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Lol HH3] Frkgt. o]F AAES o33 F filter cakeZ THA] Ethlyl acetate 600 mLoll ¢ F <=
MgSO, 2 7AF3Ete] oz D 7AU=FE dlo] =M 1A 5-(4-f luorophenoxy)-2-nitrobenzeneamine (42.49

g)E F5sIAT.

yield 96%, R¢: 0.29 (EtOAc/n-Hexane, 1:4)

o

'H NMR (400 MHz. CDCly, &, ppm): 6.15(br s, 2H, -NH,), 6.33~8.13(m, 7H, ArH)

4-(4-f luorophenoxy)benzene-1,2-diamine® 34

5-(4-Fluorophenoxy)-2-nitrobenzeneamine (40.17 g, 0.1618 mole)S Acetic acid 800 mLol ¢l ¥ ice-bath

sl Al Zn (74 g, 1.133 mole)S %3] H7bgtrt. o]F 10A1F oA ankel & TLCE W3 FZ2& IRl
& ARE ). AAE A9 Z=HS, SM-NaOH& Mo 2 pHE 82 H AT £ Kthyl acetate 600 mL=E
FEIT. o)F FF NgSO,E Axd ¢ o F AUFH ste] g 44 A E de F o5 AYste A

N 91 4-(4-fluorophenoxy)benzene-1,2-diamine (17.34 g)& 5343

yvield 49%, Melting Point: liquid, R¢: 0.33 (EtOAc/n-Hexane, 1:1)

' NYR (400 MHz. CDCls, &, ppm): 3.43(brs, 4H, -NH,), 6.36~7.02(m, 7H, ArH)

1.3-Bis(methoxycarbonyl)-S-methylisothiourea?] ¥4

S-methylisothiourea sulfate (50 g, 0.1796 mole)& A5 300 mLoll Y3 0 C=Z W¥Ztet};. ©|F methyl
chloroformate (78 g, 0.8262 mole)E& X3 A7iet & Wkttt 4 A7F 5 Y 2504 wRksi |, A
2 pHE &<1ste] 256-NaOH& N o2 pHE 8~9=2 HA3sI] Frh. TLCE Whgo] TAEH Mo uAEo] A4 o]
Hul, ol&& ofsle] 50 C ¥y HFE Feold Axste] FMuA  1,3-Bis(methoxycarbonyl)-S-
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[0115]

[0116]

[0118]

[0119]

[0120]

[0121]

[0123]
[0124]

[0125]

[0126]

[0128]

[0129]

[0130]
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methylisothiourea (31.12 g)& 533},

yvield 84%, Ri: 0.24 (EtOAc/n-Hexane, 1:4)

I NMR (400 MHz. CDCl3, &, ppm): 2.43(s, 3H, S-CHs;), 3.80(s, 3H, -OCH;), 3.83(s, 3H, -OCH;), 11.85(brs,
1H, -NH)

Methyl 5-(4-fluorophenoxy)-1H-benzo[d]imidazol-2-ylcarbamate®] $H4

4-(4~f luorophenoxy)benzene-1,2-diamine (1.0 g, 4.58 mmole) 3} 1,3-Bis(methoxycarbonyl )-S-
methylisothiourea (2.45 g, 11.91 mmole)< 5%AcOH in Ethanol 10 mLe] =<9 & 5 X7+ 7149 3F 3}9th.
TLCE ¥hg T4 § 2oz YZsted A" JAAES AA33rt. oJFHA] NeOHRE FE3] AlF3te] 50 T
Ay Axste] A uA)Ql Methyl 5-(4-fluorophenoxy)- 1H-benzold] -imidazol-2-ylcarbamate (&}sH2] 1-1,
1.02 g)F533lth.

yield 77%, Melting Point: 266 C, Ry 0.23 (EtOAc/n-Hexane, 1:1)

' NYR (400 MHz. CDCls, &, ppm): 3.75(s, 3H, -OCHs), 6.78~7.40(m, 7H, ArH), 11.61(brs, 2H, (-NH),)

shata] 1-29] g4
ahshy 1-29] Wzol|thE fuAlS B4 S 37 WA 20 L.

§ et O e, OO

,CO3;, DMF, 80°C

s

MeO,C.. /& >\~0Me

PA(OH),/C. H NCO;Me  Boc..
m—— T 0, 07T
HOAC, 85°C

1.TFA %owle
s B
2. NaOH HNTY J@/ Oi\%NH

tert-butyl 3-((4-Hydroxyphenyl)amino)azetidine-1-carboxylate®] ¥4

'cn
b

THF(200 mL) 9] tert-butyl 3-oxoazetidine-1-carboxylate(5.00 g, 45.9 mmol)¢] &Ho| 4-o}n| =o|ix
g, 38.2 mmol) ¥ AcOH (2.75 g, 45.9 mmol)E H7}elth. E3FES 244 2.0 A &< ﬂ‘ﬂé}ﬁi‘ﬂr.
Sodium triacetoxyborohydride (16.2 g, 91.8 mmol)& E3&Ed| HEHoz Hrlsta A4 16 Al &<
ATk, WkSo] EE T EFES Nal(0, 8N B3 EA (100 nl * 3)Z FZ3da Na,S0,2 7AZ3tx

wZata AEzbA A-™ PE / EA = 5 1DOoR AASY mAeded 8.90 g9 tert-butyl 3-((4-
Hydroxyphenyl )amino)azetidine-1-carboxylateS AATH(G& 88 %).

MS Calcd. : 264; MS Found : 265 [M+H] +. 1H—NMR (400 MHz, CDCly) @ & 6.75-6.71 (m, 2H), 6.44-6.40 (m,
2H), 4.58-4.55 (m, 1H), 4.27-4.23 (m, 2H), 3.82-3.78 (m, 1H), 3.71-3.68 (m, 2H), 1.44 (s, 9H).
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[0132]

[0133]

[0135]

[0136]

[0137]

[0139]

[0140]

[0141]

[0143]

[0144]

[0145]

[0146]

[0148]
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tert-butyl 3-((4-(3-Amino—4-nitrophenoxy)phenyl)amino)azetidine-1-carboxylate®] ¥4

DMSO (100 mL)ell *¢I tert-butyl 3-((4-Hydroxyphenyl)amino)azetidine-1-carboxylate (8.25 g, 31.2 mmol)
&-oe]l 5-chloro-2-nitroaniline (5.38 g, 31.2 mmol) 2 K;C0; (12.9 g, 93.6 mmol)E H7I3tk. EFES 90

Toll Al 48 AIZF &<F iyt i), wkgo] gh5d & E3ES & (300 mL)ol 531 EA (200 mL * 3)2 F&38}aL

Na,SO, 2 AZeta s=3sta Ag7tA A= (PE/EA = 5:1)0 & AA|ste] cdXAM uAZA 4.00 g9 tert-

butyl 3-((4-(3-Amino-4-nitrophenoxy)phenyl)amino)azetidine-1-carboxylate= LA((32 %, F&). MS
Calcd. :400; MS Found: 401 [M+H]+.

tert-butyl 3-((4-(3,4-diaminophenoxy)phenyl)amino)azetidine-1-carboxylate2] ¥4

THF/MeOH (10 mL/15 mL) F2 tert-butyl 3-((4-(3-Amino-4-nitrophenoxy)phenyl)amino)azetidine-1-
carboxylate (1.00 g, 2.50 mmol)2] &<%ol PA(OH),/C (300 mg)E H7IetHct. EFES H, (1 atm)dboll 45 C

M 16 A% E Ak, weol $EE F EFES oJuetn ojols HE] 025 g M U9

tert-butyl 3-((4-(3,4-diaminophenoxy)phenyl)amino)azetidine-1-carboxylateE LATH(90 % +5).

MS Calcd.:370; MS Found: 371 [M+H]+.

tert-butyl _3-((4-((2-((methoxycarbonyl)amino)-1H-benzo[d] _imidazol-5-v1)oxy)phenyl)amino)azetidine-1-

carboxylate?] 34

AcOH(20 mL) 9] 3}8E tert-butyl 3-((4-(3,4-diaminophenoxy)phenyl)amino)azetidine-1-carboxylate (925
mg, 2.50 mmol)e] &<o] 1 3—bis(methoxycarbony )-2-methyl-2-thiopseudoeura(566 mg, 2.75 mmol)E H7}3)
o, EFES 80 CTolA 30 & &<t wyk sk, whgo] AEH T AOHE FLAIZIT 20 mLe] HO0E #H7lsta

EA (50 nL * 3)& FZstYtt. 715 NaSOE AXA7| A7, A2 FAR E&ete] 550 mge] 9he
3] A a4 9] tert-butyl 3—((4—((2—((methoxycarbonyl)amino)—lH—benzo[d] imidazol-5-
y1)oxy)phenyl )amino)azetidine-1-carboxylateZE AUt (& 49 %).

MS Calcd. :453; MS Found: 454 [M+H]+.

methyl (5-(4-(azetidin-3-ylamino)phenoxy)-1H-benzol[d] imidazol-2-yl)carbamate 2] ¥4

DMF (6 mL) 9] tert-butyl 3-((4-((2-((methoxycarbonyl)amino)-1H-benzo[d] imidazol-5-
y1)oxy)phenyl)amino)azetidine-1-carboxylate (450 mg, 1. OO mmol)¢] €Ml TFA (16 ml)E H7lstoich. =3
%0 Ao 3 A7 ok wuk ik, wgo]l fhE¥ F TFAZ A 10 & NaOH +gAoz FaA A,

%??5%% prep-HPLCZ A A3}e] 120 mge] methyl (5-(4-(azetidin-3-ylamino)phenoxy)-1H-benzold] imidazol-
2-yl)carbamate (3}32] 1-2)E WA 14 (34 % F8)2 A},
1H—NMR (400 MHz, DMSO-dg): & 7.31 (d, 1H, J = 8.4 Hz), 6.87 (s, 1H), 6.80 (d, 2H, J = 8.0 Hz), 6.73-

6.70 (m, 1H), 6.50 (d, 2H, J = 8.8 Hz), 5.98 (s, 1H), 4.13 (d, 1H, J = 8.0 Hz), 3.72-3.69 (m, 5H),
3.42-3.34 (m, 2H).

LCMS [o]=A4F : 98 % & (0.1 % TFA) 2 5 % CHCN - 40 % & (0.1 % TFA) 2 60 % CHiCN 6.0 &, HZEH o=
olE x4 FolA 0.5 ¥], 5= 95 %, Rt = 2.873 & MS Calcd. :353; MS Found: 354 [M+H]+.

3184 1-39 §A4
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[0149]

[0151]

[0152]

[0154]

[0155]

[0156]

[0158]

[0159]

[0160]

[0162]

[0163]

ZIHSd 10-2022-0051569

sh5b4) 1-39]) WzolrlchE fFuAlS) §4 FAE sh7] WA 3ol vhehieln.

OH NH;
~ Cs 2
Ay ", v, W YT
N Gs,C0, DMF, 80°C N NO;
! NaBH(OAc)3;, HOAc 23 |

a b c

s

MeO,C.. ke

Pd(QH),/C, H "N” NCOMe Boc. %OME
(OH)/C, Hp Boc N\j\ \j\ \>—NH
MeOH HOAC, 85°C

e

1. TFA >¥0Me
L S
2. NaOH AN /©/ \C[%NH

tert-butyl 3-((4-hydroxypheny!l)(methyl)amino) azetidine-1-carboxylate®] 4

THF (100 mL) %9 tert-butyl 3-oxoazetidine-l-carboxylate (10.0 g, 48.0 mmol)e & 4-
(methylamino)phenol (6.84 g, 40.0 mmol) 2 AcOH (4.20 g, 70.0 mmol)E 7139 tt. ZIES 220 4]
A7 E<oF wykelgItl. Sodium triacetoxyborohydride(17.0 g, 80.0 mmol)E EgE&Eo| o] H7psta, A

oA 16 AlZF &t :yk 3 Th, Hkgo] gz E & EFES NalHC0; F-2dol &L EA (100 mL * 3)E F&E3}
Na,SO, 2 Axdn =3tz 9 A" (CHON/HLO)e®E  AASS 13.0 g9 tert-butyl 3-((4-

hydroxypheny!l) (methyl)amino) azetidine-1l-carboxylateZS 4 1A 2 A}

MS Caled.: 278: MS Found: 279 [M+H] .

tert-butyl 3-((4-(3-amino—4-nitrophenoxy)phenyl)(methyl)amino)azetidine-1-carboxylate®] A

DMSO (200 mL) <] tert-butyl 3-((4-hydroxyphenyl)(methyl)amino) azetidine-l-carboxylate (13.0 g, 47.0
mmol1)¢] &Ml 5-chloro-2-nitroaniline (8.10 g, 47.0 mmol) = Cs,C0; (22.8 g, 70.0 mmol)E H7}3}ith.

EFES 80 ColA 16 AZF &<t wukskde). whgo] 2kung § E3HES & (800 mL)ol] &3 EA (400 nmlL *
NE F=3, Na,SO,E AXE 553 F 9ZAY (CHCN/HO)LE AAsle] HE oo FH=E 11.0 g9

tert-butyl 3-((4-(3-amino-4-nitrophenoxy)phenyl)(methyl)amino)azetidine-1-carboxylates AUT}.

MS Caled. 4145 MS Found: 415 [M+H] .

tert=butyl 3-((4-(3,4~diaminophenoxy)phenvl)(methyl)amino)azetidine-1-carboxylate®] ¥4

MeOH(50 mL) 9| tert-butyl 3-((4-(3-amino-4-nitrophenoxy)phenyl)(methyl)amino)azetidine-1-carboxylate
(2.50 g, 6.00 mmol)e] o Pd (OH),/C (500 mg)E H718tFtt. EFES H(1 atm)slel]l 30 ColA 16 A7+

TQF wHkSIIYE. Hhgo] fmE T EFES AHstn oS FFshe] 2.20 g9 tert-butyl 3-((4-(3,4-
diaminophenoxy)phenyl) (methyl)amino)azetidine-1-carboxylateS 34 o4 Fe= A},
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[0164]

[0166]

[0167]

[0168]

[0170]

[0171]

[0172]

[0174]

[0175]

[0177]

[0178]

[0180]

ZIHSd 10-2022-0051569

MS Caled.: 384; MS Found: 385 [M+H] .

tert-butyl 3-((4-((2-((methoxycarbonyl)amino)-1H-benzo[d]imidazol-5-

vDoxy)phenyl)(methyl)amino)azetidine-1-carboxylate® 4

AcOH (40 mL) T tert-butyl 3-((4-(3,4~diaminophenoxy)phenyl)(methyl)amino)azetidine-1-carboxylate
(2.20 g, 5.70 mmol)2] &Ml 1,3-bis(methoxycarbonyl)-2-methyl-2-thiopseudoeura (1.30 g, 5.70 mmol)E
A7V, 3= 85 TellA 16 AZF &k wyk aigivt. whgo] n® ¥ AcOHE #1718kal EA (50 mL =
3E FEIAY. F7ITE NaSO,= AXA7|AL sFAIZTH. LA E prep-HPLCE “gA|sto] 3@ 313 = A
1.10 g9] tert-butyl 3-((4-((2-((methoxycarbonyl)amino)-1H-benzol[d]imidazol-5-
vD)oxy)phenyl) (methyl)amino)azet idine-1-carboxylateE AU}t (41 % &).

MS Caled.: 467: MS Found: 468 [M+H] .

methyl (5-(4-(azetidin-3-yl(methyl)amino)phenoxy)-1H-benzo[d]imidazol-2-yl)carbamate2] ¥4

DCM (10 mL) 9] tert-butyl 3-((4-((2-((methoxycarbonyl)amino)-1H-benzo[d]imidazol-5-
y1l)oxy)phenyl) (methyl)amino)azetidine-1-carboxylate (350 mg, 0.750 mmol)¢] &<o| TFA (5 mL)E F7}st
Aok, EFES AoA 35 & FF wwk sigivk. wkgo] gnE -, TFAE A7 stal TEAE H7lekdlch. &3
55 prep-HPLCE  AAFS 90.0 mg® methyl  (5-(4-(azetidin-3-yl(methyl)amino)phenoxy)-1H-
benzold]imidazol-2-yl)carbamate(3-82] 1-3)& WA TAZ AJGH (& 32 %).

'H-NVR (400 MHz, DMSO-dg): & 7.35-7.33(m, 1H), 6.94 (s, 1H), 6.87-6.85 (m, 2H), 6.76-6.72 (m, 3H),

4.20-4.16 (m, 1H), 3.73 (s, 3H), 3.60-3.57 (m, 3H), 2.76 (s, 3H). LCMS [°]&% : 90 % & (0.1% TFA) ¥
10% CHCN - 50% = (0.1 % TFA) B 50% CHCN 6.0 &, HFTAOo=2 o5 =7 &tollA 0.5 £.1, == 98 %,

Rt = 2.876 % MS Caled.:367; MS Found: 368 [M+H] .

514 1-49] §A
a5 1-49) Mzo|PlhE FEAS §4 AL 7] WA 4ol vehhain,

(484 4]

2T

NH
/©/ _PdOHR/C. Hy O
\©: T Pd(OAc), XPhos “MeOH, 50°C, 20h ¢

02 Cs,CO3, toluene

NH;

115°C, 20h
a b c
s
MeozC‘N/gNCOZMe >‘0M9
: O Ty
HOAC, 85°C
1-4

N1-(4-fluorophenyl)-4-nitrobenzene-1,3-diamine®] ¥4
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[0181]

[0182]

[0184]

[0185]

[0186]

[0188]

[0189]

[0190]

[0192]

[0193]

[0195]

[0196]

ZIHSd 10-2022-0051569

5-chloro—2-nitroaniline(3.00 g, 17.3 mmol), 4-fluoroaniline (2.30 g, 20.7 mmol), E3F4d (100 mL) 9
CsoCO3; (10.1 g, 31 mmol) &-ofl Pd(OAc), (100 mg) ¥ Xphos (600 mg)E 7}5}%1 E3tES 115 ColA 20
AlZE ot wdkeelth, whg 95§ wHshal, AEgbd "9 (PE/EA=20:1~5:1~2:1) 22 AA8tY 2.00 g9

N1-(4-fluorophenyl)-4-nitrobenzene-1,3-diamine 2.00 g& =2 114 He= ATt (46 % ).

MS Caled.: 247: MS Found: 248 [M+H] .

N4-(4-f luorophenyl )benzene-1.2.4-triamine®] 34

THF/MeOH (20 mL/20 mL) 2] N1-(4-fluorophenyl)-4-nitrobenzene-1,3-diamine (2.00 g, 8.1 mmol)2] &<
Pd(0H),/C (0.40 g)& #H7IeYr. EFES Hy (1 atm)dlol] 20 AIZE &<QF 50 CollA wyk 4}, ¥hgo] &

H F ESES oysta NS FF3e] 1.80 g9 N4-(4-fluorophenyl)benzene-1,2,4-triamines =2 oA
(90 % T&)= AU,

MS Caled.: 217: MS Found: 218 [M+H] .

methyl (6-((4-fluorophenyl)amino)-1H-benzo[d]imidazol-2-vyl)carbamate®] 3%

AcOH (30 mL) 39 N4-(4-fluorophenyl)benzene-1,2,4-triamine (1.80 g, 8.1 mmol)® Elo] 1,3-
bis(methoxycarbonyl)-2-methyl-2-thiopseudoeura (3.30 g, 16.2 mmol)ZE H7}3lct. E£ES 80 CoA 1
AlZE EQF gk Sigink. whgo] ¢huE & EES oFstar AlelAE DMSO/H0/NaxC0s 2 E#ske] 300 mg]

methyl (6-((4-fluorophenyl)amino)-1H-benzo[d]imidazol-2-yl)carbamate (&}8+2] 1-4)& ¥+& 3| A 714 (90
% 5’:.5 T:}\/RT;]—
1H—NMR (400 MHz, DMSO-dg): & 7.31 (d, 1H, J = 8.4 Hz), 6.87 (s, 1H), 6.80 (d, 2H, J = 8.0 Hz), 6.73-

6.70 (m, 1H), 6.50 (d, 2H, J = 8.8 Hz), 5.98 (s, 1H), 4.13 (d, 1H, J = 8.0 Hz), 3.72-3.69 (m, 5H),
3.42-3.34 (m, 2H). LCMS [o]& : 70 % & (0.02 % NHHCO;) 2 30 % CH:CN - 40 % & (0.02 % NHCO;) 2

60 % CHiCN 6.0 ioll, HFTAHSoE o]F x4 3ol 0.5 ], €5+ 94 %, Rt = 2.393 &; MS Caled.:300; MS

Found: 301 [MH] .

B8 159 4
s1514 1-59) MzolvlhE fEAS @4 YL 7] WA 5ol vhehhain,

(:l\©:NHq
H
N NH
@NH? TN PA(OH),/C. Hs ©/ \Q .
_
7 Pd(OAC);, XPhos MeOH, 50°C, 20h NH-

Cs,CO4, toluene
. 115°C, 20h ¢

~s

MeO,C. k. yu OMe

N7ENCO,Me ‘
: o CE o
HOAC, 85°C
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[0198]

[0199]

[0200]

[0202]

[0203]

[0204]

[0206]

[0207]

[0208]

[0210]

[0211]

[0212]

[0213]
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4-nitro-Nl-phenylbenzene-1,3-diamine®] 34

old¥l (1.90 g, 20.8 mmol), 5-chloro-2-nitroaniline (3.00 g, 17.3 mmol), =Fl (100 mL) 9 CsyC04
(11.0 g, 34.6 mmol) &l Pd(0Ac), (100 mg) = Xphos (600 mg)S H7}etal, EFES 115 T oA 20 AzF

Qb wHkeIITE, WbS &R ¢ FEsle] A FA¥ (PE/EA = 20:1-5:1~2: )02 AGAlste] 2.00 g9 4-
nitro-Nl-phenylbenzene-1,3-diamine< 32 114 Hej2 AATG(FE 50 %).

MS Caled.: 229: MS Found: 230 [M+H]'.

N4-phenylbenzene-1,2.4-triamines] 34

THF/MeOH (20 mL/20 mL) %9 4-nitro-Nl-phenylbenzene-1,3-diamine (2.00 g, 8.7 mmol)2] &<of Pd(OH),/C

(0.40 )& #H71eY. EFES Hy (1 atm)dlol]l 20 AIZF &<QF 50 ColA wdtsdct, vbgo] k59 &, &3
28 ol oJNe st 1.80 g9 Nd-phenylbenzene-1,2,4-triamineS 24 od= ATt (90 % <
).

MS Caled.: 199: MS Found: 200 [M+H] .

methv] (6-(phenylamino)-1H-benzol[d]limidazol-2-y1l)carbamate®] 4]

AcOH (30 mL) 3¢ N4-phenylbenzene-1,2,4-triamine (1.80 g, 8.7 mmol)¢ &Moo 13-
bis(methoxycarbonyl)-2-methyl-2-thiopseudoeura (2.15 g, 10.4 mmol)S #H7} s}, E3ES 80 TolA 1
AlZE Zot wwkEtith. wkgo] 9gnE T ESES oyelal Ao|AE DNF/H0/NaCOsZ #E338Fe] methyl (6-

(phenylamino)-1H-benzo[d]imidazol-2-yl)carbamate (3}8}4] 1-5) 700 mgS Bt 34 TAZ AATH(29 % &
).
1H—NMR (400 MHz, DMSO-dg): & 11.74, (bs, 2H), 7.86 (s, 1H), 7.25 (d, 1H, J = 8.4 Hz), 7.17-7.14 (m,

30), 6.96 (d, 2H, J = 7.6 Hz), 6.83-6.81 (m, 1H), 6.70-6.67 (m, 1H), 3.69 (s, 3H). LCMS [°]&7 : 80 %
& (0.02 % NH,HCO;) 2 20 % CHiCN - 30 % = (0.02 % NHHCO;) 2 70 % CH,CNelA] 6.0 &, HETHO=R olg =

71 Skl A 0.5 #], 5% 98 %, Rt = 3.179 #; MS Calcd.:282; MS Found: 283 [M+H]+.

AA 2. 7t AEFAM WZzo|n|gE fFEA AX BEE 5H

o7t AME S (triple—negative breast cancer, TNBC) AlEF<l MDA-MB-231 (Cell seeding numbers:
4

1(M231) x 10 cells / wells (confluency = 25%) 2 HER2 %4 5F(HER2 positive breast cancer, HER2+
BC) M®F9l JIMT-1(Cell seeding numbers: 1.2(JINT) x 10 cells / wells (confluency > 25%))E 234
Argaeeh,

A7 EFEL 72 10% fetal bovine serum (FBS), streptomycin-penicillin (100 U/ml) 2 Fungizone
(0.625 pg/ml)S 3-73= Dulbecco's modified Eagle's medium (DMEM)®A] 5% CO,, 37 C 7 o= vjslS

o}

AF7] MDA-MB-231 % JIMT-1oA 38k 1-1, 1-2, 1-4 @ 1-59 #iZoju|t}E: 4 =A4= 242 0, 0.5, 1, 5 uM
o ksl LR 72 A7 B A T, MIS assay’|HOoE H]E*@{i%% =43k, MTS assays 96 well
platedl] 24A17F Bt AXE F2A &, 7] WzoutE FEAE 72A%F T A sk, MIS(3-(4,5-

= o}n

dimethylthiazol-2-yl)-5-(3-carboxymethoxyphenyl)-2-(4-sul fophenyl )-2H-tetrazolium) & 4A]ZF &<F whAl&L
%, Spectramax Plus384 microplate analyzerE ©]83}0] 490 nmoll A SF == SAHSA .
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