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Abstract

2-Chloromethyl-3,5-dimethyl-4-methoxypyridine was synthesized by use of 2,3,5-trimethylpyridine
as the starting material. The synthetic route contains five steps including N-oxidation, nitration,
nucleophilic substitution, alcoholation and chloromethylation. The target product was qualitatively
and quantitatively analyzed using 'H NMR, FT-IR, and HPLC testing methods.
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¥t &) 2,3,5- I EENENE 71.7 g (0.6 mol) IIAF] 500 mL () = FGeli T, RIAA &L, S,
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fh 2,3,5- - FR LI IE-N-Z 4k ). "HNMR (CDCls, 400 MHz) § (ppm): 7.91 (s, 1H, 0-H), 6.81 (s, 1H, m-H),
2.34 (s, 3H, 0-CH3), 2.19 (s, 3H, m-CHg), 2.12 (s, 3H, m-CHj).
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Figure 1. Reaction scheme of 2-Chloromethyl-3,5-dimethyl-4-methoxypyridine
E 1. 2-R BB E-35-ZHE-4-BFEMIE R MRIZEE
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FEVKKIB I T, EREHIRS T 30 mL ik H,S0, 18 hn# 2,3,5-= 1kt ne -N-E b, ¥
SN P AR T S 80°C~90°C , I 37 VUG - 4 1 ¥ i . Ak P VR R (TR R 100 miL ¥k H,S O, F1 80
mL65%K HNO3 2 /i), N5 e)a, ORIE RS P iR B i il 7E 85°C /iy, RIS 4~5 h, TLC HRER
RTINS 7 56 4 o ARl SR NS SRS, A7 SRS P B A &2 = R S B N KK S Tl FE N Na,pCOs i M F 7K
AR pH = 8~10. # & PR AR BRI AZERGR, ToKIREREBR/K, ST JI8. e T4
1B, MBI EEARY, H/bE R EOERER, EI0R FELS S, 93528 GAIREEY 4-1H
$£-2,3,5-= FHIEMEIE-N-SE ALY, FRE, EE N 85.50 g, 4% N 99.3%, X i 5 i Mt R 20 A 78.3%. "THNMR
(CDCl3, 400MHZz) 6 (ppm): 8.08 (s, 1H, 0-H), 2.50 (s, 3H, 0-CH3), 2.27 (s, 3H, m-CHa), 2.23 (s, 3H, m-CHs).
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¥ IR R 179 18.2 g (0.1 mol) 4-fiFF-2,3,5- = H BL kg -N-SA ALY E AR 7E 20 mL R, 7R
T, ¥4 8.0 gNaOH #1 80 mL B VR A VAR A B HIRAS NN B BRI, Winsstes, Fm
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WEGERTOHLEL, IR TR B B iRy, S E AL, RInT133)7Y) 2,3,5-= R Kk-4- F A Rk g -N-
ALY, #EN 13.88 g, 7% A 83.0%. "HNMR (CDCl;, 400 MHz) § (ppm): 7.95 (s, 1H, 0-H), 3.65 (s, 3H,
p-OCHa3), 2.39 (s, 3H, 0-CH3), 2.15 (s, 3H, m-CH3), 2.11 (s, 3H, m-CHs),
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K WEEANUE, ST, ZATSRE, nRE1=1) 2- 2 HJE-3,5- — HIBE-4- g ik, HEM7.19 g,
XGNP 5 20 86.0%. "HNMR (CDCly, 400 MHz) 6 (ppm): 8.42 (s, 1H, 0-H), 5.11 (s, 2H, 0-CH,-),
4.09 (s, 3H,p-OCHs), 2.47 (s, 3H, m-CHs), 2.46 (s, 3H, m-CHg). A4tk al BT TR b M
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BEREAE N, A G e TR IO Ak B NN RS R R A o I S AR 7], AEVKVR AL R, FE 1A
S INNHT 10.71 g (0.09 mol) SALIEAFT 10 mL — 50 R4 BRTR A TN se e, 4k SRR N
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2-50 F -3 1 3 -4- F A SR e ER AR AR ) FT-IR S I An P 2 Fis . &) 2 o, %K A = 726.47 em™*
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2-5 1 H-3,5- — F L -4- FRAE I E R R £ 1 THNMIR 3 [ 44 3 s . *HNMR (DMSO-dg, 400 MHz)
5 (ppm): 8.62 (s, 1H, 0-H), 5.09 (s, 2H, 0-CH,-), 3.99 (s, 3H, p-OCH3), 2.36 (s, 3H, m-CH,), 2.32 (s, 3H,
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Figure 2. FT-IR of 2-Chloromethyl-3,5-dimethyl-4-methoxypyridine
[ 2. 2-F R E-3,5- —FRE-4-AFEMIER FT-IR 1L E
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Figure 3. 'HNMR of 2-Chloromethyl-3,5-dimethyl-4-methoxypyridine
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