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EFFICIENT SYNTHESIS OF BENZIMIDAZOLYL- 

PHENOXYACETIC ACID O-ACETYLXYLOPYRANOSYL 

AND O-ACETYLGALACTOPYRANOSYL ESTERS 

AND THEIR ANTIVIRAL ACTIVITY 

 
H. Chen, W. Song, and S. Huang 

 
Six benzimidazolylphenoxyacetic acid O-acetylxylopyranosyl and O-acetylgalactopyranosyl esters were 
synthesized through esterification reactions at room temperature using 4-dimethylaminopyridine as a 
catalyst and triethylamine as a deacidification reagent. Their structure was confirmed by IR, 1H NMR 
spectra, MS, and elemental analysis. The synthesized compounds are all of β-configuration. The results 
show that DMAP is an effective catalyst; the yields can reach 63.6%. The above esters showed improved 
antiviral activity against tobacco mosaic virus. 
 
Keywords: O-acetylgalactopyranosyl esters, O-acetylxylopyranosyl esters, benzimidazolyl- 
phenoxyacetic acid esters, tobacco mosaic virus, DMAP/Et3N. 

  
 A number of authors have reported the bioactivity of benzimidazole and its derivatives. They are applied 
widely in medicinal chemistry, agriculture, and also as plant virus inhibitors [1-4]. 
 4-Dimethylaminopyridine (DMAP) is widely used in organic synthesis as a nucleophilic reaction 
catalyst [5, 6]. It can efficiently catalyze esterification reactions, but it has been rarely reported as a catalyst for 
the synthesis of benzimidazolylphenoxyacetic acid esters. In view of the above, and in connection with our 
recent work on the search for new phytoantiviral agents [7, 8], we selected DMAP as a catalyst and Et3N as a 
deacidification reagent for the preparation of saccharide esters 1-6.  
 The reactions are shown in Scheme 1, and the results are summarized in Table 1. We found that the 
reactions in the presence of DMAP/Et3N proceeded quickly and smoothly at room temperature under mild 
conditions and with a substantially increased yield (up to 63.6%), and decrease in reaction time compared with 
the phase-transfer catalyst (Bu4NBr) method. This method is simple; the amount of catalyst DMAP is small. 
Optimum reaction conditions were as follows: 1.5-2.5 h at 20-25°C with equimolar ratio of reagents (1 ml of 
Et3N and 0.3 mmol of DMAP for 5.25 mmol of acid). 
 The antiviral activity of benzimidazolylphenoxyacetic acid esters (43-58%) against tobacco mosaic virus 
(TMV) is higher than that of the parent acids (about 30% [8]), xylopyranosyl derivatives being more active than 
galactopyranosyl analogues (Table 1). 
 As far as we know, this is the first example of benzimidazolylphenoxyacetic acid saccharide esters 
synthesized using the DMAP/Et3N method. We propose (Scheme 2) that DMAP first reacted with 
O-acetylglycosyl bromide, quickly forming an unstable intermediate (DMAP salt), with increased 
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TABLE 1. Reaction Time, Yields, and Antiviral Activity of Esters 1-6* 
 

Reaction time, h Yield, % 
Compound 

a b a b 
Antiviral 

activity, %*2

 
1 

 
2.5 

 
5.0 

 
61.7 

 
21.3 

 
50.2 

2 2.0 4.5 63.6 23.5 54.7 
3 1.5 4.0 60.8 19.2 58.6 
4 2.5 5.5 50.7 26.8 43.3 
5 2.0 5.0 52.2 27.5 46.9 
6 1.5 4.5 58.0 30 48.6 

_______ 
* a – DMAP/Et3N method; b – phase-transfer catalyst (Bu4NBr) method. 
*2 Activity against TMV (calculated from withered spot number on the 
tobacco leaf at 0.001% concentration with 80% inhibition for NS83 used as a 
control). 

 
 
electropositivity at the glycosyl ring C(1). Further this salt quickly reacted with substituted 
benzimidazolylphenoxyacetic acid to give the target product 1-6. Thus the reaction can proceed at low 
temperature. DMAP is released recyclable. 
 Triethylamine, being a strong base (pKa = 10.88), activated the benzimidazolylphenoxyacetic acid and 
binded the released HBr, so saving the catalytic activity of DMAP.  
 The molecular ion (M+H)+ peaks of esters 1-6 were obtained by FAB (fast atom bombardment) because 
by the EI (electron impact) MS method, no molecular ion peaks were obtained. Only a 331 (m/z) fragment peak, 
which corresponds to a tetraacetylgalactopyranosyl fragment, and a 259 (m/z) fragment peak, which corresponds 
to an O-acetylxylopyranosyl fragment, were observed. Some of benzimidazolylphenoxyacetic acid fragment 
peaks were obtained both by FAB and EI methods. The fragmentation of compounds 4-6 is shown in Scheme 3. 
 

Scheme 2 
The mechanism of DMAP/Et3N catalytic action 
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 In the IR spectra of compounds 1-6 two strong and wide bi-shoulder peaks of the pyranoid ring appear at 
1000-1100 and 1200-1300 cm-1; absorption about 1750 cm-1 is attributed to the carbonyl group. In the 1H NMR 
spectra, the assignments of the hydrogen atoms in peaks are very obvious, and the coupling constant J1,2 between 
H-1 and H-2 of pyranose ring is 7.2-7.4 Hz, proving the β-configuration of saccharide esters (usually 7-10 Hz 
[9]).  
 To sum up, compounds 1-6 prepared in the system of DMAP/Et3N are of β-configuration. Their structure is 
the same as compared with compounds obtained by the phase-transfer catalytic method. 
 The antiviral activities of the synthesized compounds against tobacco mosaic virus are up to 58.6%.  
 
 
EXPERIMENTAL 
 
 IR spectra were obtained using a Shimadzu IR-435 IR spectrometer. The elemental analyses were 
recorded on an Immunomedia MT-3 elemental analyzer. Mass spectra were recorded on an HP5988A GC-MS 
instrument. 1H NMR spectra were recorded in acetone-d6 on a Varian Mercury-VX300 (300 MHz) NMR 
instrument, using TMS as an internal standard. 
 Preparation of substituted benzimidazolylphenoxyacetic acid saccharide esters 1-6 (General 
Procedure). α-O-Acetylglycosyl bromide (5.25 mmol) dissolved in 30 ml of CHCl3 was dropped into chloroform 
(30 ml) solution of acid (5.25 mmol) and DMAP (0.3 mmol) under stirring in a 250 ml four-necked round-
bottomed flask. Triethylamine (1 ml) was slowly dropped into the reaction system under stirring in 30 min at 
0°C, then kept at room temperature for 1.5-2.5 h. As soon as the reaction ended, the solution was filtered. After 
separation, the organic phase was washed to neutral with water and dried with anhydrous magnesium sulfate. 
The dense liquid was obtained by evaporation of the solvent under vacuum distillation condition. After 
separation through silica gel chromatography using ethyl acetate as an eluent, compounds 1-6 were obtained 
after evaporation of the solvent. 
 4-[2-Benzimidazol-2-yl]phenoxyacetic Acid O-Acetylxylopyranosyl Ester (1). Light brown dense 
liquid. IR (thin layer), ν, cm-1: 2940 (NH), 1743 (C=O), 1612 (C=C), 1647 (C=N), 1110-1161 (COPh), 
1015-1060, 1210-1300 (bi-shoulder peaks pyrane). 1H NMR, δ, ppm (J, Hz): 5.70-5.80 (1H, d, J = 7.2, H-1 
pyrane); 5.41-4.62 (3H, m, H-2,3,4 pyrane); 3.42-3.05 (2H m, H-5 pyrane); 2.03-2.31 (9H, m, CH3); 7.20-7.40 
(2H, d, J = 8.8); 6.91-6.71 (2H, m); 8.00-8.30 (4H, m, ArH); 4.70 (2H, s, OC(O)CH2O); 3.31 (1H, s, NH). 
Found, %: C 59.24; H 4.90; N 5.30. C26H26N2O10. Calculated, %: C 59.32; H 4.94; N 5.32. FAB mass spectrum, 
m/z (Irel, %): 527 [M+H]+ (12). 
 4-[2-(5-Nitrobenzimidazol-2-yl)]phenoxyacetic Acid O-Acetylxylopyranosyl Ester (2). Light brown 
dense liquid. IR (thin layer), ν, cm-1: 2940 (NH), 1761 (C=O), 1615 (C=N), 1510, 1365 (NO2), 1220, 1030 
(COPh), 1210-1300, 1020-1050 (bi-shoulder peaks of pyranoid ring); 1H NMR, δ, ppm (J, Hz): 5.80-5.90 (1H d, 
J = 7.2, H-1 pyrane); 5.41-4.52 (3H m, H-2,3,4 pyrane); 3.42-3.14 (2H, m, H-5 pyrane); 2.01-2.21 (9H, m, CH3); 
7.02-7.23 (2H, d, J = 9.1); 6.90 (1H, s); 8.30-8.50 (4H, m, ArH); 4.80 (2H, s, OC(O)CH2O); 3.20 (1H, s, NH). 
Found, %: C 54.57; H 4.30; N 7.32. C26H25N3O12. Calculated, %: C 54.64; H 4.38; N 7.36. FAB mass spectrum, 
m/z (Irel, %): 572 [M+H]+ (15). 
 4-[2-(7-Nitro-5-trifluoromethylbenzimidazol-2-yl)]phenoxyacetic Acid O-Acetylxylopyranosyl 
Ester (3). Yellow dense liquid. IR (thin layer), ν, cm-1: 2950 (NH), 1740 (C=O), 1612 (C=C), 1540, 1330 (NO2), 
1150 (CF), 1020-1090, 1200-1280 (bi-shoulder peaks of pyranoid ring). 1H NMR, δ, ppm (J, Hz): 5.80-5.90 
(1H, d, J = 7.2, H-1 pyrane); 5.52-4.61 (3H, m, H-2,3,4 pyrane); 3.32-3.03 (2H, m, H-5 pyrane); 2.10-2.31 (9H, 
m, CH3); 7.20 (1H, s); 7.40 (1H, s); 8.00-8.30 (4H, m, ArH); 4.61 (2H, s, OC(O)CH2O); 3.01 (1H, s, NH). 
Found, %: C 50.63; H 3.71; N 6.52. C27H24F3N3O12. Calculated, %: C 50.70; H 3.76; N 6.57. FAB mass 
spectrum, m/z (Irel, %): 640 [M+H]+ (14). 
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 4-[2-Benzimidazol-2-yl]phenoxyacetic Acid O-Acetylgalactopyranosyl Ester (4). Light yellow dense 
liquid. IR (thin layer), ν, cm-1: 2962 (NH), 1747 (C=O), 1612 (C=C), 1649 (C=N) 1010-1070, 1215-1280 
(bi-shoulder peaks of pyranoid ring), 1100-1161 (COPh).1H NMR, δ, ppm (J, Hz): 5.80-5.90 (1H, d, J = 7.4, H-1 
pyrane); 4.70-5.53 (3H, m, H-2,3,4 pyrane); 3.41-4.25 (1H, m, H-5 pyrane); 4.05-4.41 (2H, d, J5,6 = 5.5, J6,6 = 
12.2); 1.29-2.14 (12H, m, CH3); 7.30-7.50 (2H. d, J = 8.9); 6.91-6.72 (2H, m); 7.90-8.21 (4H, m, ArH); 4.60 
(2H, s, OC(O)CH2O); 3.20 (1H, s, NH). Found, %: C 58.12; H 5.00; N 4.65. C29H30N2O12. Calculated, %: 
C 58.19; H 5.02; N 4.68. FAB mass spectrum, m/z (Irel, %): 599 [M+H]+ (14). 
 4-[2-(5-Nitrobenzimidazol-2-yl)]phenoxyacetic Acid O-Acetylgalactopyranosyl Ester (5). Light 
brown dense liquid. IR (thin layer), ν, cm-1: 2952 (NH), 1741 (C=O), 1610 (C=N), 1502, 1346 (NO2), 1232, 
1068 (COPh), 1210-1280, 1030-1120 (bi-shoulder peaks of pyranoid ring). 1H NMR, δ, ppm (J, Hz): 5.70-5.80 
(1H, d, J = 7.2, H-1 pyrane); 4.75-5.58 (3H, m, H-2,3,4 pyrane); 3.45-4.20 (1H, m, H-5 pyrane); 4.00-4.35 (2H, 
d, J5,6 = 5.2, J6,6 = 12.3); 1.25-2.10 (12H, m, CH3); 6.90 (1H, s); 7.80-8.01 (4H, m, ArH); 4.70 (2H, s, 
OC(O)CH2O); 3.10 (1H, s, NH). Found, %: C 54.09; H 4.49; N 6.50. C29H29N3O14. Calculated, %: C 54.12; 
H 4.51; N 6.53. FAB mass spectrum m/z (Irel, %): 644 [M+H]+ (13). 
 4-[2-(7-Nitro-5-trifluoromethylbenzimidazol-2-yl)]phenoxyacetic Acid O-Acetylgalactopyranosyl 
Ester (6). Light yellow dense liquid. IR (thin layer), ν, cm-1: 2960 (NH), 1740 (C=O), 1620 (C=C), 1535, 1340 
(NO2), 1345, 1130 (CF), 1050-1120, 1200-1080 (bi-shoulder peaks of pyranoid ring).1H NMR, δ, ppm (J, Hz): 

5.90-6.10 (1H, d, J = 7.2, H-1 pyrane); 4.73-5.57 (3H, m, H-2,3,4 pyrane); 3.47-4.30 (1H, m, H-5 pyrane); 
4.02-4.40 (2H, d, J5,6 = 5.3, J6,6 = 12.0); 1.27-2.13 (12H, m, CH3); 7.00 (1H, s); 7.20 (1H, s); 8.00-8.40 (4H, m, 
ArH); 4.71 (2H, s, OC(O)CH2O); 3.10 (1H, s, NH). Found, %: C 50.60; H 3.91; N 5.87. C30H28F3N3O14. 
Calculated, %: C 50.63; H 3.94; N 5.91. FAB mass spectrum, m/z (Irel, %): 712 [M+H]+ (16). 
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Huang are also acknowledged. 
 
 
REFERENCES 
 
1. M. L. Hoeflfe, A. Holmes, and C. D. Stratton, US Pat. 4 714 762 (1987). 
2. V. A. Singh , J. Indian Chem. Soc., 65, 139 (1988). 
3. M. L. Lopez-Rodriguez, M. Murcia, B. Benhamu, A. Viso, and M. Campillo, L. Pardo, J. Med. Chem., 

45, 4806 (2002). 
4. S. Bahadur, M. Saxena, and K. K. Paudey, J. Ind. Chem Soc., 58, 1018 (1981). 
5. D. Q. Jiao, X. J. Du, and R. B. Wei, J. Speciality Petrochemicals, 32, 26 (1999). 
6. W. Steglish and G. Hofle, Angew Chem. Int. Ed. Engl., 8, 981 (1969). 
7. H. Chen, Z. Q. Dai, F. Q. Qu, and X. L. Huang, J. Chem. J Chinese Universities, 20, 1725 (1999). 
8. F. Q. Qu, X. R. Dong, and X. X. Luo, J. Wuhan Univ (Nat Sci Ed)., 3, 201 (1998). 
9. C. F. Yu, M. S. Cai, and L. R. Huang, J. Chemistry Online (Beijing), 3, 35 (1991). 
 
 
 
 
 
 
 
 

 
731 


	Chemistry of Heterocyclic Compounds, Vol. 42, No. 6, 2006
	EFFICIENT SYNTHESIS OF BENZIMIDAZOLYL-
	PHENOXYACETIC ACID O-ACETYLXYLOPYRANOSYL
	AND O-ACETYLGALACTOPYRANOSYL ESTERS
	AND THEIR ANTIVIRAL ACTIVITY
	H. Chen, W. Song, and S. Huang




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <>
  >>
>> setdistillerparams
<<
  /HWResolution [600 600]
  /PageSize [612.000 792.000]
>> setpagedevice


