZ D
FEERABEIT L~V 2 OFMANIERD bivlz, =AY AFEZEAVIIRER b Rz OMR | f2 O
RV NIZ =4 ¥ RIS Gt S DT E S PR L 72 B L TH B FBATLIZ DV Tkt
FREE L GRS AT A N o Te, EABOIRTIE, MR bR bA DFEAEPCE DO EE NN
160 ppm FETREO b, WEDREITIWTNHEE ThH -7, WO ERAbAEIR, BEf

JEIAFAET DR ERICE &S H2Z(ETHY . LuL 1 OFM[, L-yL 2 o
B =L oD B iR 72 IXRARICER D BT,

Z M, BIROEMEEIE DR DS 160 ppm FETHRES L7z,
7235, 10 ppm FEOFTE OB OFAD K IRRE & ORICHETFANCAH B R EE 7R LT2DS,
BEREEIE LB LTI o T,

1) FEGVERA
BB E D 88T K D NG DI AEIEINT A e o7z,
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2) FEMEIGIEPIA
<G>

RED% bRz MR 1R K ORISR OS2l a2 S iz,

R ERZIZIE, P B ABAE DR AL DO HENN S 160 ppm #ETRRD HAL, WA DOFEE X
WTNHBE CTh o7, B ERICIE, B OZENE & BLYIAREE DR A TCH O NAS 40 ppm LA
LoOBETRD B, MR ERAVAE & LA D FEAETTE O HEINAY 160 ppm #ETHED 5
N, ZRHOREDERETWTRORE CTh o, 72, oA VU IHEELORLE O
75 160 ppm FECTRD NIz, =AY AP EE 2R U728 AEPLEU I IREE Tl 8 L
THHDOITH L, 160 ppm BETIL 26 [ETH - 72, EAEOMR TIX, FEL R bA D3¢t
BO¥EINA 160 ppm FETRD HiL, IWEDORE TV T HBRETH T,

Z O, EIEE ORIEN 160 ppm FETHA L7,
Mm—8—4 X
JHBR RS AT FE L BSEDJRIK A TABLE Q 1, 2 1Z7R L7z,

— Ml —
B ERETRFE DIRE & 2 WIS X D 3EC O A S g7z,
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IV BEROELD

T IUNROT v b &AW 2 FMO2E 725 2 L DWW ARER (R5IRE 0 GFIER) | 10,
40 KOV 160 ppm) EATo7223, 77 UVERIZ X D IEEERZ ORAITZRD HivZen-oT-,

V-1 ZAfrR, iR, (KRR, SiE

PR O ROIRFEIZ T 7 U VR D BFEIC K D B A Lo T,

{REL, MERED 160 ppm #E THIAINOINHIA A v 7o HED AR EIL, KFIREEIZ % L C 10 ppm
B 0 98%. 40 ppm Bf : 98%. 160 ppm Ff : 87% Th o7z, MEDEMAREIL, SHHRBEHIK LT
10 ppm £ : 104%. 40 ppm & : 100%. 160 ppm &f : 90% TdH > 7=,

FALRL, MERED 160 ppm FECR W Tldi G-I 2@ L TR THER L7z, H&EG-ORIH-TIX
HERED 40 ppm BENEAEZ R L, #ED 10 ppm B CTHHEGOHENAKEO A L AR H - T,
MERED 160 ppm (274 LAV REHINOMENIL, BEFEOEMEIZE Y Bl E 2 b,

IV—2  JEEEER 28 K OIS B 28

ML & T 7 U NVER O FFEIZ K2 MR OFE ARG M OV BER 22 O3 AN O H v /e
Mol

IARC (it 11) 1%, DAERBR O @& GIRE % | SEERBROME RN D H HREDHE
PERBENIE X 5 2 & HEE S i, JEERAEOR RUSNCEM O FHM O R S 2 FfF 7, x|
BEL HE LT 10%2L EOREMOIH 2 5] & 2 3 mtEkEas B S R0 2 L HEE
NHIEE L ER Uiz, KEENIAAIIZEET (NCI) /NEMREN AR A K Z 4 Tl (3
ik 12) . NV A B 2 93 AR RRER D e i B GRS I, el BERE & BEf LT 10% 2L T (R E#T
filZ 5| i ZRE T, DORBAMIZERT 20N, BERYIRE, FERFRIREIC X
HITCRD ERAEZGEEI S0 EHEE SN D iR, AN | K& (Maximum Tolerated
Dose (MTD)) #Zimf&GREL LCTHWD EER Lz, 7o, REEMOMKNIZET 285
IR b O THY | FHRE L THIE LIZGE THRARMERERZ 023 5 & 0 Tidan
EbunbhTnwg (Ot 13),

AP AFHERBR OB GIREIL, II-1-5 1R L& 91, 2 EEWARE: GUBRE 5 0638)
J O 13 IR AGER GRERE 5 0677) DR CCER 6, 7) 26 LITIRE L7z, 2 MHRERT
%, 600 ppm FETHED 1 HIMIELE L7=25, 300 ppm LA FORETIIE T IZA LN~ 7=, 13
HRHIEABRIT 10~200 ppm DRESE TITo 72, TORER, FHEE LEWOLTIIA LN T,
200 ppm FETIE, B AHOMRA CTHERED BRI L A biv, E 7o, HESRE oM

(RFRERED 90%) H3F8D H 7z, 150 ppm B Tl SlEOREIRZIMRE T LR A LT
W, MEREE BIREIEIIAONRN ST, TROORER LY . BAEMRBROREIEE T,
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LY 160 ppm & L7,

A FEMERBRIC B W T, IeEiRERED 160 ppm B TORED F AR T T HEIED 87%.,
HEER 90% TH D | ﬁﬂ®fﬁﬁﬁ%%ﬁkﬂ%%htoit MERE & b AEAFRICREEIZL D
R TFIEA BN o7, o T, FxrmiBfE % 160 ppm & L 7=AH AJFEMEFRER D % 512 D% E
%, LFLoo MTD (2BE7 2 FUEZ2 1 TIF7- L, U CTH D &MWLz,

IV—3 FDOfhoiss

MR ) e MR AL SRR A TR 160 ppm BE TV DO IH B IZZE LD A B L, JRIFE T
I ZHED 160 ppm BE. MDD 40 ppm LA E DR AL A BTz,

MR T, 160 ppm BEOMEZ MCV & MC HOEMEA T S, M A ImER/HE T
HFEEERIE DO RN A BTz, MIRALFHIRAE TIX, 160 ppm BEOMEMEIZ A/GHLOmEE, 1
i v ATu— MU ZURTA R UURE, 2 VT F = ORERSR D, R

TI3HED 160 ppm FE IR AL DR #MED 40 ppm LLEDEEZ 7 b ARBGIES D HEINAH3 2
Sz, L, ZRIMERECSE O MRFEHIREOMOIEH . K OREEFNRE ClZ 2 b 02k
R 5 & E\E'zbzh%ﬂﬁﬂ: RO LR T,

FIRRCIRER EREITILT 7 VAV OB L Bbh 2B 3A b nznolz,

ﬁﬁﬁ%%%ﬁﬁfi%ﬁ@%ﬂ T 7 VNBEDREN IV, B ERICERN, R AL
LR ERARA R OEHIANEE | R b BT - BB AR AR ONE & A kg DRI PR R AR A D
FEAEPCEN BN LT, MR E R O & BlH AT IR & & 40 ppm VLB, Z OO BEDRE
WZOWTIEN TS 160 ppm BECTRAETEOHEMARD bz, ZO L 92, B ERICITEE

BT E UTEMBRED biL, BFEICEo 728 b LT ERbASCRLSI AR, Rk
FACED GBSO biviz, M ERABAESCESIREIXEE Y TR ERZoBEEBE L TAHALRD
ZEBWEINTND Uk 14, 156), F7o, R ERORY- ERACAEITEF TS 2EE SR
PERIEIZPE - TRRO DD (L TH D (CSCHk 15), BRI Z - TR ERALEDM L E O A
BB G~ HERTDRIEEMRAE L L TAHALND Z En3H D (L 16) . AR TH
BT ERACAE TITRER AR 2RI B © 23/ e J 8L A5 5% 0 2B O BE NS O B g MR 28

BT D GITRRD H LT, F?iﬁﬁ%@@f%%%ﬁ%ﬂﬁﬁotoﬁi&@iﬁ//
HPEZAIT M L & U CEln T » N TORAERMBHRE N TS Gk 17), 48l kFHE
FEoEN) & el LT, 160 ppm #f TR _EZ O 42 U AFHEZEAL OFEFE TR RO b= 2 &
X, B L T 7 D VR RBENER L b D L EZBND, B ER O 4V U X
Zoxa, R VATV T I VEORMED H HLFEWE OWAGRBEIZ L > TRAETHZ LN
ﬁiénfwéﬁ ZOFMENERIFBIEO L AR THSD (UL 18,19), ML ERZIZIZE

NRE SOVl X (s LT/@J?L&H:EW WO BTz, Y EEARAIFEFEICR T D IEERORIEIC
#of DD HND LG STV D (G 16) . A EIDRERD O ITFER ERAEE 2 m 92 ki
BOLNIRMoT=N, B X —CEE LT 7 VgD 2 HERER (Lt 6) Tik 150 ppm
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FELZ IR B DERFEZRD DTz, 16> T ARBROMERIIFR LA R EFEEZ T, 12
PR L L“Cflkﬁﬁfiﬁﬂm)%vjx BObLNTEbDEEROND, ZORMEREL L TRLNTI
W LR DR ERAEAIC b B Bl SRR S 5 FUG DY INSE O EEFEMER AL & 7~k 4 %
JEfRIFFED BT, EBH:&EH%O)H@%%%E%J% bR do T, BEATERNICEET DM (G,
WRHR)  DRER b B AV TR R T 250G & L TH B LHI1E0, INERIZ K - THRAEREMT 5
ZEBHEShTWD Uk 16), ARl BROFR ERAEAAY 160 ppm ¥ TR O Z
RLTZZ e, 77 UVRRERTC KL 5 EH BN A TN L OHRN DT LB XD
b,

UED XS, 77 VAEED 2 FHOWARTEIZ K - TRPEOML Rz & ERICEEH D
BALMEZ D Z EPR IR, ZOREITRETHY | H@“«@%’rﬁ%m&)%h@bwto
AR OB E LTS o ¥ —CEE L7 13 BIERE GGk 7) TI%, MikED sEon -
FeoMEl Rk B BN E—SUSBRE o TR bz, T72b5H, 13 BRI
24 ppm L EOFETHL FR OFEHEDY, 60 ppm LA EORE TR O ER{EAEDY, 150 ppm
PLEORECHR B O ERALAEDRFRD HAV7Z25, 10 ppm BESIZT 7 VLD ELEZE X 5
NOZEITREO iR hoTe, AEO 2FEMORERTEH | 13 BHEER & ZIZFEROAMREOED
BVEIZER B AL, R E R OZEREIL 40 ppm DL EORET, MK Bz LR B O ERAEAE 160
ppm BETERD AL, 77 U AEROEELE 2 552801 10 ppm BEZIZA LN -T2, B
ST, 13 B CA LN RIEOHREIL, 77 VViga EWIRZ#ZE L CHER LRV 2 LA
A=V Wit

IV—4 fE5EME (NOAEL)

LLED K5 AN AJFHERER Tl SRR EMOIH A DAL, £z, MR HIREA,
MR AL TR SRR B IR T 7 U VBB O L b D B LD A b Tz,
ZOHF T, I bRRE L TRO O 2728 iE, JWBAERR PRI A T 6%71%5
W R DZEHE EECSIAFETH Y | MEEE D 40 ppm UL EORETERD Hi7z, 10 ppm £EIC
7 UNFEOFELZZ b HETA LN oT,
PLEDOFRERNG, KRBRICB T 27 7 VRO T v MIXT 5 2 FRWRAZEIC L 5 EEE
& (NOAEL) (%, SO LRz OFE & Bl A4 = RaRA b & LCHEES $ 10 ppm T
o5 LMW LT,

IV—>5 STk & o kg sE

© BABE T 7 UMD T v a W X2 78 AR E 72 1T RWIEER IR 95
HkIE7ZR o7z, 72, TARC TIET 7 U VBERDOBAJRIEIZOWT, &5, BIERE b
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W27 — 203700 =7 3 (B MIHT2RB AN OW TN TE 2VWIE)
(ZHB LTS (3T 20),

BRI . 77 VRO RIFHIZ OV TIL, Ames RERIZEBEHT DRRMEOREN 1 #@ L
mouse lymphoma L5178 TK+/-7 & A 1ZBIT 5 G DO#HE D3 2 #d> %, Cameron & (3T
ik 21) 1%, Ames 5% & Mouse Lymphoma L5178 TK+/-7 v &A1 ® 2 #HA2HE L TEY |
Ames R TIE, * X I F 7 A TA98, TA100, TA1535 K N TA1537 @ 4 FikkE FIW T,
RETEE L E W2 WSS 7> b S9 ORETEMHE(LE W2 5HE KON L2 Z—89 DR
HEHELE W e G & ERZ L2 3 RFNTHBR A FEM L, WTIOLE bREMEDRER
& L7-, £7-. Mouse Lymphoma L5178 TK+/-7 v &4 Tid. 7 v b S9 ORHEME
bz e a ERETEE L Z VR WSS TRBRZ FE L T D . WTnoga b5k
OFERZHE LTz, X512, Moore 5 (3CHk 22) 1%, Mouse Lymphoma L5178 TK+/-7
v A BREHTEHE L E AW WIEE TORERM L, BIn 2R RERITRMET, Bk
BB RAE DN BETH D 2 & A HE LT 5, . Cameron HD 7 7 U LERIZEI L T
Mouse Lymphoma L5178 TK+/-7 vt A OFERICZIL, a2 0=—DOKE SOT —Z NEH
72, ZOFLTIET 7 U VDGR RGH MDD BAR IR ERIZ L D5 b D0y, Jefalk
DORERFIZL Db ONEHW§ 2 Z LIxTERhoT,
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V
F344/DuCrlCrlj 7 v &2 HWT, 727 ULEED 2 40 (104 H[E]) (2O WAIC K D0 A

JFEMERBR 21T o 7oA 3, DU T OfEim 21572,
MERE & & IS ORARINIRD S5NT, 727 VAEEO T v M 208 AT R0 7=,
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