K& B EE

[4- =7 =1 -2- XA FT T =) —LOFLUEZEMUZ AN RAKREYRR]

St




B & 5 & O 1F K

MEBAR 4- 7= -2- A RFLT 2/ —LOERLEHEMEE SR EKR
5 B

EREMBRIT. JEGLP R L LTEML 2,

IORBIEBI RO FETITbh, CORKBEEIRREE THRONEL
T — S EERICRBLIEDDTHS,




H K
"
B EEDEK
T o O s st e D A O D B P T R S TN SRR 1
IR T0DY . i - S P 1
(11 R~ 2 16 U SUOT 9
R 1B g T R SR RS R S SR ————. 11
V. BEBEGEEELOARTE creesssone smmenmsssssnssanms smenasisns wuans s sveosssmsens 13
VI. FPRTDZZLENTERP-ERROGHEAECEEZRETREVWOH D
FHRENORBRHBEE|CIED I N DT T & e 13
VAL, GBS RIR woermeeronsonsostomo s S i 003 kS S BB ARSI A 13

K11 4-=5F=1-2-RXF¥7=x/—vH CHLIU #MOHEFIC RIT
BB (EEERAREE)

K12 4-=5F=1-2-2ArFT7=/)—n3 CHLIU B0 #MAIc RIT
TEE GEFALEE)

................................................................................... 15
21 4-=5=1-2-2A X T7=/)—LORGEREFHFREME,
AE—ROS AR (iR L E k)
................................................................................... 16
K22 4-=7=/V-2-Ab X7/ —NLORGERESRME.
AE— RS AR (GEFELEE)
................................................................................... 17
BIFE 1 ff(ﬂﬂ@iﬁﬁ}fﬂﬁiﬂ'ﬁ-‘iﬁﬁd)ffg% .................................................. 18
A2 REEBERBROEE (FERFEILBELE) e, 19
B 3 PEEBRERBROEE GHEDBEEE) corcrrerrrrriiiea.. 20
WAEE 1 BEETF—FROBEARE oocoeovrrrrrrerrrerenei. 21



I. &Y

4-TT =N -2- A XV T2 —LVORBKRESREEOEEIZIOVWT,
FrA=—X - NAXZ—JlilRKBRHEFMEK (CHL/IU M) ZHVWT, &
REMAAEIEDORBPEEIC IS RWES L LT S9 EHRMEL &R I KR ONAHE
HELIC K DHAE L LT S RMEERY, O ERLEIED 24 FFRIEEE R
HITHET L 7=,

ZTORME. ETOERRINCEBVT, HERFMAOHBRMEENHEEKGFH
WZHM L, ERREOCRIICHET 2 AR LEM TH 2 Dao fE 13 55 fH L2
ED S EIRM B Ot S9 IRNEEZE R %I T 0.350 XY 0.770 mg/mL, # K L3 & D
24 IFH & RS T 0.070 mg/mL EEHtisnf, FEBERIOKHMRERFHIED
HEHEEICRESBRE LG L CHEEREMERD N T,

=5, EEBRINOEGYER B CTIX, HiERF MO 3K B E 2 Em
NR DN,

UEDRER»ND, SURAREBETICRBITS 4- =7 =1 -2- A XV T
=NV OREREEREFRETIGE CHE ST,

O. RBROERE

1. ARER
ZEMHERRO-RLELT, BLEEERARZAVWT4- =T =1 -2- A b
U7z ) NVORGEBREFTREORELRIT S,

2. #<FL7= GLP
ARBRIT, EGLP L LTEMR L,

3. HEHLLEHA FTFA Vv
MR I DR E X OMERZEQIEICRE T 28] (K 8 4 3 A 22 H {11t
29 HAEBRRERREM) (LT, ¥4 F71L53)

4. ABRZEFER
2 R [ 37 & 3 5L & S AR ZEET
FTLE i ]
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6. BB
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FIT 7E H
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RREIEE

B 7E Ht

8. MRA/Va—n

HBR B 46 H

S BB 44 F
ERIET R

B s 8RR I
B 6 o R
RB®KTH

. 5 R OH i
1. #RWME =V

(1) 4 4-TF =)L -2- A ¥ T =) —
2) or& 150.17 g/mol

(3) CAS No. 7786-61-0

(4) #hEE 99.8%

) LotNo. [

(6) &\ 1.1064 (25°C)

(7 BErE 1.5789

8) @hs 25~29°C

BD e BREMIZRBREFXFFOKERICE A (JE GLP),

2



9)
(10)
(11)

(13)

(14)

2
(1)
(2)

3.
(1)

(2)

(4)

(5)
(6)
(7)

(8)
(9)
(10)
(11)

RFERHE
Al — 1%

o
V]

4°C

jid

BENTZHEREFRBRVEORB MM INT T NV ETHER
MEOHELL, BRTR—THIZ L E2MAB L,

wer N

4% ELERSASEEFEH
e [
BRI T % ORIV
KERAET %, RBMEEERLE RN L,

2

m‘&

85 X R

<4 r=svr ¢ (MMC; Lot No. | 7ocmmrgnstan)
~yv v lalerr (BlalP ; Lot No. NI Sigma-Aldrich Co.)

fed (10% v v iiE (BS) ¥m)

Minimum Essential Medium (MEM) (1x) i% &, (Lot No. ||| jjjili} ¢1B8CO)

500 mL (=xf L, M (56°C. 30 %) L7 (BS; Lot No.|| N

Sigma-Aldrich Co.) # 556 mLiNz7=H® (LITF., EE45) .
eRgiK (AAERS. Lot No. [ EGTKcKNGNGNGNGGEEREE 550 Dk

=) (Bt B E AR R O faved A)

Ak (AAERS. Lot No I 5555 D262 (BrER

YE AR A )

U2 F ALK F Y R (DMSO; #3444 . Lot No | GG

EMETERKSHE) (RVEFARALOCGES B ERHRAM)

0.25% ~ Y 7> -EDTA (+ Y 7+ ; Lot No. ] GIBCO)

0.4 wiv¥% b U 57— (Lot No. [ 7 ot sk &4

Franv i (arve I FEE; Lot No. [ 7 ocsTms

ft)

ks v a (KO sEA&. Lot No. [ 7ot mgsntan)

2% 7 —n (REH#%. Lot No. | 7 crgoemntan

meme (R, Lot NoJJ I 7 st Tk 24

¥ st (Lot No |  IGIGINIIII MERCK)
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(12) Gurr /*“y77~f‘é’§' (Lot No. ||} c1Bco
(13) S9 (Lot No Fya—wrR_LArIT7rHERESH)

wir : [ -

EAS R : 26.09 mg/mL (BFHIC 5%RMOEE O B & EIX 1.30 mg/mL)

(14) Znr=—xzx-6-VU B (Lot No.— FYV U FNVERTE
BRI AE)
(15) NADP (Lot No. | ) =2 7 rvem T gntaw)

4. {ERABIR

(1) CO2A/ v Far—F—_ FKX:3110V)—X, ¥—Fx L7 bu  KX&4t
MCO-19AIC, =#EFEMKASHt

(2) BEBZY—¥—, #K:VT-208N, BARATZ7 YV —F—HKA&4t

(3) EFXM. ®K : ER-182A, #X&tk=— T F - T4

(4) =L, B : 5800, ARHEMFHRRNZE

(5) fEISZRYSEMEE, MK : CK2, AV v izxkk&tt

6) AWEEpEE, %K : BHS-323N, *V Uy AKXt

5. il fatk

(1) #8fakk & IR # B
BREHBRECER TV SO REARERRICWAINTBY  FL . ERT —
BEEBEBRELTVWAEAF ¥ £ =—X -~ REZ—ii B K O R HEF MK
(CHL/IU Mifa) Z &R L7,

(2) AF5
MSTATEOEE A [E S AR (FTfE : KRR ARATEHE S E 7-6-8, AF
- -

(3) RPEH &
WAE LT # (DMSO % 10% % & bL THRAMN U 7o k5 i) (CHfS 2 Rl = W ORES
BEMBEEZFAM -, Th2BEMOICEELEE. BRBZEXPTRFLE.
4) =4 a7 T A<DHER
HAEREMBIEICSOWTIA I T FTASOHELHRL, v~ 275 X<5
EORNLDOERRICHW,
(5) H53& ik
A AT, COsAf > F 2 _—4F —TiRE :37.0£0.5°C. CO2 I £ : 5.0+0.5%,
MB&EGETTEELE,



6. S9 mix
(1) S9 ROMRFFIE
REBOICHBINT SO ZBIKIET YV —H— (-T0CLLF) THREFEL., &
eEALUNDYL O ERRICARRL THEM LK,

ERD FEME
HE-R#H| 7y b -SDF AW PB ¥k T 5,6-BF
P 2 REHE BIER &5
3 8 1 EE PB 30 mg/kg
% TS
BHMMR RS MRS 0 E D00 DEE
(mg/kg A &) merug +

N 196~240 g 5,6-BF 80 mg/kg
4 HE PB60 mg/kg

PB: 7=/ €& — ), 56BF:56-~_yY75F8

(2) S9 mix D # A

. (ImL %47-9)

S9 0.3 mL (30%)
MgCle 5 pmol

KCl1 33 pmol
FSna—z-6-Y 8 5 pmol
NADP 4 pmol
HEPES #% i ik (pH 7.2) 4 pmol

A8 MK 7R

SO mix IFRTCHBREEICRD LIV EELZARHFER L L,

7. HiE
(1) il Aed 8 708 4570 1) 3 R
HAFZAVTEDLNT D 10 mMFAY D 1.502 mg/mL K A& L
L. YL FAK 3 T 0.501. 0.167. 0.056. 0.019. 0.006 % T* 0.002 mg/mL
Dt TRHEEZREEZRE LI,
(2) Bk RZEHAR
M ETE SRR OB R, £ TOEERIIT 50%% @ 2 5 #l i 1 78 1 ] 23
RO OI, 50%AMALIETFEIMEIFEE (ICs0) X, ERFHIAEED S9 EIRMEE
BRIV S HmNEE#ERZYIT 0.180 £ T® 0.200 mg/mL, #iGEAEED 24
R E RS T 0.020 mg/mL THotz, £, HRODEONBIZETOLE
ERY THOEBIAARFIZ 0.501 mg/mL AEORETRD NN, BERET
BICHETORAETRDbNEhoTz, TNOHDORKERICESE, SFHLARE
B S9 EIRNEEERYITiIXEmMAEE 0.300 mg/mL & L, UTFALL 2 T



0.150, 0.075, 0.038 X 1* 0.019 mg/mL ®#t 5 & # & E L=, EEEfE QA
RO SOWMEER R CTIEAEAE% 0.300 mg/mL & L . LLFAK 2 T0.150,
0.075 X 1* 0.038 mg/mL D&t 4 HE&EZRE L=, HEGELEED 24 B %
FRIITIEH&EAEE 0.040 mg/mL & L, LA FAK 2 T0.020, 0.010, 0.005
KT 0.003 mg/mL O 5 A&ZBELE,

8. WBRWE KU BWE O
(1) HRMEORHM
O BHEROEIREH

HANCHBRYEO A B RFERE ODMSO I+ 5 10 MM S DO BE 2k
TOEMMEEZHBLIEER., £FBERERICEANAETH > 7225 DMSO ([Zix#E
ELT, £7-. DMSO X3 2R EMLZ AR THRBLAEAMKR, WTFhoBlk
LRI, RA, HE (X)) IROONARPoEEDRELHE LE, Lk
DRERPS, RBICHAVWDEEE LT DMSO &R L7,

© M FiE
40 i 2 0 I SRR T, BBRE 1502.3 mg (Z DMSO % i@ #0 2 T i
SEZE, I0mLECERALTEBHEREARN LEZ, SOXERAREL B
BHRRLTEHAEREORRYE IR ARFRARL -,
REARERR T, $RYE 300.2 XU 40.2 mg (& DMSO # i &/ x
THRsEE. TR PN I0mLICERLTCESARERELABMLE, b1
REHBREZBEEAR L CEHEDEKRYEIRZ ARFARL -,
(2) matExtBYE

WL LTEMT 2 DMSO # vz,
(3) Btk xi B E o i
® MMC

MMC ZESHHKTHERBRL, £HBEERTHRL T 10 pg/mL (& : 0.1
pg/mL) &7225 K5 ICHfE, -10°CLLTF TRAE L THEABFICARER L=,

@ BlalP
BlalP # DMSO T# M L. 4 mg/mL (& : 20 pg/mL) & 725 X 9 ICH
Wik, -TOCLLTICRFL THERAMICMREL I,
9. RBRFE
ARIZAEOTIE L IC0e> TEM L, EREMAEED S9 BRI K& 8 S9 & 7k in k5
TR O EFALEED 24 BREE RSO 3 RFEBE L,



(1) Aifks %

HREREMRIELRES, 25 em2 Y5 RF v /7 753 2 lCHBELTERL
o TO%, RRICHETAIETI~5 BT LICHMRETo, B, MK
MR TR S 16, RERERERROHERE 21 oML ER L =,

(2) #A B 7% i 9K oD 7 Y

AMERETH,. PV /Y AL CRIBESE/-MIE 4% 1000 rpm T 5 45 i &
LROBELTED, EHE2MZTBBIEZ, Thi—8BERL T, MEkHEZ
THIfAER 235 L, M 1x 104 El/mL L7225 K D M THRR L 7,

(3) M fie 4 5 450 ] 3 R

1x104 f@/mL O #@\iK% 35 mm ¥ — L {HEIZH-Z 2. ABRHE
BB AR O MBI A & LT 2 O v v — L (ALEE B 44 B A A 208 & A
Yx¥—U) } C2mLyoBE3HMBERELE, BB, Yvy—LVOEIIRARYE
WAlT A/ EEZ, EXVHEICYYy—LEBNTAHAEALESFZHMERTEN
ThiE A L7,

SLEEBH AR RFIC BB R E M ERA Yy — L OMEEZ Y 7Y (2 mL/
Vry—U) LB LTCHEIIE, ZoOMBEKERK 20 pLiI2 04 wiv% b N7
M—BR20pLZBR<EA L, BILHBEBER LKA RTEL AV TEMEEK

(BFRICEBINTWARVWHAK) 2% L7k,

ERABEDHEICITIE Y y— VIR BYER IR EKR % 0.01
mL/mL F2h0 %, 24 BRI 8& L 7=, o ds | #iRD LB RE R U EE 38 & T RRIZ
HRMEOHHR R EBE LT,

PR AEED SO RME NS EEHEMEER RINOHFAICIE, IZTLDHITSID
HEBEDN 5%L2DED SImix SO HWMERRINIIMZ . FOH . &V ¥ —
VICEREAEE L RROFETCREMBYEBRIEERVEREMA =, @
RN bEBUBEELRROFHFTORFHERE LR, VY — VAOEHZEKR
ELT3TCREDEBRER TCHEEEZ, STCKEDEHEMZ S HIT 18
PG E L. b, HRYELBERK 6 RHOBEELTRIC. #BRWED
R z@E L,

BEKTER., LEBRAKMREAERS y— oMK EHELEFELR
ROFIECT. FHED Yy —LOMBEZHE L, XA TEMHED RICC

(Relative Increase Cell Count) ZHH L7z, 2B, WTFho & (LEBEHLA
FMMBENEAYY—VEEDR) KBV THEYY—LVOREYEELZFHEICAY
o BONEREREZRRL, RO ICso ZR D 7=,

Ml ME = R TREOMALE — 40 BEBH 24 I 0 A o 1



RICC = #HEMNOMEEMNE / BEESBEOMMEME X 100

(4) EFERERAR
O RBRORF

RERRINCHE, HBRWERN. BHEGBELCBETBEELZZEL,
DICREERERREMITLT RICC ZBH L, Y¥— LISV TIE,
FEERRIROCHBRIZOSEARER 2 &, LG MBRERNER > v —
La2ae L,

@ MEOBRE, NER OHEE
a. Mmoo fEE

1104 fEl/mL % L 7- Ml fEiE %2 60 mm > v — LiIZ 5 mL T > %,
SHMER L, BERZ, MEOHMBOREXH THNFEMECERLL, &
B, RBREZBHTIHE5Zy—LoEC, Yy~ LvERWNTI>ELES %
HWHESR TERCMEIZERA L,

b M % D FF %k (KL PR 46 1)

AL PR B 4G BF AT . M R B E AT I BB & RIARIS . AL EE BE AR BE A AR BRI E A
Yy —lVvoflakEFHL,

c.ALPR &

B E R K O MY EROWMEIX 0.01 mL/mL, EFELBEER GO
BRI EED S EMIRMEZEERIITHW S B B E ko MMC i1 0.01
mL/mL, EFRFFLAEED SO RMEEERIITH WD BETRBYE KO BlalP
X 0.005 mL/mL & L 7.,

d.

HRFREABEED SO WINERRIIOEEIZIT, T U HIZ S9 DR Kl EMN
5%LIRLED SImix ZMA T, FRHEOKRMEKR., RBIEX B EIK X
VI RG A F BR A IR & N % 7=,

FEFHEILERIE D SO BEMNAE B R Y GEFLBIED 24 R ERB RO S
WITHEZHEELAAE Yy — VICEHEOHRYE IR, RIEXBYE KX IiX
155 1 > B ) B W & I R T

TR E LR IR E ORI BE L,

e JE®IL

BARFRLAEBIETIE CO: M v Fa—F—2 T, 6 FFHIEE L%, S9
EOZEYWEZBRELT STCICED AR R TERER., F-lcEH 2 M
X EHIT 18RRI KT L 7=,

ERALERE CITER AL L R RM T 24 BFEE LT,



FERFRAL VA TIE 6 RefH, ERIAEIETIX 24 B OB R K TRICHRY
HomHREZBE LT,
@ MO GEBETH) RORGEELRDER
EYX—VIZOWT BEEBET 2MMBENIC LI FERKREZREKBE 0.2
pg/mL &R 5 X5 XmAx, ARFPHMREZERS S, BEEKTE, VYT
Yy (2 mLivy—U) AEEL THKEZ HEE S, MRS mn6 e e ik
WCilaEFHE L, RICC#HH L, MBAKOHKICER LEL2T2RY
DEREE A2 =L EIZE L, 0.075 mol/L KC1 TREME L, D%,
ANV TR (AE /=) Bi#E=3:1) TEE®R. AT7AFT7T7RIC 1~2
BWEMTLCOREZSY, LV REEARABEIE T 15%ICHRB LZ¥ A
PREREZAWVWTHRELTL— MEKRE LTZ,
@ EADT U F=A4 X
SHIDEEEBEARADKEAIEVRFA FEFLL, Y¥—LVEF 1L HE
¥Z2E YT,

10. B8
(1) BlEMmEE :
H7U— MEAYT-Y 15018 (1 HEY7Y 300) O K EB->7245RF
oo onWT, EVBEMBECTHEL, BEREWREVCEMEEMROKEZE
&L,
BREIFVI~AALEARATA FEBICEVERKL =,
(2) ¥
REVPROONIHEIT, KICRTRRICHTELUZ, £z, &Kk, v
DWW TRz &E L 7=,

LR ONE W FR
Xyv/ ()
g R

g €5 5y (K B B iy (ctb)
G 8 5y R AZ 4R (cte)
g {4, A B4 ) iy (csb)
AR NTEvE (cse)
Zoft (BrR{E) ()



11.

B RE
R 47

RESEE LD LW FEREHEBEMEOLDEX Y7 (g) L, 7.
ZOMOICIT 1IEOLHFTHBIIZEHOX v v 7 QWi ERH - 5 E W
F{t (Frg.) &£ LTCi@E&L~,

wat FHIREAT 77 1%

REEREHRBIZOWTIE, BRESRBELERYER K RS REE LB
PEXTBRFE L O T Fisher DEMEMERELZ . KBRWEHOARKFHEIIO N T
i Cochran-Armitage OHEREEZ EN TR L2, RIB. ABEKEILIGRKR
EE5%E LE,

. RROHE

Fisher DIEMMERRE T, KROAHEOVTLOHECIBVWTHHERTM
RECEMEREMEOHBMEENRENBHEEILEBR L THFELENARB D b
3", Cochran-Armitage DHRIMRE CHEEEEDOHEMBRD bR WVWEE, 2
DEMEMBBEOERT —F 0 IBREHERAN (X7 Vo) T CEEHOD
BHTICIEDY , BtExh REE O RS MR k%) &% M o H B E 2 B
ERRBELERLTHEFECHEMLTVWISEAICRELHE L,

Fisher D EfMMRRE T, PR b 1 DOERMEHOHBETHERT M
B IHEOERETHAOHBEENRRESBHLEBRLTAERENARD b,
Cochran-Armitage O FMRE CHEEKEEOEMMBEBDOONDIHZE. 1O
Fisher OIEfEMERE CABEREMBAB O ONLAETIE., WThbEMEx R
HOBERT— %0 I5%EBRANNT CEREROBFRTH»OANTEY . BHE
MEHEOMERT M X IHOEFEMRO HEEENEBESREL LB LTAH
BIZTEMLTCWA2EAICEELNE LK,

RE, ¥y v 70xxF oMRIIBERFHMBICED R Mo T,

AREREGHEEHELLLD, HEKRFEILOMERT 2F Ml X ik
R ERFOMEN 20%HBE T 2 HEERE (D20fi) 2HEHLE,

=M, BESBREORGEETHEOHEBEL, XIIERT —FORT Y
YamXiE CERROFGEEAN (FET) THOREERBEAED T D
D& Lk,

10



(1) D2o &
R REZ T LEEBRINCOWT, B/ ZRETUTOXTREI NS EFE
HROEE a KU b ZRD,
Y=a-X+b (Y: EF Mo HEHEE, X: H&E)
RKObNTZEH a RO b % ERLAUCRAL, Y OED 20%IC/8 DK D X O
fli % D2ofiE & L7,

V. BRI OPEE
1. e 8 5 4o il X B
TERFFAEED SO MEME T S IRMEEE RS, T EHALBEIED 24 K
FMERRRINCOVWTE_ L, BRBEOKREHAEELZ 10 mM Y (1.502
mg/mL) & L. LAF2AL 3 ©0.501,0.167,0.056,0.019,0.006 } U 0.002 mg/mL
D THEZRELZ, RR&ERXEZK 1-1. 1-2, HIXR 1T,

(1) 7 Ha o 5 =
E2TOHBERIITE0%%2 X5 RICCOETHRBD LN, FHEERFID ICso
. ERFRMAEED S9 ERMEBERRFIKRV S9 BMEERSIT 0.180 BT
0.200 mg/mL, HFEAEE LD 24 BFFM 538 325 T 0.020 mg/mL & B s i,
(2) HBHEDOHH
ETOERRIIT, HRYEOH HIZLEBHHEFIZ 0.501 mg/mL U LD
ETRYONED, BEEKTRHRICEKELETOHAETRD LR o,

2. BEEREAR
MM RROBEL S | ERFHAEED S9 HIRMEZE RS T & & A
% 0.300 mg/mL & L, BAFAL 2 T0.150, 0.075, 0.038 X 1" 0.019 mg/mL
DEFSARERE L, EFMAERED S RMBERYITIER&GHAEE 0.300
mg/mL & L., A TF2ALE 2 T0.150, 0.075 XX 0.038 mg/mL & 4 A& %% E
L7z, EFLHEED 24 BFEEERY CTiEk&EM &% 0.040 mg/mL & L, LLF
Ak 2 T 0.020, 0.010, 0.005 ¥ 0.003 mg/mL OFt 5 E&EEZRE L7, A
ERZR 2-1, 2-2, HIK 2, 3ITFT,
(1) A0 e b 7l ==
SERFRALE RO S YR K& N S9 WRANEE 3 3 | ¢ i, i fa 38 55 40 &l A3 0.150
mg/mLUEDHETRD LN,
HHEALER VA 0 24 BRI RS #8 R H TIE, AR B A M i A% 0.010 mg/mL LA E o Al

11



ETROLhT,
(2) BBRME O H
ETOEERYIT, HBRHEOHNHIIRBO Lo T,
(3) MlnEE
EEMRECBTIPMEREFTHRAUVHMEFTMMOHBRHEEIZ, 2T
DHEEERINTO0.7~1.0% K N 0~ 1.0%TH » 1=,
WRMERICI T 2SR AR O 5A R E M I o 5 BT R
MAAHEEDO SO EBMEEERRS T 1.7~17.3% K O 0.3~ 1.3%,, 52 i ] 40 2 &
O S WMELEZH T 0~8.3 BT 0.3~1.0%, HEHALHEED 24 B[ £ 3%
RIT 0~12.3% KT 0~1.0%THYV, ETOKBRIITHEREMED
HEBESARKREFOCHMMLEZ, —F, BKHBEMBROHBEEE VT
NOBEBRINCEVWTHOREMSRBEL LR L THFERENIR D bR
Mmolc, TRNOLDRRICEI N CTHE L7z Deoflix, ERFHEILEEO S9 EIR
e T8 S9 HMNEL 3 A 5T 0.350 % TR 0.770 mg/mL, & G ALER ik D 24 B £
#R 5T 0.070 mg/mL & 2o 7=,
EHEMBERETIE, BEEEXMBROLBREECHEZEAHMMBARD Shi,

UEDHRMPL, YS%RBRELFTEB TS 4- 2T =1 -2- A bbFTT7x
J—NVOREBERREFREIBELHE SN,

B, ERFMAEEO S ERMEERIIOKRYEO 3 AR, HIFHQE
ED S WMBLBRIIOERYERD 1 AREER ., EHEAEED 24 BFREER
F10> 2 F T B M e oD H BB B (T PR Mk HE B & L ¥ L C Fisher O IE i
FRETHEBEREMBPZAEFNRED b, 2> Cochran-Armitage D18 [ # &
THEEFNREMARBO oL, £/, Tho0AEFTVWTRG R RE
DERT—FDISNEEBANXITICEHEROZTET LA TE Y, BHEX
FREEITFEMERT A L B L CTH B ICHIM L 1=,

B DGE REEIC ST 2 8E R % Mk 04y 2 5 M i o B B8 BT,
ERT—FORT I 3HOIBRERRAAXIICERAROFE TN I -
TeOERRBENEIICITONE EHIBFL -,

12



V. REBEEE DR
1. fRAFHIRE
A& T % 3 £ H

2. REFEVKROCRTFSAT

REREHE & (FR) | RBIC BT 5 RGOl . BRI H I B0 h 7T —
7B, RRBEE URA) L BHE 7= MK —
D B BHR AT

VI. PRTOHILEBTERPOERBROGEEICEEZRETRVVOD S
FREVCRRFIEZSIRDRP oI E

TFTRTIDHZEBRTE RIS EHRBROGEEICEEZRETEVOLAEERD
ARBRFTEFICEDR Do Z LR 2T,

VI. %3k
1) ARE: RERRFCLIZERRORME, ZRFEEEME. 1 (4) | 64-73,
1978.

13



140 r
| (FERFH AL R O SR INEFERS)
120
100 -

80 -

RICC (%)

60 r

40 r

0 1 PR T S N B W | 1 OB VOl S T M 2 | 1 L 1 I S T B S N |
0.001 0.01 0.1 1 10

A& (mg/ml)

140
| CERERAAEEE D SRS & FF)

120 -

100

RICC (%)
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0.006 104 88 57
0.019 79 88 52
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0.167 54 59 0
0.501 0 0 0
1.502 0 0 0
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MF2 REERRTEABROMBRE (ErEEQLRK)
PSR 4R 4 - T =N -2 - A NFT T )

61

| 9 mix ik A0 AR S O Mg (LSS %) T - Wl kDB B OME (HAEUE %)
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6-18 - (DMS0) 150 0 0 0o |lo ] o 0 1 100 150 2 o0 2
0 300 2 (07)] 0Co00)| 0C00) 0¢C00) 0C00) 2Co07) 1(03) 300 8 ( 10)] 0Co00)[ 3¢ 10)
180 |1 0 0 0 coo i 1 150 | 0 0 0
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300 3(10)] 2C07)| 0C00) 0C00) 0C00) 5 17)| 3¢ 10) 300 1(03)] o0Co00)| 1(03)
150 3 0 1 0 A0 e 1 - asoi | 0 R’
6—18 = 0.038 150 0 N S| M5 el | 5 oS ) I ol 4 0 | 82 | 150 0 0o ug s
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300 6 (20)] 13(43)] 0C00)| 0C00)| 0C00)| 15(50) 0¢(00) 300 5 (17)] 0 Co00)| 5 17)
150 2 12 0 R - 0 S|EeiRis 0 150 o | o | 0 -
6-18 - 0.150 150 3 |1 Lo | o o |13 o | e 150 3 |0 3
300 5 ( 17)] 25 (83)] 0C00)| 1C03) 0Co00)| 25 ( 83) 0 00) 300 3 (10)] 0(C00)| 3(10)
w0} 9[22 | 1 ) B 25 0 150 2. o 2
6-18 = 0.300 150 6 | 27 __ a0 . L0 0 27 0 49 | 150 Da s 0 2
300 15 ( 50)] 52 (17.8)) 1 (C 08)] 0C 00)| 0 00)] 52 (173) 0 ( 00) 300 4 (13)] 0C00)] 4¢C138)
WERE ] w0 |16 |36 | 2 =1 N LR | e ¢ s | 1 8 150 1 0 L
6-18 - (MMC) 150 |4 L4 | 2 N (0] DI | (o E 1 63 150 2 (U 2
0.0001 300 30 (100)[ 77 (25.7)] 4 ( 13)] 3 C 1.0)| 0(C 00)] 94 (31.3) 1 ( 03) 300 8(10)] 0(00) 8(C10)
Y 150 1 0 0 0 i A e g R 0 150 0 0 0
6—18 & (DMSO) | 50 0 0 0 1 =0 1 0 100 150 0 | Seabize - < b 0,
0 300 1(03)] 0C00)] 0Co00)] 1C03)] 0C00) 2Co07) 0¢C00) 300 0(00) 0C00) 0¢C00)
o | o | o B 0 0 0 0 1 s TN 0 1
618 + 0.038 B | o [ o [ o ool 0 0 0 | 8 | 10 | o0 o | o
300 0C00) o0Co00) 0C00) 0C00) 0C00) 0Co00)] 1C03) 300 1(03) 0C00) 1C03)
150 0 o |0 | 0 |0 o o ] 150 | 0 o 0.
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6—18 - 0.300 10 | 1 Jw o | o 0 10 0 45 150 1 I R S
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BB 16 150 15 82 3 3 0 89 1 150 1 0 1 )
6—18 + (BlalP) | 150 10 79 i |3 [ o | 80 1 i 47 150 1 0 1 _
0.020 300 25 ( 83)]161 (537)] 4 183)] 6 ( 20)] 0(Co00)]169 (563) 2 ( 07) 300 2 (om)| oCo00)| 2Co01)

U 4 IR ) e TR 0 B DDA Gk L 7
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MTEEL ER7T — 4R OB S

HASRA R REOWE o e BIRAIRO0 AT e, cmmicksmon  EAE 00
FEpEHR AR 35 03 + 0.3 0.1~ 0.5 0.0 ~ 2.0 0.0 ~ 2.0
I L B 7 B de 35 03 = 04 0.1~0.6 0.0 ~2.1 0.0 ~2.1
SOMRIETAS o atpg MR 20 278 £ 49 25.5 ~ 30.0 12.0~ 43.7 12.0 ~ 43.7
(MMC) 95 HE 20 02 =+ 04 0.1~ 05 0.0~186 0.0~ 1.6
PEPEHR MR 35 02 £ 02 0.1~ 0.4 0.0~ 1.6 0.0~ 1.6
S R AL B0 S 35 03 + 03 0.1~ 0.5 0.0~ 2.0 0.0~ 2.0
SOUMSEIAI  prpeapig it 20 397 £ 6.7 36.9 ~ 42.3 20.8 ~ 58.5 20.8 ~ 58.5
(BlalP)  BRE 20 03 =+ 04 0.1~0.6 0.0~19 0.0~ 19
Fapkxid AR 35 03 =+ 05 0.2~0.6 0.0~2.1 0.0 ~ 2.1
LG AL 1 BARE 35 04 = 03 0.0~0.5 0.0~ 2.3 0.0~23
2ARFHISEIERS  ppesime MG R 20 39.9 £ 7.0 37.1 ~ 42.5 20.9 ~ 58.8 20.9 ~ 58.8
(MMC)  HR#E 20 03 = 04 0.1~0.7 0.0 ~ 2.0 0.0~ 2.0
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