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Synthesis of 2-substitudephenoxy-5-benzyloxypyrimidines compounds
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[ Abstract] Objective To prepare 2-substitudephenoxy-5 — benzyloxypyrimidines and 2 — substitudephenoxy-5-hydroxypyrimi-

dines which had not been reported. Methods The target compounds were prepared from 2-chlorine-5-hydroxypyrimidine through hy-

droxy protection, Williamsom reaction and reduction of benzyl group. Results The synthetic process provided a simple, easy diposal

procedure and high overall yield. Fourteen new phenoxy pyrimidines compounds were prepared. Conclusions [t was a new synthetic

method which was easy to operate with moderate reaction conditions.
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ToKBRERE N, N-ZH BB BERE RILT .M
ZBE R B K4 474k, Bruker DPX 400 %Y 4% i 3t
WAL, #EA (DHG 9123A), H 37 270-50 RYLT 4143 5%
FHEAL, EWAL SGW-4 £ 2Ll 5E X,

1.1 2-BS5-(KAFPRE)ERGLR RIS g
(38.3 mmol) 2-%-5-BEHBIZREF 75 ml DMF
fiiA 6.34 g (46.0 mmol) TE/KBREREH , LR T i hn
A 7.2 g (42,1 mmol ) {RALF ,MBTERRNL 2 h,
RNLFE 2GR BB A 200 ml K #,200 ml Z B
BB, BRI RAMMEI R, KA, 5
HMAEREHIS B aE &K 7.3 g, % 8%,
mp:78 ~80°C ( C#k"*' .76 ~80C),

1.2 2-(4-FERRPERAK)S-FFREER(lc)
&A% FRERO.6 g (2.72 mmol) 2-$K-5-(EH EH) %
BEYE T 15 ml DMF wh ,fin A 0.83 g (5.44 mmol) 4-%
HAFKFEEM0.83 g (6 mmol) BxAH,0.01 g Bt
L8 A E 130 C, R 10 h, RBELE , BHE
ZiR,EEBEAA 45 ml 5KKk$,I0A 30ml ZBRZ B
ER,ZBRZEZRRMEMAAER RE . RBYE
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2a R=H

2b R=4-Me

2¢ R=4-COOMe
2d R=2-Cl

2e R=3-Cl

2f R=4-Cl

2g R=3-Br

A1

1.3 2-(4-FE P& KR L)-5 P9 (2¢) 89 4
Ak FRHL 2-(4-H1 R P i 48 S0k SULE R
0.7 g (2.08 mmol) i T 10 ml HEEE A 0.07 g
10% 4005, A 0.4 g (6.24 mmol) HVR# , i 44 1]
W2 b, S S8 A LK WA SN, VR A S

-#2 K v
)-5-4

}lll bl

Le, I, g 15 U 5 IS0

OH

LG

la R=H

1b R=4-Me

lc R=4-COOM
1d R=2-Cl

le R=3-Cl

If R=4-CI

lg R=3-Br

2-HUAR 2 B -5-32 B 0 UE A & B B

SR
2 HR5WR

AR T 14 A HARME S, BR 2a LS, HAR 13
ANE AT ) 35 A L SCHRARE o T A7 81k 15 W 1 45 g 12

b v . E 1 oA 1 o YT (g
A S ml 8 Z B fi ¥ 15min Jmiat Mk 2 H-NMR (& 1) .
0.48 g, W% :94% , 2a,2h,2d,2¢,2f, 2¢g OESWi)
1 BARLAWOEAR NMR 'HH 81§
N /R‘
7\ &
R
L
AR R, R, WA (%)  Ha(C "H-NMR
la OBn H 86 88 ~90 NMR (400 MHz,CDCIl,)5; 8.18 (s,2 H,CH-N), 7.45~7.32 (m, 5 H,Ph), 7.34 ~
7.20 (m,2 H,Ax), 7.13~6.91 (m, 3H, ArtH), 5.13 (=,2 H,CH;)
b OBn 4-Me 89 88 ~90 NMR (400 MHz,CDC1,)5:8.19 (s,2H,CH-N), 7.51 ~7.38(m,5H,Ph), 7.067 (d,
J=7.6 Hz,2H ,ArH), 7.03 ~7.01(d, J=8.5,2H,ArH), 5.12 (s,2H,CH, ), 2.26
(s,3H, Me)
le OBn  4-COOMe 87 96 ~98 NMR (400 MHz,CDCIl,)5:8.19 (s,2H,CH-N), 8.10 (d, J=8.7,2H,ArH), 7.45 ~
7. 34 tan. 5H, Ph) , 7.23 (4, J =8.7.2H,AH), 5.12 (5.20,CH;); 3.92 (s,3H,
COOMe)
1d OBn 2-Cl 94 89 ~91 NMR (400 MHz,CDCl;)8:8. 18 (s,2H,CH-N), 7452 7. 36:( m,4H, Ph) ; 7.36 ~
7.22 (m,3H,Ar), 7.13 ~6.86 (m, 2H, ArH), 5.15 (s,2H,CH,)
le OBn 3-Cl 88 83 ~85 NMR (400 MHz,CDCl;)8:8.18 (s,2H,CH-N), 7.48 ~7.36 (m, SH,Ph), 7.31 ~
7.20 (m,3H,Ar), 6.92 ~6.90 (d, J=8.2,1H, ArH), 5.20 (s,2H,CH,)
1 OBn 4-Cl 88 85 ~87 NMR (400 MHz,CDCl,)5:8.16 (s,2H,CH-N), 7.49 ~7.37 (m, 5H,Ph), 7.36 ~
7.27 (m,4H ,Ar), 5.18 (s,2H,CH,)
lg OBn 3-Br 83 97 ~98 NMR (400 MHz,CDC1,)5:8.17 (s,2H,CH-N), 7.54 ~7.39(m,4H,Ph), 7.38 ~
7.23 (m,3H,Ar), 7.12 ~6.84 (m, 2H, ArH), 5.17 (s,2H,CH,)
2a OH H 92 186 ~ 188 NMR (400 MHz, DMSO)5:10.29 (s,1H,0OH)% =8.24 (s,2H,CH-N), 7.52 ~7.45

(m, 2H,

ArH), 7.31 ~7.29 (d,J=8.2

JH,ArH), 7.24 ~ 7.18 (m,2H,ArH)
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(%%1)
e R R, BAE(%) HHECC) "H-NMR
2b OH 4-Me 95 171 ~173 (400 MHz,DMS0)5:10.30 (s,1H,0H), 8.22 (s,2H,CH-N), 7.46 ~7.43 (d, J =
9.2,2H, ArH), 7.28 ~7.26(d, J=8,2H ArH), 2.26 (s,3H, Me)
2¢ OH 4-COOMe 94 185 ~ 188 (400 MHz,DMS0)5:10.30 (s,lH,OH), 8.23 (s,2H,CH-N), 8.01 ~7.99 (d, J =
8.8,2H, ArH), 7.27 ~7.24(d, ] =8,2H,ArH), 3.86 (s,3H,COOMe).
2d OH 2.Cl 94 149 ~150  NMR (400 MHz, DMS0)5:10.32 (s,1H,0H) 8 = 8.24 (5,2H,CH-N), 7.47 ~7.45
(dd, 1H, J=7.9,1.2,ArH), 7.34 ~7.29 (m,IH,All), 7.24 ~7.18 (m,2H,
ArH).
2e OH 3-Cl 93 144 ~ 145 (400 MHz,DMS0)5,10.28 (s,1H.OH), 8.21 (s,2H,CH-N), 7.43 (s, .1H, ArH) .
7.38 =7.15(m, 3H,ArH),
2f OH 4-C 94 153 ~55 (400 MHz,DMSO)8:10.31 (s,1H,0H), 8.24 (s,2H,CH-N), 7.46 ~7.7.32 (m,4
H, ArH)
2 OH 3-Br 93 189 ~191  NMR (400 MHz, DMSO) & : 10.30 (s, IH,OH) 5 =8.26 (s,2H,CH-N), 7.46 ~

7.43 (dd, IH, J=8.4,1.2 ArH), 7.36 ~7.26 (m,IH,ArH), 7.26 ~7.19(m 2H,

ArH).
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