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Abstract

Racemic 1,2,3,6,7,8,11,12,13-nonamethoxy-10,15-dihydro-5H-trbibenzo [a,d,g] cyclononene
was prepared via trimerization of 3,4,5-trimethoxybenzyl alcohol catalyzed by Lewis acids such
as AlCls, ZnCl,, FeCl; and SnCly in chlorinated solvents. The reaction proceeded smoothly in
dichloromethane with SnCl, as catalyst and gave 54% yield. Some open chain oligomers were
also obtained.
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Introduction

Functionalized cyclotriveratrylenes (CTV), also referred as tribenzocyclononene (TBCN), have
attracted much attention because of their rigid cone shaped frame and chiroptical properties.'
1,2,3,6,7,8,11,12,13-Nonamethoxy-10,15-dihydro-5 H-trbibenzo[a,d,g]|cyclononene (NDTC) was
first isolated when Bosh attempted to couple 3,4,5-trimethoxybenzylmagnesium chloride and
1,3,4-trimethylpyridium iodide.” This molecule exhibits C; symmetry and is chiral (Figure 1).*
The resolution of racemic NDTC has not been reported, but the structure was determined by X-
ray crystallographic analysis and the racemic mixture was discriminated by 'H-NMR using chiral
shift reagents.*” NDTC is usually prepared by trimerization of 3,4,5-trimethoxybenzyl alcohol in

the presence of H,SO, (aq.)' or bentonite-clay® with yields less than 12%.
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Figure 1. Structure of NDTC.
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Figure 2. Compounds derived from 3,4,5-trimethoxybenzyl alcohol in the presence of AICls.

Results and Discussion

In our attempt to couple 3,4,5-trimethoxybenzyl acetate and benzoyl chloride in the presence of
AICl3 in CH,Cl,, NDTC was obtained in 20% yield. Under the same reaction conditions, methyl
3.4,5-trimethoxybenzyl ether or benzyl 3,4,5-trimethoxybenzyl ether could also be cyclized to
NDTC. When 3,4,5-trimethoxybenzyl alcohol was used directly, NDTC and some other
compounds such as 2, 3, 4 and 5 were obtained (Figure 2). The reaction may proceed through the
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intermediate generated from benzyl alcohol with AICl; leading to 2, 3, 4, 5 and eventually
NDTC.

Further study indicated that 2 equivalent AICl; is optimal for the synthesis of NDTC,
whereas the yields are not significantly different at 20°C 10 °C, 0°C or - 10°C and - 20 °C.
Many other Lewis acids, such as ZnCl,, FeCl; and SnCl, could catalyze the trimerization. SnCly
gave the highest yield (54%) (Table 1). TiCly did not catalyze the trimerization and gave 3,4,5-
trimethoxybenzyl chloride as major product in a yield of 60%.

Table 1. Trimerization of 3,4,5-trimethoxybenzyl alcohol in the presence of Lewis acids*

Entry Lewis acids Isolated yields
(%)
1 AICl; 24%
2 ZnCl, 29%
3 FeCl; 22%
4 TiCly trace
5 SnCly 54%

*Carried out in CH,Cl, at rt. with 2 eq. Lewis acids. The reaction was quenched with water when
the alcohol had been consumed.

Table 2. Effects of solvents on the trimerization of 3,4,5-trimethoxybenzyl alcohol*

Entry Solvent Isolated yield (%)
1 CH,Cl, 54%
2 CICH,CH,Cl 47%
3 CHCls 49%
4 CCly 40%
5 CH;CCls 29%
6 CS, trace
7 CH;NO; 20%

*Carried out at rt. with 2 eq. SnCly. The reaction was quenched with water when the alcohol had
been consumed.

SnCly was selected to investigate the effect of solvents. The results showed that chlorinated
solvents are suitable for the reaction except CH3CCl; (Table 2.)
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Experimental Section

General Procedures Melting points were determined using an XRC-1 melting point apparatus
(Sichuan University Science Instruments Factory) and are uncorrected. IR spectra were carried
out on a Perkin Elmer Spectrum One spectrometer. Mass spectra were obtained on a Finnigan -
LCQE* mass spectrometer (ESIMS) and VG7070E mass spectrometer (EIMS). NMR spectra
were recorded on a Bruker Avance 600 spectrometer with TMS as internal standard. 3,4,5-
Trimethoxybenzyl alcohol was synthesized from reduction of methyl 3,4,5-trimethoxybenzoate
with LiAIH, in 85% yield. 7 All commercial reagents were purified according to the reported
procedures® prior to use.

General procedure for the synthesis of NDTC

To the solution of 3, 4, 5-trimethoxybenzyl alcohol (198 mg, 1 mmol) in 20 ml solvent was
added 2.0 equivalent Lewis acid. The mixture was stirred at room temperature until completion
(about 0.5 h, monitored by TLC). The reaction mixture was then poured into ice water, the
aqueous layer was separated and extracted with chloroform (2x10 ml). The organic layers were
combined and washed successively with 1 mol/L HCI, water and brine, dried over anhydrous
MgSO;. After filtration, the solvent was removed in vacuum and the residue was subjected to
silica gel column eluted with petrol/ethyl acetate (10:1) to give NDTC. NDTC was obtained as
colorless needles after recrystallization from ethyl acetate.
1,2,3,6,7,8,11,12,13-Nonamethoxy-10,15-dihydro-5H-trbibenzo [a,d,g] cyclononene (1).
Colorless needles; mp 198-200°C (lit® 200-203°C); ESIMS (positive mode) m/z: 563 [M+Na]";
HRESIMS (positive mode) m/z: 563.2252 ([M+Na]+, calcd for C390H3609Na, 563.2257); IR (KBr)
Vmax 'z 3010, 2931, 2829, 1599, 1580, 1492, 1449; 'H NMR (600 MHz, CDCls) &: 7.24 (s,
3H), 4.42 (d, 3H, J = 13.6 Hz), 4.03 (d, 3H, J = 13.6 Hz), 3.97 (s, 9H), 3.80 (s, 9H), 3.77 (s, 9H);
3C NMR (150 MHz, CDCl;) 8: 151.5, 151.4, 140.4, 136.2, 125.5, 110.3, 60.6, 60.5, 55.7, 29.9.
3,4,5-Trimethoxybenzyl chloride (2). Colorless powder; mp 60-61 °C (lit’ 60-62°C); EIMS
m/z: 216(42%), 181(100%); IR (KBr) vimax cm’': 2965, 2924, 2850, 1593, 1506, 1456; '"H NMR
(600MHz, CDCls) &: 6.62 (s, 2H), 4.55 (s, 2H), 3.89 (s, 6H), 3.85 (s, 3H); °C NMR (150 MHz,
CDCl) 6: 153.3, 138.1, 132.9, 105.7, 60.9, 56.2, 46.8.

Bis (3,4,5-trimethoxybenzyl) ether (3). Oil, EIMS m/z: 378 (6%), 182 (100%), 167 (20%) ; IR
(film) vinay cm™': 2941, 2839, 1593, 1507, 1462; 'H NMR (600 MHz, CDCl;) &: 6.59 (s, 4H), 5.03
(s, 4H), 3.87 (s, 12H), 3.84 (s, 6H); °C NMR (150 MHz, CDCl3) &: 153.3, 137.9, 131.4, 105.6,
66.6, 60.8, 56.1.

3,4,5-Trimethoxy-2-(3,4,5-trimethoxybenzyl)benzyl alcohol (4). Oil, ESIMS (positive mode)
m/z: 401 [M+Na]"; HRESIMS (positive mode) m/z: 401.1557 ([IM+Na]", caled for CaoH,60-Na,
401.1571); IR (film) vimax cm™': 3502, 3006, 2938, 2838, 1591, 1505, 1494, 1463; "H NMR (600
MHz, CDCl;) 6: 6.82 (s, 1H), 6.33 (s, 2H), 4.58 (s, 2H), 3.99 (s, 2H), 3.88 (s, 6H), 3.79 (s, 3H),
3.78 (s, 3H), 3.75 (s, 6H); °C NMR (150 MHz, CDCl3) &: 153.2, 152.3, 152.1, 141.7, 137.1,
136.1, 134.9, 124.1, 107.6, 105.0, 63.1, 61.1, 60.8, 60.7, 56.0, 55.9, 31.2.
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3,4,5-Trimethoxy-2-(3,4,5-trimethoxy-2-(3,4,5-Trimethoxybenzyl) benzyl)benzyl alcohol
(5). Oil, ESIMS (positive mode) m/z: 581 [M+Na]"; HRESIMS (positive mode) m/z: 581.2359
(IM+Na]", caled for C3oH33010Na, 581.2357); IR (film) vimex cm™': 3499, 2924, 2851, 1590, 1490,
1458; "H NMR (600 MHz, CDCls) &: 6.80 (s, 1H), 6.41 (s, 2H), 5.98 (s, 1H), 4.24 (s, 2H), 4.11
(s, 2H), 3.88 (s, 3H), 3.86 (br s, 8H), 3.84 (s, 3H), 3.82 (s, 3H), 3.80 (s, 6H), 3.70 (s, 3H), 3.57 (s,
3H); °C NMR (150 MHz, CDCl3) &: 153.2, 152.5, 152.2, 152.1, 151.9, 141.6, 140.3, 136.9,
136.1, 135.5, 135.0, 124.2, 123.2,.107.6, 106.9, 105.2, 62.9, 61.2, 61.0, 60.9, 60.8, 56.1, 55.9,
55.7,31.8, 28.0.

References

1. Zimmermann, H.; Bader, V.; Poupko, R.; Wachtel E. J.; Luz, Z. J. Am. Chem. Soc. 2002,
124, 15286.

2. Rump, E. T.; Rijkers, D. T. S. ; Hilbers, H. W.; Groot, P. G.; Liskamp, R. M. J. Chem. Eur. J.
2002, 8, 4613.

3. Bosch, J.; Canals J.; Granados, R. Anal. Quim. 1976, 72, 709.

4. Lesot, P.; Merlet, D.; Sarfati M. Courtieu, J.; Zimmermann, H.; Luz, Z. J. Am. Chem. Soc.
2002, 124, 10071.

5. Salmon, M.; Cabrera, A.; Zavala, N.; Espinosa-Pérez, G.; Cardenas, J.; Gavifio, R.; Cruz, R.
J. Chem. Crystallogr. 1995, 25, 759

6. Salmoén, M.; Zavala, N.; Martinez, M.; Cruz, R. Tetrahedron Lett., 1994, 35, 5797.

7. Drake, N. L.;Tuemmler, W. B. J. Am. Chem. Soc. 1955, 77, 1204.

8. Armarego, W. L. F.; Perrin, D. D. Purification of Laboratory Chemicals, London, 1997, 4th
Edn.

9. Kerammane, E. M.; Boyer, B.; Roque, J. P. Tetrahedron 2001, 57, 1909.

ISSN 1551-7012 Page 326 ©ARKAT USA, Inc.




<<
  /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 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /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 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /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 1200
  /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 ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


