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2-RUTFNT URTH ) DF ¥ A= — R NDLAZ— BRI (CHL/IU #iia) %
V2t kB RBRE ERL ., B0 R 2R,

S9 mix FEFIE T B LOFELE T CAERFHALBE (6 FefELBE% 18 RFF DEIFERRH) L
75, BLO 24 FEEHEAAER (S9 mix FEFET) LEB/EOWTICE N TH, &
WA IME T L. 50% &2 2 FEMHIERZ R U, FLBEMFICBITSD 50%
DOYEFEMEIREIL, S9 mix FEFE TRBLOFE T OERFF A TITENEh 0.040
mg/mL 33X T 0.060 mg/mL, 24 FERTEHEALIE TIX 0.034 mg/mL LHEES NI,

INHDFERIZEE-TE, S9 mix FEFFIE TR IUEAE T OB LB LS 1T 50% D
FHANHIIR EE DA 1.5 fE DR EL B ALBRE L L, /A 1.5 T 5 BFEDRERE (S9 mix
JEFEAE T :0.012, 0.018, 0.027, 0.040, 0.060 mg/mL, S9 mix TF7E F:0.018, 0.027,
0.040, 0.060, 0.090 mg/mL) ZFREL., Yk R ERBRELERLT-,

MR FER DR ERB L ORI R OO RE £IC, RRESTEZITIRER
(S9 mix FEFFTE FBILOFFETE F &bz 0.027, 0.040, 0.060 mg/mL) ZIREL., Yeafksy
Wi Ui, TOREER, S9 mix FEFFE T CERMOLELZE A IR EROBER
BEA T A S OSBRI O N R A R EITRDONRh 0T, —F, 59
mix 7F{E F CERHRABE LB AT, BEKEL URERELH 3 oM 380
L. BRERTIX 15.5%EHLCE WV HBLRE R BHEOR R EFLNTZ, Eiz, &
EHERIIZ DWW TR, BN LT Z2<EEsh, FREBHSIORBERT
IS L 7= /a2 & O 7oA 3 R A3 HE e T R B (MR = Eh
2.4%FB XN 1.4%) L, BEDRERBPFONT,

LU EDRERID, 2-~ U FNT RT3 0%, ARG T T CHL/IU Az gue,

KRB EHRETDEREMLT.



[FA8R H 9]

OECD BEfFLFEMER &M BRI BIEREERO—BREL T, 2~V FLT
VEIR ) OREAKRREBRERLTMT 572D, Fra=—X - NbRZ—ili b KM
B (CHL/IU #fa) 2RV aa ik RERBREY ERLE, 28, AR, [FHLE
WBSI\RBRRO FIEITOWTIBEFI624E 3 H 31 B, BRIRFESE 237 5, ZEFE 306
5. 62 FJHE 303 B, —ERIEEER 94E 10 H 31 B, BRIRLEE 287 B, FAES 127 5.
SERL 09-10-31 Z/HE 2 ) 8LV TOECD {LEMERBRIEVART AL 473/1FH.8)
WIS AR VAR E B ERER 11997 £ 7 A 21 BB IES3& [L3EW'E
GLP J(FRR 124F 3 A 1 HEUE, BRIREH 41 5, ERFE 268 5, WAL 12-02-14 £
R 1 5) ZBsFLTEMBL

[ L U]

I HBRmE

HRME THD 2~ F AT 7% /- [5 : PAQ. ¥4 : 2-pentylanthraquinone,
ry 1% %+ 01-13001-50, S5 | R -5 & BB (T,
. S Eom B ROtERS % Appendix 1 12
Rt BBREL, SRR CE A BRI AN, Hi (LR 2~8°C) TREL,

R T RIS T, BB T SIOEAIU R L O R BB E 3 GLP T
CREUIAER, BRWEITERIM h 22 T o722 LIRS (Appendix 2).,
7235, BEBIMTOBIT HYEH GE GLP 7 —) 13, SR BRI ORI SE R,
RSN ER TH BT END, REREROEEMERERIL O TRV LI,

2. B RSE

BBt B L TRV heAr C (MMC, ryhES:353A)], HFiRE: T
%) BIOW7aiRRT7 73R (CP, 2y &R : 108H0568. Sigma Chemical) % H RS
K (myhE5E K3GT8, REREET) 2L, ARFREL CGRERIZHV .,



3. MBI UNEESLM

CHL/IU M3 g A DE—RIT 26 AT, LaERFEOBRMERE TN
BIEMD, BefalfkREORHBICE RS TCQ5, ZOME%E JCRB Ml L7 XY AF
(1988 £F 2 A AF, AFREOMEMREL 4) L, MR, IRIEEER (-196°C) PITHRERT
(HAERTFRFORMERERL 23) Uiz, TR (REINRERIA 15 Befll, v~ (275X~ D54
L) &, R, R 5 XN RCRBUCH VN,

BRI, {4 MmiE (CS, myh& 5128019903, Cansera International) % 10 vol%
WLz =27 MEM 838K (10%CS/MEM) 2, CO, A Fax—F— (5%
CO,, 37C) NTHELTZ, A—7 /L MEM E:8¥iKI%, 41—/ MEM $Hhl =21 |©
MR (BRI 205129 TRREILIZH 0% vz,

4. 89 RIS

S9 (=S :RAA-490, 2003 £F 9 ARG, Fya—=) X 7=/ vEZ—E
5,6- XY T TR ER G Uiz T BESORE Sprague-Dawley 27 FORF IR LT L
TEbDEEAL EHREETEERME 80C) WRELL, Sa—2-6-U %
(G-6-P, Sigma Chemical) | Bp~-=aF L TIRT T =0T XIVFF R B (B—NADP*\
FVT o ZNEERTEE) BIO KCl A& KICENL, BEKEL TEIKIER (-80°C)
WERE L., RRIZIC S9, MgCL, B L OYHEPES (pH 7.2) /%, S9 mix &L7z, &
BRIZIE, 10%CS/MEM:S9 mix % 25:5 DE[G TRMULIZ S9 FURK (3 mL/ T4y =)
EIMZ CTRBEBEIT o7 (BT DOBRKEIBE 5 vol% S9. 0.83 mmol/L G-6-P. 0.67
mmol/L B-NADP", 0.83 mmol/L. MgCl,, 5.5 mmol/L KCl, 0.67 mmol/L HEPES),

5. WBWERREOTIR

VEARIE IS JORMBYED TARRE OFGR  SBMEIIKBL VAT LAV R VR (12
ARBRICLERBE CTRECThHoToM, TRNATRBLIZZ 0D, TR (yhE 5
ELG6758, FAJEHiZk T3) Zift (Bt f) LURBRICA W, BB BT ER
FPEL ., WELITAMARSE TR (RRARSE FEINHIZABR CI 560 mg/mL, Jefa kR HHER
TI& 18mg/mL) Z MR-, ZNEBE THRL TR« DOREOHBRY R IK
ZIREL, ZNOOFTRIEE 0.5 vol %L TREE1T o7z, 2B, HBRY B Z I
RS ETRR, R B, BALREDOEITeh T,



6. MRS INHIFRER

Yoo (R B B SRR VB BRI D LB FE B e T B 720 . BRI DA 1
FHIZ IS KIE B AT ~Tz, CHL/IU #ifa% . 0.25% N 7L w2 FVyTIEAs LIz, 4X
10° &/ mL OHIFATREIREL ., 2D 5 mL QX 104E) 25 1vv= (B 6 cm) (ZHEREL
7o, 35 BEA 3 B B2, LUT OFIR CHERFF A 3 L O AE 1T o7,

S9 mix FFFETBLIOFE T CERMAETHE. 7 (v 208K EEN
Z10%CS/MEM BL S RNIK B3 mL/F 4vira) LARHUT- 14, T (Rt i)
FIIARE OWBRWERRNK (15 ul) 287 1= ZIRINL 6 BEHAELT, Z0
%, VBB ERRAE (PBS, Ca¥tBIUY Mgt && 1) THEHL. 10%CS/MEM (5
mL/F fyia) TEGLIZ 18 RefRER LT, £z, SRl T 2581 KT /v ab
BRI E 10%CS/MEM (5 mL/T Avyi/a) ML=, B (M) Ezidss
BE ORI ERRIK (25 pL) 287 1y = ZHML 24 BT,

W ORESEMZBN T, 2.8 mg/mL (10 mmol/L) ZHmAERELL ., 0.022
~2.8 mg/mL DIREHPH (AL 2) TUBEIT o7, HRE2KDOT 4y 2z AWV, 72
3. ABEBR AR IV T, SRR L 723541215 0.35 mg/mL DA E DR T, el
BHUZEA121X0.18 mg/mL BL EDJRE CRHRIRBIZEICIDILESRO O, KT
BRIZISVNTIE, S9 mix FEFFTE T CRIRFMLHEL 728551213 0.18 mg/mL Ak, S9 mix
TFEE T CARRBIAEL 754 B XUt 24 BEE e ALER L - 35-A121% 0.088 mg/mL LAk
DIEE CARIRBIEICI DRI B LI,

B T 14, 10 vol% A~V IR CEEL. 0.1%7VAZNVASAZ Ly MK THE,
LT, BB Mmiam st (Monocellater™, AV S RERTE) &V . BBt G4 xt
FRRE LT MU B DR AR A AL,

7. Qe kR ERR |

SRR REAAIRRBRIC I C, PAQ 10 T AZPRIZ 3\ Ch CHL/IU IR0
BEFEZMHE L720, BEETIIIBOEEBLEZ DNAMAED EARNBHLNE
(Fig. 1), SBEMITI51TD 50% DOHFEMHITR L, S9 mix FFFE TR LOFET T
ERF B LB AT FNE 1 0.040 mg/mL 38X T700.060 mg/mL, 24 R B ALER



L7ZBA121% 0.034 mg/mL LHEESHZ (Fig. 1),

TDZEMD 59 mix HAFAE FRBIOFAE T TOMRFRAIIC LY G R HRBRIC
BWTH HIERNRIBIAR T 22L2ZEL T 50%DHETEMBIRE DK 1.5 fF0
TR A Bers VLB B (S9 mix FEAFAE T :0.060 mg/mL, S9 mix 7F7E T :0.090 mg/mL) &
L. A 1.5 T3 5 IMEEREL CRE E ML, |

Pk BRERBRICBO XL BELVARDT v (BHREETIE o %
AV, ZD3H0 2 f XYY RIEARZERIL ., B0 2 BUZOWCIBE R R M
FHC LB AR A U e, SRBRIRAEIE . MR R BRI T R AT o 72,
TARTOUNIERIITHBRMELIREE, Btk GRED XTRBELEM BB AR T 7= B
PEF BRI DV T, S9 mix FEFFAE T B L OVEAE T DR ALE Tid, MMC (20
pg/mL) BXONCP (1 mg/mL) ZEMEEENZNZN 0.1 pg/mL BLO10 pg/mL 72
BEDNTEIMU Tz, BRI DN TIE, Rk oEERESFERINLLBMONT
WHRELL T RERREERINL,

P REAR T DT 4L 2T DN T, BRI T 0 2 BRIENC, eI e Rk
EEDS 0.1 pug/mL EZRDIDTIIMU T, BERHE T2, BERIRZH T, 0.02%EDTA &F
PBS (Ca* " BLUMg " RE) 2T 4y abizl 5 mL X TREREZE X030, 15 mL OFEIL

WCBLZOS, Ik (1000~1500 rpm, %95 43) L, R3EEHET, 3mL @ 0.075 mol/L
KCl KEEWHREMZ ) 30 53 EHRIRAABE AT o7, (KRB, BEKR (AF/—/ K
BElE = 3:1 (v/v) ZEIRIEOKN 2 fEEMA THEDTBHEL, BILL, 20%, 1EE
B, BOSR B ERE ML TR, ZOBERIELEETo %, D EOEE
RaMz THRZEREL ., £DDBEATART TR (HHHLHT AR IR R
BIEE. a—RESBLUORTARESEELA) LITETL, TOFEREL, 1| T1v
T apizh) 6 BDOATANEREERL T2,

YRR 7= AT A NHEARE 3 vol%F AWK (pH 6.8 D 1/15 mol/L V- FEEE IR TAMR
R Tk KEA TR, BRLRSE, RBREEE S REREBIE S
BEOEAMERO A AZHRLIEAT AR —RIT AR ERE=—FETIRICAN
TRIFLT,



8. YLeafkiAT

QeBAROHTIZHEN - T, B ARG O XHETE R B L O S5 Z T~ 20% 2L
FOMXEFERT, 230 2 FTAv2bbi 0.5%L EDSZER DB A2 B TTREL
AL 7z,

Fpoya | BPBERONEATARER 4 ik, 4 A\DBRE BTN TR
SSHBIRNRIET AT LT, W R BRI, ool TV RV S i %
L, 1 BEDHD 200 B (100 M/ T 1o =) OHEPEMIZIZ OV TR O/
HEHE, 1 BEHT-0 800 8 (400 MfE/T 1o =) D3RP ERARIZOVNTRESMER
K (Qefafiint 38 ALLE) ORETAT, ZORRICE ST RE L oML
fEEMERE OB RERD -, Fvo 7R AEREOSIEIL, B ARELERK
2L HABYMRBR OB S VICEANEEICE SN To, Xy 2oV, B
BRIV IVFER AL L ERL ., MEREFREOHEIITZ DN LE
L7,

HERE Fry7 2R 268 75l L OEFEEMEDO HBEEICOWT, &
P QAL xtRREE L IRER I E AL ERRE R B L OV ERT FREERT C. 4oy v — DEEERER
%P (p<0.01, A1) WXV EBEREEZEM LU, Fo, 7oy — OEEREEICE
VEBEDBED LNLBEHICHONTIE, 2750 -7 —3IF v VOBAERE ¥
(<0.01, Ffll) 1k I RIKFHEO G BERI LT, TNOORERBRESELL, AW
FZHRBRENOOBIWE IR L TREAEREFHBEOFMZITo 7,

[TRTAZENTERDOTZRBROEETICRESL KT TRV OHIIEE R OGRS
EEICREDIZ- T2 E]

ARBHE P TFRTDZLDTERPOERROGEMICEE L RIT TR
WO H L ERECRABRHEF I D2 o722 L 1372dhoTz,
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IRl AN A RRBR OFSE R LY. S9 mix FETFIE T B I UYFAE T OERFRALERRE L BT
3B 1.5 °C 5 YR (S9 mix FETFAE F:0.012, 0.018, 0.027, 0.040, 0.060 mg/mL. S9 mix
FFAE T :0.018, 0.027, 0.040, 0.060, 0.090 mg/mL) FREL., P lb B ERBREEML
7o

FERIETE RO E R IO BB DO HTEAToTofm R (Tables 1, 2), Yetafk T
WA RER B RIRE  (20% LA EDBEFHERTHD 0.5% LA LD ZEEE RUBE) X
S9 mix FETFIE TR LOFEE FOERFRHIAE LHIZ0.060 mg/mL L7257, - T, Yeft,
ROHTICBEL TOEZNLOBREEEH LT 3R EMEBEN Ll ot T
7o

S9 mix FEFAE T CEMAELZSE . WTNORER W CHO R EORKEE
REEH T MR IO BRI O 2R A BEITFED b/eh> > 7o (Table
1), 7285, B IREERE IR EFEIMEH 7212 800 {843 & EAMARIZ DV TR S
AR DI HTEATOZ LA 2D 0T, —F5, S9 mix AR T TR L 72358 1T,
BEIRTEL CRAROBERFEEZE TAMIO HBLRSEEML , @R CIlfah
FHNCHEREM (HBFE 15.5%) BBDLIL BHEORER1 /LN (Table 2), %
o SRRSOV Th, PR ERBLIORERER CHREFEMICERZEM (B

R ZNEN 2.4%BLON1.4%) HFRDBIL. BHEDHKERBIBLIZ (Table 2), 2236,
PAQ 12XV FE SN IS S MEMIRIZ I, AU N < B Esns,

BEMEDFE RAESNTZ S9 mix FFE T OERFRIALERIZ-HT Dyl Y2 RDIZEZ A,
HERE T OVTIX0.098 mg/mL &72-07z, AHUEMALIZ OV TiX 0.76 mg/mL &72o
7208, YRS AT > Tl IR (0.060 mg/mL) @ 10 2L LDBE THHZ LMD
Xt BRI TR ST,

B BRI & U TRV 2 MMC 1, S9 mix FEFEFE T CAERFRIAEELZH AT W
Yt ROBEREEZFHRL (Table 1) | CP X S9 mix 777E F CHERFRIAEL 7233
ICBWTRAKROEEREEF R LT (Table 2), ZNHDOBMEXTBYE OFERLD, A

EBRR DR SIS RSN,
7238, PAQIZOWTIE, s H?T%:ﬁ@bf_fmi%ﬁﬁb\é@ ZENTE AR T E



DFERDBFLNTNDY, FEz, PAQ DEAEH LE % 515 anthracene X° PAQ D
FNVEPRZFALELDIWIET I/ EICEB L 7~ 2-ethylanthraquinone <2
2-aminoanthraquinone 122V Th Yu@ (KR B RER CEMEDRERBMESIN TN 9%,
ZNHDTED 0, anthracene AR BT HILEWITEEDHOWITRENEELSN T
LEEREFIRIEMEZTTLEZILND,

YL EDFERID., PAQ 1X. ARBRSEAF T C CHL/IU Mifaic e RELFHRTHL
FEam LT,
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Table 1 Chromosome analysis of Chinese hamster cells (CHL/IU) treated with 2-pentylanthraquinone (PAQ) for 6 h without S9 mix

Concen- S9 Timeof Concurrent? Mitotic”? Number Number of structural aberrations o Number of cells Number 6 7
Group tration mix exposure cell growth  index of cells 4 Others® with aberrations of polyploid Trend test
(mg/mL) (h) (%) (%) analyzed gap ctb cte csb cse mul  total +gap (%) -gap (%) cells (%) -gap POL
Negative 0 —  6-(18) 100 — 100 0 1 0 0 0 O 1 0 1 (¢ 1.0) 1 ( 1.0) 1 (03)
100 0 0 0 01 0 1 0 1 ( 1.0) 1 ( 1.0) 0 (00)
200 0 1. 0 01 0 2 0 2 (1.0) 2 ( 1.0) 1 (01)
PAQ 0.012 —  6-(18) 92 — not observed
PAQ 0.018 -  6-(18) 91 — not observed
PAQ 0.027 -  6-(18) 87 — 100 0 3 0 0 1 0 4 0 4 ( 40) 4 ( 40) 2 (05)
100 1 5 001 0 0 7 0 7 70) 6 ( 60) 1 (03)
200 1 8 0 1 1 0 11 0 11 ( 55) 10 ( 50) 3 (04)
PAQ 0.040 —  6-(18) 66 — 100 1 1.0 1 0 0 3 0 3 30) 2 ( 20) 1 (03)
100 0 2 0 0-0 O 2 1 2 (20) 2 ( 20) 2 (05)
200 1 3 01 0 0 5 1 S5 25) 4 ( 20) 3 (04) NT NT
PAQ 0.060 —  6-(18) 38 2.0,2.2 100 0 3 0.0 0 O 3 0 3 (C 30) 3 ( 30) 1 (03)
100 0 2 1 0 0 0 3 0 3 (. 30) 3 (.30) 0 (00)
200 0 5§ 1.0 0 0 6 0 6 ( 30) 6 ( 30) 1 (01)®
MMC O.lpg/ml. — 6-(18) E— — 100 5 19 3 3 0 0 62 0 41 ( 41.0 ) 39 (39.0) 1 (03)
100 4 17 17 2 0 0 40 0 31 (31.0) 29 (29.0) 1 (03)
200 9 36 52 5 0 0 102 0 72 (360 ) 68*(34.0) 2 (03)

Abbreviations: gap, chromatid gap and chromosome gap; ctb, chromatid break; cte, chromatid exchange; csb, chromosome break; cse, chromosome exchange
(dicentric and ring); mul, multiple aberrations; POL, polyploid; MMC, mitomycin C; NT, not tested.

1) Acetone was used as a solvent and added at the level of 0.5 vol% per dish. 2) Cell confluency, representing cytotoxicity, was measured with a Monocellater™,
3) Metaphase frequency was calculated by counting 500 cells in each dish. 4) When the number of aberrations in a cell was more than 9, the cell was scored as
having 10 aberrations. 5) Others, such as attenuation and premature chromosome condensation, were excluded from the number of structural aberrations.

6) Eight hundred cells were analyzed in each group. 7) Cochran-Armitage's trend test was done at p<0.01 (one-side). 8) Seven hundred and seventy-five cells
were analyzed.

*, Significantly different from the negative control at p<0.01 (one-side) by Fisher's exact probability test.
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Table 2 Chromosome analysis of Chinese hamster cells (CHL/IU) treated with 2-pentylanthraquinone (PAQ) for 6 h with S9 mix

Concen- S9 Timeof Concurrent® Mitotic)

Number Number of structural aberrations Number of cells Number 7
Group tration mix exposure cell growth  index of cells 4 Others™ with aberrations of polyploid Trend test
(mg/mL) (h) (%) (%) analyzed gap ctb cte csb cse mul total +gap (%) -gap (%) cells (%) -gap POL
Negative” 0 +  6-(18) 100 — 00 1 2 2 3 2 0 10 0 7(70) 7 170) 0 (00)
100 2 0 01 0 0 3 0 3 (30) 1 10) 1 (03)
200 3 2 2 4 2 0 13 0 10 ( 50) 8 ( 40) 1 (01)
PAQ 0.018 +  6-(18) 89 — not observed
PAQ 0.027 +  6-(18) 89 — 100 4 3 1 0 0 O 8 0 8 ( 80) 4 ( 40) 1 (03)
‘ 100 0 2 0 0 0 0 2 0 2 (20) 2(20) 8 (20)
200 4 5 1 0 0 0 10 0 10 ( 50) 6 ( 3.0) 9 (11)
PAQ 0.040 +  6-(18) 84 — 100 0 3 1.0 0 O 4 0 4 ( 40) 4 ( 40) 6 (15)
100 2 8 7 2 0 0 19 0 13 (13.0) 11 (11.0) 13 (33)
200 2 11 8 2 0 0 23 0 17 ( 85) 15 ( 715) 19 *( 24 ) + +
PAQ 0.060 +  6-(18) 67 12,14 100 60 2 6 3 0 O 11 0 7(C170) 7 170) 3 (08)
100 2 17 30 0 0 10 59 0 24 (240) 24 (240) 8 (20)
200 2 19 3 3 0 10 170 0 31 (155 ) 31*155) 11 *( 14 )
PAQ 0.090 +  6-(18) 23 1.4,0.0 not observed due to the small number of metaphases
CP 10pg/ml. -+  6-(18) — 100 4 20 43 3 0 0 70 0 43 (143.0 ) 42 (420) 4 (10)
: 100 1 21 55 1 1 10 89 0 50 (500 ) 49 (4%0) 0 (00)
200 5 41 98 4 1 10 159 0 93 (465 ) 91*(455) 4 (05)

Abbreviations: gap, chromatid gap and chromosome gap; ctb, chromatid break; cte, chromatid exchange; csb, chromosome break; cse, chromosome exchange
(dicentric and ring); mul, multiple aberrations; POL, polyploid; CP, cyclophosphamide.

1) Acetone was used as a solvent and added at the level of 0.5 vol% per dish. 2) Cell confluency, representing cytotoxicity, was measured with a Monocellater™,
3) Metaphase frequency was calculated by counting 500 cells in each dish. 4) When the number of aberrations in a cell was more than 9, the cell was scored as
having 10 aberrations. 5) Others, such as attenuation and premature chromosome condensation, were excluded from the number of structural aberrations.

6) Eight hundred cells were analyzed in each group. 7) Cochran-Armitage's trend test was done at p<0.01 (one-side).

*, Significantly different from the negative control at p<0.01 (one-side) by Fishet's exact probability test.
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Fig.1 Growth inhibition of CHL/IU cells treated with
2-pentylanthraquinone

pbe/all:

pbe/c:
pe/c:
pe/-+:

pe/+:

Precipitation was observed at the beginning and the end of the treatment

in all test systems.

Precipitation was observed at the beginning and the end of the treatment

in 24-h continuous treatment.

Precipitation was observed at the end of the treatment in the 24-h continuous
treatment.

Precipitation was observed at the end of the treatment in the short-term
treatment with and without S9 mix.

Precipitation was observed at the end of the treatment in the short-term
treatment with S9 mix.

11



BB D — R ST

Appendix 1

HHRILFWE OB R
(UPACOMZIEIZL B) | 2RVYFNT VTRV
ﬂIJ‘ & 2TINFTUIIRIV
C A S F & 13936215
B 0]
BaERXAXEZRBER I
(CH2)4-CHs
(VTR ARBEDBFE
. 2ORFEOBE)
0
o -+ == 278.35
REBRicfM LA
LZWE OMBE (%) 98.6%
ARBICM LR
itEWEoa vy FFS|  01-13001-50
~ oM oo & B
X O & F F| FUEFFV05% O 09%
7 & =
1-4297-V /KRG EEHRE | LogPow>3.0
Bl B &4T GEibs)
i H| 227°C/667 Pa(5 mmHg)
FiRIC BT LR kEaELEEG
% E | B ERAE CCERBR P oREE Y R .
5O B B OE Bl h 0% E H
. . bis 28.0mg/mLCAE |FAEERIIER, BEBIUERIRDOLN o7,
BT B B e il S e
50.0 LCHR |cmaups, - S 2a b orRERAE 142 o P
DMSO | jooe8il TR [ RA, RS X UBRERBO bED o T
TEbr | 560.6mg/mLCHR |RERICER, BREBLIUEREIZRO LN 2072,

12




Appendix 2-1
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Appendix 2-2
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