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ARSSTE. OIRE Exe HA IAS AXK @3 AFESIITE. A AL o2 EE dl7] stelA st

om g F AEEe] AAE 98 S ol &3

whab 3 2wl E 289 (thin layer chromatography; TLC) A7t A Zo]E(silica gel plate, Silica gel 6
F254, 25 mm)E MerckAbell A Fd&te] AFE3FATt.

3lgtE-o] % #2o] JEOL(Tokyo, Japan)AFe] JNM-ECZR 500°.% 1H, 13C MMR A E-S =A4s3th. NR &
wl= eurisotopoll Al FAsF (CD3)250S ARgstglom | &3 o|Eze(§)S pmlZE YERQn 3=
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7
(6-methoxy-3-nitropyridin-2-yl)-1H-indazol-5-amine)< A5t A H 3EE 29 o€ (ethyl), T=I
(propyl), ¥2(butyl)S 7} o}ls Z+zh wbSAIZl 5, AAHoZ AAsl] 76~91%2] &2 T =
la—cE 43U},

¥ 1
R vield(%) product
1 Ethyl 76 la
Propyl 91 1b
3 Butyl 87 1c
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2-FEZ2-6-HEA-3-HEZ3 & (2-Chloro-6-methoxy-3-nitropyridine, 0.10g, O.
EP—(5 amino-1H-indazole, 0.07g, 0.53 mmol), E&o€oll(triethylamine, 0.08 mL, 0.58 mmol)S ™ &9
L ARG, 7] slelA Ad &, ES AHI] HIMSY 308
et 942 &, w2 A ARAIA 86% &9 IFE 25 43H.
1H), 8.40 (d, J = 9.0 Hz, 1H), 8.10 (s, 2H), 7.60 (d, J = 7.0
’C NMR (125 MHz, DMSO-dg) & 166.1, 150.6, 138.4,

J 2O
o= =

30TCelA 124171
Al Y73

k.

AR 3 A
H MR (500 MHz, DMSO-dg) & 10.50 (s
C o), 6.30 (d, J = 9.5 Hz, 1), 3.80 (s, 3H).
137.6, 133.6, 130.4, 123.9, 122.8, 121.9, 114.3, 109.8, 102.0, 54.5
2. 3FE la : N6-oE-N2-(1H-Q}E-5-9)-3-UY E =12 9-2,6-t] o} [N6-Ethy 1 -N2-(1H-indazol-5-y1)-3-
nitropyridine-2,6-diamine]
3} 2(0.10g, 0.35 mmol), o= o}l (ethylamine) 70% =899 (1.87 mL, 23.14 mmol)S wgro] ¢l & 30
ColA 12A13F & WAL, 7] ShellA] A3 &, E& Hd3] H7rste] 1A17F &<t wRkAzY. A
A APES dHsle] 92 &, fuSE A AZAA IJFE 1as 76% TEZ AU
H NMR (500 MHz, DMSO-ds) & 10.93 (s, 1H), 8.29 (s, 1H), 8.21 (s, 1H), 8.07 (d, J = 10.0 Hz, 1H), 8.03
(s, 1), 7.56-7.51 (m, 2H), 6.09 (d, J = 9.5 Hz, 1H), 1.14 (t, J=7.0 Hz, 30). C NMR (125 MHz, DMSO-
d) & 160.1, 152.1, 137.3, 134.8, 133.5, 131.1, 123.2, 122.8, 117.6, 113.0, 109.9, 103.2, 32.9, 14.2
[0090] 3. FFE 1b : N2-(1H-AFE-5-9)-3-UEZ-N6-Z 2 B3| 9-2, 6-t] o} ¥l [N2-(1H-Indazol-5-y1)-3-nitro-N6-
propylpyridine-2,6-diamine]
[0091] 3}gHE 2(0.10g, 0.35 mmol), EZ o}l (propylamine, 1.91 mL, 23.14 mmol)S HWEEo] =2 & 50TCNA
12A17F &<t WHEA T, gi7] SlollA A3 T BS HH3] Hrlste] 1A7F B wwkA Y. AAdE oA A
AES dES Y d2 3 deez A AxAAY. 335 1bE 91% &= AU,
[0092] H NMR (500 MHz, DMSO-ds) & 10.93 (s, 1H), 8.33 (s, 1H), 8.20 (s, 1H), 8.07 (d, J = 9.5 Hz, 1H), 8.01
(s, H) 7.51 (t, J=9.0 Hz, 2H), 6.09 (d, J = 9.5 Hz, 1H), 3.26 (d, J = 5.5 Hz, 2H), 1.53 (t, J = 7.0
Hz, 2H), 0.85 (t, J = 7.0 Hz, 3H). C MMR (125 MHz, DMSO-ds) & 160.3, 152.1, 137.3, 134.8, 133.4,
131.1, 123.3, 122.8, 117.6, 113.0, 109.9, 103.2, 42.9, 22.0, 11.5
[0094] 4. ZFE 1c : N6-FE-N2-(1H-Q}E-5-9)-3-UE =12 d-2,6-t]o}2 [N6-Butyl-N2-(1H-indazol-5-y1)-3-
nitropyridine-2,6-diamine]
[0095] 3}gHE 2(0.10g, 0.35 mmol), n-SF-"o}(n-butylamine, 2.29 mL, 23.14 mmol)& H g =2 3 30TCNA
12A17F &QF MNEAIFTE, t7] slollA Al & ES HHS] #HUste] 1 A7 &9 kAT, AAE A4 A
AES dES Y d2 3 deez A AXAAY. 33E 1cE 87 &= AU,
[0096] " ONMR (500 MHz, DMSO-ds) & 10.92 (s, 1H), 8.29 (s, 1H), 8.19 (s, 1H), 8.07 (d. J = 9.0 Hz, 1H), 8.0
(s, 1H), 7.54-7.50 (m, 2H), 6.09 (d, J = 9.5 Hz, 1H), 3.30-3.28 (m, 2H), 1.52-1.46 (m, 2H), 1.30-1.26
(m, 2H), 0.83 (t, J = 7.5 Hz, 3H). C NMR (125 MHz, DMSO-d;) & 160.3, 152.2, 137.4, 134.8, 133.3,
131.1, 123.3, 122.8, 117.6, 113.1, 110.1, 103.3, 40.8, 30.8, 19.8, 13.6.
<A q gulol# A A (Antiviral assay)
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1. Ay

2 A|FE (Vero cells, ©]3} Vero MFE)E= A3 AJZ}F 24417 U] 48 A1zt Aol 6-D(well) AE wjF Sy olE

(BD, Falcon)ell <=n¥Att. 2g]avbA, AlE DS (monolayers)< 0, 10, 20, 40 2 60 uMe] 57}#] *tolstk

59 S3HE la BE 1bE e A AR 29 A 2/ FF AAY HArE JAY w3

AE FFe 0.0019 79 tEE(multiplicity of infection; MOI)E DRIS(S|A| 34 A who] 2] 2~ (PEDV)

ZREES HE)ol AFH A wiAR AHEHJDL 1AZE o wlSE AT mRx e A7 W -, vjo]g A

&= T2 YT v AY e la B 1bE EFSHE
Fds

A% E(virus inoculum)< H7|H 1, HE o <,
447 A wiGEHAT. HNE ag dsde md 244
3= ujo

Lo

2 REFJAIL, A3 v ZA0A
¥ ar, A% f7hA] -80TAA AGH A 182 9 7F(progeny virus titers)s= w4l 75.
X (microtitration infectivity assay)S ©]-&389 ZSHEAJCE. wlo]ldx 97} (virus titers)E 4
&% (cytopathic effect; CPE)E 7]Z= AL, 50% 228 A (TCIDs) S 2F=3Fe] YERPSL D‘r

=

2. AgAas

A LA blo] @ 2~ (PEDV) EAlo] th3t 385 1a = 1b9 Fufolgl 2 3= Vero MFEoA H7}E
Ath. Vero MEE of2g7} % 9J’“°]91 A 49 AE2EEH fElE 22, A5 Alg A XS (Cont inuous
cell line)ZA FA WAl ’\O}U}Hl ul WAl 5 e vlols WAl Aol ALE-ETEH,

'—‘_1\__

iies

e
X

@

J

I

of

E 1o B oo Add) 1o mhe sAfAA A ol A(PEDV)el e HEE laol Fujelels wnE
Bl aelEeln, w2t ¥ owge] Adel Lo wE HAFBYEAE vhole 2 (PR TiE SHFE 1be]

glolgix g IE YERlE g X o|t),

T 1% % 28 Az, ITE la @ 1bE Vero AFAA B gEZFHO =

lad] 4%, 19 § 2¢5H dAg o= DR139 HAZF #Hasts Ao= yEya, 5}1}% 1a91 Tt oA
FE DR134 A A wa] JelgAY o 34854 #4AgS F3ds = g, &, dEE 1a91 %37}
40pMel A$-olE #A F 19HE TCIDs gkol U ol S7iskA] &gk

40

JET. oot 8EE a9 wEs)

L
L
L
L

>~1

Ao 2+ ¢ 2d5H DR139 EHAVF #asteE Aoz YeiRth 35E b9 F
] = 2UNE DR139 EHAZF fHAaste] A & 4U H}O]HQJ *é
.5, 3EE 1acl HlE] 3MEE 1be 10uMe ¥ 9 EFRoA

<4 2> AXE 54 E4(Cell cytotoxicity assay)
1. A3y

3E la e IFEE 1Y HAESA a3E 34,5-yuEEe}E-2-9U)-2 5-tEdH ER SRR =
(3(4,5-dimethylthiazol-2-y1)-2,5-diphenyltetrazoliumbromide; ©]3}, MIT, Sigma-Aldrich, St. Louis, MO,
USA)E o] &3le] Vero Al3EoA H 7=tk 7HEFSHAl, Vero AlEE 96-9 AlE 8] Z o] E(BD, Falcon)ol
SR AL, 0, 10, 20, 40 E 60 uMe] 571A] Aol FE=2 §]—6]' la =& 1bE Xl A viX 2 244
7 3 43N 7 B9t A HAT. W o], ME FTde W . M2 Az MIT(G mg/ml) &< 20171 4
oAy A 72 dell HUbEAY, 18 A, AlEE %%‘ 7oA 3A17F o wiFE AT, w Y %, MIT
LHe AL, ZHo|EE 65TCoA Al AxyJrt. 2 &, tuladdZEA = (dimethyl sulfoxide; DMSO,
Hybri-Max®, Sigma-Aldrich) 200p &= ZE2ulzt F] A% (formazan crystals)S &3|A17]7] 98] 2+ Lo A
7 Q. ZEolEx 540mme] SH =AM &4 A WY &2 E4(enzyme-linked immunosorbent assay;
ELISA) mie]laZEFdolE 7] E ol&ate] NIT A& F43k7] Mol 5-10% &<k 37ClA o wjYdste] 7]
£ & AIFT.

2. 49245
T 38 H owgo] Ao 20] wpE FFE 1ao] HE MEEA A Ay agZo|a, k45 H oo 2gq
2] w2 FHFE 1ol UF AEEA BA A3 g zolr),
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