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Ao Yzstar, &uf % POCL:E Adstel AAs AT EtOAc (25mL), H,0 (10ml)E 7] =33E 7t
st F e =& BYsAT. £AES EtOAc (2 x 20 nb)E FE3ITY. £ 471895 B0 (2 x 15 m
e AYE (15 mb)E AFHSIA, FF NaSO,E  Axse T et A9 aEnEagy
(EtOAc:Hexane=1:5 - 1:2) 2 Z3}ES AA St ¢=43F 3IES A},

de  2-(4-MEAH AR [dSAIES5-FIELGolE  {Ethyl 2-(4-methoxyphenyl )benzol dloxazole-5-
carboxylate} (ZgE 18):

Seg: 55%; FMA 1A %24 156-158T; Ri= 0.73 (EtOAc/Hexane=1/2); H NMR (300 Miz, CDCl;) & 8.38
(11, s), 8.14 (20, d, J= 8.7 Hz), 8.04 (I, d, J = 8.4 Hz), 7.53 (1, d, J = 8.4 Hz), 6.99 (2, d, J
= 8.7 Hz), 4.40 (2, q, J = 7.2 Hz), 3.86 (3, s), 1.42 (3, t, J = 7.2 Hz); C NMR (75 MHz, CDCl;) &
166.3, 164.3, 162.6, 153.5, 142.4, 129.6, 127.2, 126.6, 121.5, 119.1, 114.5, 110.1, 61.3, 55.6, 14.6.

g 2-mHdHlZ[d] &AIES-5-71E A H o) E (Ethyl 2-phenylbenzoldloxazole-5-carboxylate) (3+3E 19):

g 60% WA 1A A 102-104C; Re= 0.54 (EtOAc/Hexane=1/3); H MR (300 MHz, CDCly) & 8.42
(1H, d, J = 0.9 Hz), 8.22-8.18 (2H, m), 8.06 (1, dd, J = 8.7, 1.8 Hz), 7.56- 7.48 (4H, m), 4.40 (2H,
q. J=7.2H2), 1.42 GH, t, J =7.2 Hz2); CNMR (75 Miz, CDCly) & 166.1, 164.2, 153.6, 142.2, 131.9,
129.0, 127.8, 127.4, 127.0, 126.7, 122.0, 110.3, 61.3, 14.6.

de 2-(2,4-to)HEA D) ANZ[d]SAIES-FIELHO]E (Ethyl 2-(2,4-dimethoxyphenyl)benzoldloxazole-
5-carboxylate) (BFEE 20): & 48%; 3 WA A =7 148-150C; Ri= 0.61 (EtOAc/Hexane=1/2); H
NMR (300 MHz, CDCl;) & 8.45 (1H, s), 8.08 (1H, J = 9.3 Hz), 8.03 (1, d, J = 9.3 Hz), 7.54 (1H, d, J
= 8.7 Hz), 6.60 (1, d, J = 8.7 Hz), 6.58 (1, s), 4.40 (2, q, J = 6.9 Hz), 4.00 (3H, s), 3.87 (3,
), 1.42 (3H, t, J = 6.9 Hz); C NMR (75 Miz, CDCly) & 166.2, 163.7, 162.8, 159.9, 152.9, 142.2,
132.5, 126.8, 126.2, 121.6, 109.8, 108.4, 105.3, 99.0, 61.0, 56.1, 55.5, 14.4.

dd 2-(3,4-ToHEA D) AR [d]SAIES-FIELHO]E (Ethyl 2-(3,4-dimethoxyphenyl)benzoldloxazole-
5-carboxylate) (Z§E 21):

gt 53%; B 1A W 146-148°C; Re= 0.47 (EtOAc/Hexane=1/2); H NMR (300 Miz, CDCly) & 8.36
(1H, d, J = 1.8 Hz), 8.03 (1, dd, J = 8.7, 1.8 Hlz), 7.78 (11, dd, J = 8.4, 2.1 Hlz), 7.67 (U, d, J =
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2.1 Hz),7.50 (1H, d, J =8.7 Hz), 6.92 (1H, d, J = 8.4 Hz), 4.39 (20, q, J =7.2 Hz), 3.98 (3H, s),
3.94 (3, s), 1.42 (3, t, J =7.2 Hz); C NWR (75 Mz, CDCl) & 166.2, 164.3, 153.5, 152.3, 149.3,
142.3, 127.3, 126.6, 121.5, 121.4, 119.2, 111.1, 110.2, 110.1, 61.3, 56.3, 56.2, 14.6.
BBr:& °| &% & wdsle dnkHQl A}

o gl 2-o}d WMZE[d]SAIE-S-7IEAHolE (0.2 mmol)S F CHCly (4 mL)ol] @ar nwksk g¥o BBry (1.0
M in CHCl,, 0.3 mL, 1.5 BE)E 0T, AL E7] stolA 3 FEA 7. EFES Aoz 7lesta

2 Y7, 1.0 N HCl (1 mL)2 HA3 7hskar 158 Ft auket
k. B F7189WF 10 (2 x 10 L) Sk A9 =

H
I, T Na,SO,2 Axste] JF »=s5t9vt. A4 a=2vntE 289 (EtOAc:Hexane=1:2 - 1:
Aste] =48 FES AT (5 g 219 A= 3.0 T BBryE o] &35kt .
Hl %

ded  2-(4-Fo|=ZAHY)
carboxylate) (FFE 22):

[d] &AE-5-F12AFo|E (Ethyl 2-(4-hydroxyphenyl)benzold]oxazole-5-

FE 71%; I A, H5E=7 210-212C; R= 0.55 (EtOAc/Hexane=1/2); 1H NMR (300 MHz, DMSO-d6) &
8.26 (1H, d, J =1.5 Hz), 8.08-8.03 (3H, m), 7.68 (1H, d, J =8.7 Hz), 6.95 (2H, d, J =8.4 Hz), 4.38
(2H, q, J =7.2 Hz), 1.43 (3H, t, J =7.2 Hz); lSC NMR (75 MHz, DMSO-d6) & 167.5, 166.6, 163.1, 154.8,
143.3, 131.0, 128.6, 127.7, 121.6, 118.4, 117.2, 111.6, 62.6, 14.9.

g€ 2-(3,4-}0) 30| EZA H ) I Z [d] SALE-5-F 5 A F 0| E (Ethyl 2-(3,4-
dihydroxyphenyl)benzo[ dloxazole-5-carboxylate) (3}3E 23):

T 75%; I|MA A, 5573 214-216C; Ri= 0.35 (EtOAc/Hexane=1/2); 1H NMR (300 MHz, DMSO-d6) &

8.21 (10, d, J =18 Hz), 7.96 (1H, d, J = 8.4 Hz), 7.81 (11, dd, J = 8.4, 1.8 Hz), 7.58 (1, d, J =
9.1 Hz), 7.54 (11, dd, J =8.4, 2.1 Hz), 6.92 (IH, d, J = 8.4 Hz), 4.34 (20, q, J = 7.2 Hz), 1.35 (3N,
t. 7 =7.212); “CNIR (75 MHz, DMSO-d6) & 165.2, 164.1, 152.8. 149.8, 145.6, 141.8, 126.5. 125.9,
120.0, 119.9, 116.6, 116.0, 114.3, 110.6, 60.8, 14.2.

ag 2-(2-3o| EF A -4-H| A H ) NZ[d] SALE-5-F 5 A H o E {Ethyl 2-(2-hydroxy-4-
methoxyphenyl)benzol dloxazole-5-carboxylate} (ZgE 24):

S 20 (0.09 g, 0.27 mmol)S F4= CHCl, (4 mL)ol Wil muks Galo] BCly (1.0 M in CH,Cl,, 0.28 ml)E
0T, A2 41 S AR, B TASE Yeos ) b E AR e % F 0

7+ % = 3]

s & 3}ar,
I (1 mL)& A3 718k, 15% 5 g

&
SIRTA=I R R

il

0N L EFES (ULl (2 x 20 )2 53
23 F718mFS B0 (2 x 10 L) 9 295 (10 nL) 2 AH3skar, F Na,S0,2 Axste] Wg 553}
St A9 AEvtEIdY (EtOAc:Hexane=1:2)%2 Z3}FES AASte] =43 3| 14 313E 24 (0.08 g

89%)2 At H=4 154-156°C; Ri= 0.70 (EtOAc/Hexane=1/2); 'H NMR (300 MHz, CDCly) & 11.33 (1H, s),

A

ro

8.31 (1H, d, J = 1.8 Hz), 8.05 (1H, dd, J =8.4, 1.8 Hz), 7.84 (1H, d, J =9.0 Hz), 7.54 (1H, d, J =
8.4 Hz), 6.57 (1H, d, J =2.1 Hz), 6.54 (1H, dd, J =9.0, 2.1 Hz), 4.41 (2H, ¢, J =7.2 Hz), 3.85 (3H,

s), 1.44 (8H, t, J = 7.2 Hz); 13C NMR (75 MHz, CDCl;) & 165.8, 164.4, 164.1, 160.8, 151.6, 140.2,
128.2, 127.5, 126.6, 120.4, 110.0, 107.8, 103.1, 101.2, 61.2, 55.5, 14.4.

g 2-(4-3to| =F A -2-H ZA #H )= [ d] SAIE-5-7HE A H 0| E {Ethyl 2-(4-hydroxy-2-
methoxyphenyl)benzol dloxazole-5-carboxylate} (ZgE 25):

shHE 20 (0.09 g, 0.27 mmol)& 5= CHCl, (4 mL)ell Wi wwkgh gofef AICI; (0.12 g, 0.92 mmol) & A

2917] slolx Ahsieith, whe BT ALolA 4847 ok mubeledth whg @ F RO (1 ml)E A3
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Zbstar, 158 o wwreldnt. £ES CHCl, (2 x 20 mL) & &3, £ #7]8v3S HO0 (2 x 10 m
e AYE (10 mb)E AFHst, FF NaSO,E  Axsle T et A9 v Eagy
(EtOAc:Hexane=1:2) 2 %33ES AASt +48 WA ux9 FE 25 (0.04 g, 4295 I}, 54
204-206°C; Re= 0.22 (EtOAc/Hexane=1/2); H NMR (300 MHz, CD.COCDy) & 9.48 (1H, s), 8.29 (1H, s), 8.04
(1H, d, J= 8.4 Hz), 8.00 (1, d, J = 8.4 Hz), 7.71 (1M, d, J = 8.7 Hz), 6.68 (1M, s), 6.63 (1H, d, J
= 8.4 Hz), 4.38 (20, q, J= 7.2 Hz), 3.94 (3H, s), 1.40 (3H, t, J= 7.2 Hz); CNMR (75 Mz, CD:COCDy)

6 166.3, 163.2, 161.3, 154.1, 143.1, 133.6, 127.8, 126.8, 121.4, 111.0, 108.8, 106.9, 100.5, 99.7,
61.6, 56.2, 14.7.

g 2-(2,4-t}o] o] EEAH D) A Z [d] SAIE-5-TI AP 0| E {Ethyl 2-(2,4-
dihydroxypheny! )benzol dloxazole-5-carboxylate} (3= 26):
3}3tE 24 Az o]gH AAfo] wl, 33HE 25 (0.09g, 0.29mmol)= BCl; (1.0M in CH.Cls, 0.58mL)= =8

sho] slmal A BE 26 (0.08 g, 97H)S AT, HEA 218-2201C; Re= 0.12 (EtOAc/Hexane=1/1); H MR
(300 MHz, CDCOCDs) & 11.19 (1H, s), 9.53 (1M, s), 8.27 (I, d, J = 1.2 Hz), 8.06 (1H, dd, J = 8.4,
1.8 Hz), 7.85 (1, d, J = 9.0 Hz), 7.76 (1M, d, J = 8.4 Hz), 6.59 (1, dd, J = 9.0, 1.8 llz), 6.52 (1H,
d, J = 1.8 Hz), 4.37 (2, q, J = 7.2 Hz), 1.40 (3H, t, J = 7.2 Hz); C NMR (75 Mz, CD:COCDy) &

166.0, 165.4, 163.9, 161.7, 152.4, 141.0, 129.6, 128.5, 127.3, 120.5, 111.2, 109.5, 103.8, 102.9,
61.8, 14.6.

g 2-o1d WZ[d]]1SAIE-5-Ft2 5 °]E (ethyl 2-aryl benzoldloxazole-5-carboxylate)®] o] tig
A=Al Az}

S8 2-01e WE[dISAE5- 2B AN E (0.17 mol)E T4 THF (3 al)e] Wi ket golol LiAll, &
of (1.0 M in THF, 0.34 mL, 0.34 mmol, 2.0 equiv.)& 0T, HA &917] stelA g W&y 7tepgiet. £945
& Aeow Jlesta, 308 B WIS g 4R F 0CR WAL, T3 Na0y FE (1 nl)E A
N3 Hrrske] BEre] LiAlLE AX3w 202 ZoF wukslgit. AAd®E dgale ofusli, ofg olAHelE
(2 X 10 mL)2 A#3s 5 a3t A7l ARvE ]
(MeOH/CHCL=1/10)2 28RBS Aaae] =2et s1etEo Aor [#: sh8tE 2. 3 2 79 AAd=
EtOAc:Hexane=1:2 - 1:1& o] &3} t}H].

i, 5 Arlees

-
=
&
w
S
i
Y
BN
ol
ol
8
ol
EEl
_1

4-(5-(Fto| =EEAH )M Z[d] $AE-2-L)HE (=FPAZEAIE F) (4-(5-(Hydroxymethyl)benzol dloxazol-2-
y1)phenol (nocarbenzoxazole F)) (& 1):

S8 05 wEA 1A S 230-232°C; R = 0.25 (MeOH/CH.CI=1/10); H NMR (300 MHz, DMSO-d6) &
10.36 (11, s), 8.01 (2, d, J = 7.5 Hz), 7.64 (1, d, J = 8.1 Hz), 7.62 (1, s), 7.29 (1, d, J = 8.1
Hz), 6.94 (2H, d, J = 7.5 Hz), 5.35 (IH, br s), 4.59 (2H, s); C NMMR (75 MHz, DMSO-d6) & 162.8,
160.7, 148.9, 141.6, 139.2, 129.2, 123.3, 117.2, 116.9, 116.0, 109.9, 62.8; EI-MS m/z 241 (M), 207

(base), 148, 119; HRMS: Calcd for Cul1iNO; (M+)I 241.0739, found: 241.0744.
2-H I MZ[d] 2 AFE-5-Y)WE-E {(2-Phenylbenzol dloxazol-5-y1)methanol} (FF= 2):

& 9% B3 1A Z5F 146-148T; Ry = 0.31 (MeOH/CH,Cl1,=1/20); I NMR (300 MHz, CDCls) & 8.24-
8.21 (2H, m), 7.73 (1H, s), 7.55-7.50 (4H, m), 7.35 (1H, d, J = 8.4 Hz), 4.80 (2H, s), 2.41 (1H, br
s); “C MR (75 MHz, CDCl;) & 163.6, 150.3, 142.3, 137.9, 131.7, 129.0, 127.8, 127.2, 124.5, 118.6,

110.6, 65.5; EI-MS m/z 225 (M+, base), 224 (M-H), 208, 194; HRMS: Calcd for CyHiNO, (M+)I 225.0790,

_10_
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found: 225.0783.

2-(2,4-tho)m| EA H Q) A Z [ d] SAIE-5-D) i EHL  {(2-(2,4-Dimethoxyphenyl)benzol dloxazol-5-y1)methanol}
(3= 3):

gt 92%: WAl 1A == 134-136T: R= 0.3 (EtOAc/Hexane=1/2): 'H NVR (300 MHz, CDCly) & 8.05 (1H,
d, J=8.4Hz), 7.70 (I, s), 7.45 (10, d, J = 8.4 Hz), 7.25 (11, d, J = 8.7 Hz), 6.60 (1H, dd, J =
8.7, 2.1 Hz), 6.56 (1H, d, J = 2.1 Hz), 4.75 (2H, s), 3.99 (3H, s), 3.87 (3H, s), 2.62 (1, br s); C
MR (75 MHz. CDCls) & 163.6, 162.2, 160.0. 149.6, 142.3, 137.6, 132.5, 123.9, 118.4, 110.2, 109.0,
105.5, 99.2, 65.5, 56.3, 55.8; EI-MS m/z 285 (M, base), 284 (M-H), 254, 148; HRMS: Calcd for CygisNO,

(M): 285.1001, found: 285.1011.

2-(5-(Elo| EEAYE )N Z[d] SA1E-2-Y)-5-H EA H & {2-(5-(Hydroxymethy!1)benzol dloxazol-2-y1)-5-
methoxyphenol} (FFE 4):

g 3% 9EA ;A HEd 170-172T; R= 0.30 (MeOH/CH,CL=1/15); H NMR (300 Miz, CDCly) & 7.90
(1H, d, J = 8.4 Hz), 7.68 (1, d, J = 1.5 Hz), 7.55 (1, d, J = 8.7 Hz), 7.36 (I, d, J = 8.4, 1.5
Hz), 6.63 (1M, d, J = 2.4 Hz), 6.59 (1M, dd, J = 8.7, 2.4 llz), 4.83 (2l,s), 3.8% (3, s); C NMR (75
MHz, CDCly) & 164.2, 163.7, 160.8, 148.6, 140.5, 138.1, 128.4, 124.1, 117.4, 110.5, 107.9, 103.8,
101.4, 65.5, 55.8; EIMS m/z 271 (M, base), 254, 240, 149; HRMS: Caled for CHiNO, (M): 271.0845,
found: 271.0851.

4-(5-(BIo| =S A v )= [ d] SAME-2-)-3-H A s & {4~ (5~-(Hydroxymethyl)benzol dloxazol-2-yl)-3-
methoxyphenol} (ZFE 5):

T8 94%; HEA A w53 214-216TC; R= 0.18 (MeOH/CHC1,=1/10); 1H NMR (300 MHz, CD;OD) & 7.93
(1H, d, J=8.7 Hz), 7.68 (1H, s), 7.56 (1H, d, J = 8.7 Hz), 7.35 (1H, d, J = 8.4 Hz), 6.60 (1H, d, J
= 1.8 Hz), 6.54 (10, dd, J = 8.4, 1.8 llz), 4.72 (2, s), 3.95 (3H, s); C NMR (75 MHz, CD,0D) &
164.1, 161.9, 143.0, 139.8, 133.3, 125.2, 118.3, 111.1, 109.2, 107.8, 107.6, 100.6, 99.7, 65.3, 56.3;
EI-NS m/z 271 (M, base), 254, 240, 149; HRMS: Caled for CisHiNO, (M): 271.0845, found: 271.0834.

4~-(5-(Blo| =EEA M)A Z[d] SAE-2-L )il A-1,3-1} o] & {4-(5-(Hydroxymethyl )benzol dloxazol-2-
y1)benzene-1,3-diol} (3= 6):
g 92%; H3A 1A4]; H=7 224-226C; R= 0.21 (MeOH/CH,C1,=1/10); 1H NMR (300 MHz, CDsOD) & 11.28

(1H, s), 10.45 (1H, s), 7.81 (1H, dd, J = 8.7, 2.1 Hz), 7.70 (1H, dd, J = 8.4, 1.8 Hz), 7.65 (1H, s),
7.33 (1H, d, J =8.4 Hz), 6.50 (1H, d, J = 8.7 Hz), 6.45 (1H, s), 5.38 (11, t, J = 4.5 Hz), 4.60 (2H,

d, J = 4.5 Hz); C NMR (75 MHz, CDOD) & 162.9, 162.6, 159.6, 147.3, 139.8, 139.4, 128.7, 123.5,

116.1, 110.1, 108.7, 102.8, 102.0, 62.7; EI-MS m/z 257 (M+, base), 256 (M-H), 240, 228; HRMS: Calcd
for Cy4H;NOy (M+)I 257.0688, found: 257.0692.

(2-(2,4-tho| W1 EA B D) Z[ d] SALE-5-Y) W E2  {(2-(2,4-Dimethoxyphenyl)benzol dloxazol-5-y1)methanol}
(3§E 7):
T8 95%; WA T1A]; HEH 130-132TC; Re= 0.25 (EtOAc/Hexane=1/2); lH NMR (300 MHz, CDCls) & 7.86

(1H, dd, J =8.1, 1.5 Hz), 7.75 (1H, d, J = 1.5 Hz), 7.73 (1H, s), 7.54 (1H, d, J = 8.4 Hz), 7.35 (1H,
d, J=8.1Hz), 7.00 (11, d, J = 8.4 Hz), 4.82 (2H, d, J =6.0 Hz), 4.03 (3H, s), 3.99 (3H, s), 1.88

_11_
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(1, br t. J =6.0 Hz); C NMR (75 MHz, CDCly) & 162.9, 152.2, 150.4, 149.4, 142.6, 137.8, 124.1,

121.4, 119.9, 118.3, 111.2, 110.5, 110.3, 65.7, 56.4, 56.3; EI-MS m/z 285 (M+, base), 284 (M-H), 268,
163; HRMS: Calcd for CieHisNO, (M+)I 285.1001, found: 285.0983.

4-(5-(FFo| =EZA W E )il = [ d] SAHE-2-¢)HlA-1, 2-t} o] & {4~ (5~ (Hydroxymethyl)benzo[ dloxazol-2-
yl)benzene-1,2-diol} (3&E 8):
T 91%; 93 uA); ZEH 222-224C; R= 0.18 Ri= 0.18 (MeOH/CH,C1,=1/10); 1H NMR (300 MHz, DMSO-

d6) & 9.80 (1H, s), 9.53 (1H, s), 7.63 (H, d, J = 8.7 Hz), 7.62 (I1H, s), 7.56 (1H, d, J = 2.1 Hz),
7.51 (1H, dd, J = 8.4, 2.1 Hz), 7.29 (1H, d, J = 8.7 Hz), 6.90 (1H, d, J = 8.4 Hz), 5.30 (1H, t, J =

4.2 Hz), 4.60 (2H, d, J = 4.2 Hz); C MMR (75 MHz, DMSO-d6) & 162.9, 149.2, 148.8, 145.6, 141.6,
139.1, 123.2, 119.4, 117.3, 116.8, 116.0, 114.1, 109.8, 62.8; EI-MS m/z 257 (M. base), 256 (M-H),
240, 228: HRMS: Caled for CuHuNO, (M): 257.0688, found: 257.0681.

oo e AgAem Y 7Hedh 3-obm|i-4-sto] =AM 1H(3HH
(= 1. 37 22004 HS0, EAst dgeR sgtsE 95 i%ﬂﬂﬂd 22kl
dojxtt. o, A Wit e 11-13& 60TlA S0CI,9F ¥EE-Al7] o

16 2 170] AT, oA AA glo] thE WAlA ntE ARgEY. FoR, Fo WS Fol FHa et
B 103 145 29 7142 o]&3sle F8 YFE4ukS-(cyclodehydration reaction)S 73] 9113}(}1 1).
POCl;, PCls, HpSOs, PoOs, SOCly, CHsSOsH 2 CF3SO0sHE DMF, <= ofAEAE, 1,4-Tho] Al 4 gy

:_
rlo
K}

& Bl QEReshie 2adnat. dfges dgsel nE AREe ARG 19 3, 4 o
7) EE e £E2 IFE 188 AYUUH(E 19 1, 2, 5, 6 ¥ 8-11). 7IMA L, POCls= 1,4-tvFo]SAkel A €
FEFIE wilske] FgE 185 55% TER e 7 ATHE 19 12). WS AREE FoAY EHE AdtE
FEo] FohAAl FUTHGE 19 133 14). o3 HAste e wel, sgHE 109} Ak wlxd FEdte]
= 3ehe 165-179] vbgo R MZESARE ShehE 19-210] 27t Aotk & 18 3ehe 109} 3ehE 14 (1o 9
A9 Wl H4 249 AAF Adfolth.
* 1

Entry Reagent Solvent Time (h) Yield (%)

1 POCl; DMF 0.5 15

2 POC15 1,4-dioxane 0.5 15

POC1; Pyridine 0.5 N.R

H,S0, Ac,0 1 N.R

5 POCl; DMF 3 16

6 POCl 5 1,4-dioxane 3 29

7 PCl; 1,4-dioxane 3 N.R

8 P,05 1,4-dioxane 3 24

9 SOC1, 1,4-dioxane 3 17

10 CH5S0sH 1,4-dioxane 3 25

11 CF3S0sH 1,4-dioxane 3 20

12 POCI; 1,4-dioxane 15 55
13 POC15 1,4-dioxane 12 45

_12_
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14 POC15 1,4-dioxane 24 35

[0110] o=, sIeHE 18 ¥ 218 BBrs(boron tribromide) &<H(1.0M in CHCl,) o2 AHEstW £ &= 33HE
229} 230] 74z} AAHJTE. BgE 202 BCl; £99(1.0M in CHLCl) ¥ AICLE Aeld ddEsly] o] zhzh 3}

B 249} 257} AT, M=2EAE 9% Aa EE Ata 9x9 ZAgoldoe® &, Bl & 4 X EG

= 20 fiAddA o] gHdste] #@A ] mAolrt. BCly7F HEE ofdWErE EFH o R HduYHoR A AEA

FeteR, B IHAES AICLE o83t 4' A9 EvEstd dFS Fo o= AR ATt sFE

25% BCl:& ¢ wEslso] Ml=2Al= 315t 260] Huk, HFH oz, 3gtE 22, 19, 20, 24-26, 21 2 23

o

st

2 LIAILE o]&3te dxHZ7] 3dutgos Ex =R e HESAE 3gE 1-8S 47 =2 82 dAdt
(91-97%). RE =¥ SFE 1-8& MR (H- 2 'C-) 2 NS vlolelz A4

[0112] Abstd A AA A 3§

[0113] SAdE Wz ALE 3R 1-89 AstE A A AAAERAe] AETH e A (lipopolysaccharide;
LPS) o 2 A=38k RAW 264.7 A3ZoA ﬂ%%z%ﬂﬁ A AZA Abstd s S Sk HUbsiodh. ks
zol wlg e AEA Wvle ve waE A7 BAse 2% skl AsAs FES A A
QAR o4k B AU BEE Griess WL olfd wysd wyow nyAewn Hr AL L-

NMMA(NG—Monomethyl—L—arginine acetate) = YA HFRToE o] 83Tt F 25 =IMHER2AIE F(EHEE 1)<
I FEAEEEE 2-4 2 6-8)9 AbstE A A AadE e

F 2
[0114] Compound |\ production (% inhibition)"" Proliferation’ IGso
1 M 10 pM 1 M 10 pM Cul)
LPS 100.0 + 1.8 (0.0) | 100.0 + 1.8 (0.0)
1 1206 + 1.1 972 £ 3.9 (2.8) | 111.9 + 2.1+ | 91.8 + 4.8 | 26.24
(20.6)%+
2 107.7+ 2.5 (<7.7) | 92.2 + 2.7 (7.8) | 90.2 + 3.1 | 84.6 + 1.4%+ | 29.11
7.7 + 0.7 926 + 1.7 (7.4) | 92.7 + 3.8 | 103.1 + 1.1 | 27.31
(=17.7)*x
1 117.0 + 2.3 9.6 + 1.5 (3.4) | 99.2 + 5.1 | 98.9 + 4.1 | 21.01
(-17.0)%+
6 115.0 + 1.3 (- 873+ 0.7 (12.7) | 1044 + 4.1 | 98.1 + 5.1 | 28.2
15.0)x
7 114.6 + 4.4 (-14.6) [ 110.4 + 2.5 (-10.4)| 97.1 £ 2.0 | 92.2 £ 4.0 | 39.91
8 9.6 + 25.4 (9.4) 6.5 + 3.3 9.9 £ 3.9 | 9.9 + 6.2 8.17
(53.5) %5+
L-NMUA 952 + 1.1 (4.8) |80.5 + 2.9 (19.5)%+| 102.2 + 2.5 | 100.7 + 1.8 | 18.77
OI15] A A M) FFLEEAAE AT BATH FHL LPS AelTate] Aolol wiEE E Ao|THp
< 0.05, **P < 0.01, #*xP < 0.001).
[0116] "% Inhibition& ZE 2 LFERIIT}.
[0117] F2d M E o3t Astd s As| ol -89 g¥3& RBUYHSFHAE 2). =IMIESAE G(

ME
:Cg
jﬂ
i&
o

Ab

= 5+ “H—or =g st . WAA A LPSE =¥ "J@r AL Age W=
AFE oJE] & gEAH SR AHAT. BEE FEES A 501 ul)dAE AA AdsdAs A4E 7
Al AT, 1314 SheHE 6% 82 dlxa L-NMAY Hlueksls o) H3 5%(10 ul)eA 7HE £ AaEA
LERATE. ok ofuet, AbshAA Ao gk Aa mvt AlE SRHEY] AEsAel oF ZIAE g
7] 8t AME AEES NIT{ 3-[4,5-dimethylthiazol-2-yl]-2,5-diphenyltetrazolium bromide}2] HEz}Z
o ol AA o R e 7|xete] Hrlsgitt. 1 A, S3E 14, 6-82 FIRA] ARESE HEAA

H~
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8.17 uM= et 01 Ades T, Hl=SAS FxA 2/ A JtElEo] = 3t

(s}
2wl L-NAK S o 9423k 2kstd & A axs veld .

=y
Eo]
R! R?
AN
k; o) 3
o2 4
1R! R?=H, R? = OH (Nocarbenzoxazole F) 2R, R, R*=H
3R, RP*=0OMe, R?=H 4R'=0H, R?>=1, R?=0OMe

5R!=0OMe, R? = H, R® = OH (Nocarbenzoxazole G) 6 R', R*=OH, R* =H
7R'=H, R?, R* = OMe 8R'=H,R?, R*=0H
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H,S 04
EtDH
oy reflux. .

58,
5%,

EtO

10

vty

18RI RI=H R*=0Me
2IRI=H. RLR*=0Me

k MeO

N

EtD 2
Q0

20

AICL

B ——
CH,Cly. -78 °C -1t
48 1, 42%

EtO

22,19, 20,
24-26. 21,23 TH'F

0°C-rt.0.5h
01-97%

5}

— — — —
I o oo
o ol i _,>L
2 o ol
o N

= o

f

o

>~

=

oo

[

=
ot
Ng

g
oM,
[

_ LM,

*@z

POCI; EtO
—_—
1.4-Dioxane

90°C,15h
48-60%

BBr;

—_—
CH;Cly, -78 °C -1t

12 h, 71-75%

BCly

CH,Cly. -8 °C -1t

2h, 8§9%

MeQ

o}
25

0 Rl R]
N
(6]

EtQ

on
Ju
Jin
Qi

10-1997518

o R! o Rr!
2 s0CL p
HO R —_— K
60°C.2h
R} R?

MR R*=H.R'=0Me 4R/ R*=H R*=0OMe
12R' R*=0OMe, R*=H  16R! Ri=OMe R’=H
13R! =H.R® R} = OMe 17R!=H. R: R*=0OMe

(9]

18RLRI=H. R =OMe
19r. R R'=H

20R! . R¥=0OMe.R*=H
21 R!=H.R2 R =0OMe

Q R! R
"
EQJUL\> <\:§ &3
O

22RLR=H. R =0H
23R!=H RLR'=0H

Q HO

N
p OMhMe
191

24

L— EtO N
CH,Cl,, -78°C -1t OH
"3} (8]

3h 97%
206

s

peste®

1R.R?*=H R*=0H
3Rl R*=0OMe R'=H

2RLRILR*=H
4R'=0OH R*=H.R} =OMe

5R!=OMe RI-H. R'-0H 6RLR*=OH.R’=H
TR!=H R R®=0OMe SR!=H R .R*=0H
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