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A NEW 9,10-DIHYDROPHENANTHRENEDIONE
FROM Cannabis sativa

Liang Cheng,! Deyun Kong,!” Guang Hu,? UDC 547.972
and Huiting Li!

The structure of a new 9, 10-dihydrophenanthrenedione, which was isolated from the leaves and branches of
Cannabis sativa L., was elucidated as 9,10-dihydro-2,3,5, 6-tetramethoxyphenanthrene-1,4-dione (1) on the
basis of MS, 'H NMR, and 13C NMR methods, especially 2D NMR techniques (HMBC and NOESY).
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Cannabis sativa L., a member of the Cannabinaceae family, is widespread in the world. It contains mainly cannabinoids
and flavonoids, steroids, terpenes, noncannabinoid phenols, nitrogenous compounds, and so on [1]. The fruits of Cannabis
sativa L. have been used in folk medicine (Chinese traditional medicine) for the treatment of cancer of the stomach, constipation
due to dryness of the bowels, arthralgia caused by wind dampness, dysentery, irregular menstruation, and constipation due to
deficiency of blood and consumption of body fluids [2]. Modern pharmaceutical investigations have revealed cannabinoids
that might be of therapeutic value as an analgesic, muscle relaxant, immunosuppressant, anti-inflammatory, anti-allergic, anti-
emetic, bronchodilator, neuroprotector, antineoplastic, sedative, mood enhancer, and appetite stimulant, and for its ability to
lower intraocular pressure [3]. However, tetrahydrocannabinol (THC), a main constituent of hemp, is psychoactive, so the
cannabis drug is only available for human use as an investigational drug. Now, scientists have cultivated some new varieties,
named industrial hemp, with the content of THC below 0.3% [4, 5]. In continuation of our phytochemical study on the subject,
herein we report the isolation and structure elucidation of a new 9,10-dihydrophenanthrenedione derivative, 9,10-dihydro-
2,3,5,6-tetramethoxyphenanthrene-1,4-dione (1), which was isolated from a new hemp variety (Yunma series).

The branches and leaves of Cannabis sativa L. were collected in Yunnan Province, P. R. China in July 2006 and
identified by Prof. HongYan Guo, Yunnan Academy of Agricultural Sciences, Yunnan Province, P. R. China. A voucher
specimen has been deposited in the Yunnan Academy of Agricutural Sciences, Yunnan Province, P. R. China. The air-dried
branches and leaves were extracted with absolute methanol three times at ambient temperature. The solution was concentrated
and partitioned sequentially with petroleum ether, ethyl acetate, and n-butanol, yielding 131, 27, and 33 g of extracts, respectively.
Part of the petroleum ether extract (88 g) was chromatographed on a silica gel (200~300 mesh) column using petroleum ether—
CHCl; and petroleum ether—EtOAc as elutents and further pruified by Sephadex LH-20 (eluted with MeOH) chromatography
and semipreparative liquid chromatography (MeOH-H,O as the mobile phase). After the reported 14 known compounds [6],
an additional compound (compound 1) was isolated from the petroleum ether-CHCI; elution part, and its structure was
established by UV, IR, mass, and NMR spectra, especially 2D NMR techniques (HMBC and NOESY).

Compound 1 was isolated as an orange powder, mp 113—-115°C. Its molecular formula was established as
C,¢H 40, by HR-ESI-MS: m/z 353.1007 [M + Na]" (caled 353.1001) and ESI-MS: m/z 353 [M + Na]*, 683 [2M + Na]",
implying ten degrees of unsaturation. Its UV spectrum (MeOH, kmax, nm): 428, 330, 254, 218 and IR spectrum (KBr, v,
em1): 1666, 1651, 1636, 1568, 1480 showed the presence of aromatic rings and carbonyl groups. It had a neat 'H NMR
spectrum with two doublets at 8 6.92 (1H, d, J = 8.4 Hz) and 6.90 (1H, d, J = 8.4 Hz), four singlets integrated as 3H at § 4.07 (3H,
s), 4.04 (3H, s), 3.91 (3H, s), and 3.87 (3H, s), and two broad singlets integrated as 2H at  2.64 (2H, br.s) and 2.55 (2H, br.s).
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TABLE 1. The 'H, 13C NMR Data and Correlations from HMBC and NOESY of 1 (CDCl,, S, ppm, J/Hz)

C atom Oy dc HMBC (H to C) NOESY (H to H)
1 182.4
2 143.3
3 146.1
4 182.3
5 147.0
6 151.8
7 6.90 (d, ] = 8.4) 122.1 5, 8a H-14, H-8
8 6.92 (d,J=8.4) 114.3 6, Sa H-7, H-9
9 2.64 27.8 la, 4a, 5a H-8, H-10
10 2.55 20.5 H-9
la 139.9
4a 132.0
Sa 123.0
8a 132.3
11 4.04 60.6 2
12 4.07 61.1 3
13 3.91 61.0 5
14 3.87 56.0 6

The downfield signals in the "H NMR spectrum implied a tetra-substituted benzene structure. The four singlet signals between
§ 3.87-4.07 suggested that compound 1 contains four methoxyl groups. Consistent with the molecular formula of 1, a total of
18 signals was observed in the 13C NMR and DEPT spectra, comprising ten quaternary, two tertiary, and two secondary
carbon atoms, as well as four methoxyl groups. Among them, two carbonyl carbons at § 182.4 (C-1) and 182.3 (C-4) were
observed. The ten downfield signals at & 151.8 (C-6), 147.0 (C-5), 146.1 (C-3), 143.3 (C-2), 139.9 (C-1a), 132.3 (C-8a), 132.0
(C-4a), 123.0 (C-5a), 122.1 (C-7), and 114.3 (C-8) were due to ten olefinic carbons, some of which were characteristic of
aromatic carbons. In addition, two secondary carbons at 27.8 (C-9) and 20.5 (C-10) were observed in the high field. Two out
of the ten degrees of unsaturation belonged to two carbonyl groups, and the remaining eight degrees of unsaturation were
accounted for by two rings, one of which was cyclohexadiene and the other a benzene ring. These data pointed to a
9,10-dihydrophenanthrenedione structure.

Analysis of the HMBC spectrum and the correlations of H-C(11)/C(2), H-C(12)/C(3), H-C(13)/C(5), and H-C(14)/C(6)
showed that the four methoxyl groups were directly connected to olefinic carbons individually. The presence of the
9,10-dihydro-5,6-dimethoxyphenanthrenedione structure was further confirmed by the HMBC correlations of H-C(9)/C(1a),
H-C(9)/C(5a), H-C(7)/C(5), H-C(7)/C(8a), and H-C(8)/C(6), and the NOESY correlations of H-C(9)/ H-C(8), H-C(7)/H-C(14),
H-C(9)/H-C(10), and H-C(7)/H-C(8). Figure 1 shows the main correlations in 1. Complete 'H NMR and 13C NMR assignments
were achieved through a combination of HMBC and NOESY experiments (see Table 1). All these data show the structure of
compound 1 to be 9,10-dihydro-2,3,5,6-tetramethoxyphenanthrene-1,4-dione.

Fig. 1. Main HMBC correlations of 1.
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EXPERIMENTAL

9,10-Dihydro-2,3,5,6-tetramethoxyphenanthrene-1,4-dione. C18H1806’, orange powder; mp 113-115°C;
UV (MeOH, A, nm): 428, 330, 254, 218; IR (KBr, v, em1): 1666, 1651 (C=0), 1568, 1480 (Ar); "H NMR (600 MHz,
CDCl,, S, ppm, J/Hz): see Table 1; I3C NMR (150 MHz, CDCl,): see Table 1; ESI-MS: m/z: 353 [M + Na]*, 683 [2M + Na]*,
HR-ESI-MS: m/z 353.1007 [M + Na] " (calcd for C,gH, O, 353.1001).

REFERENCES
1. M. A. Elsohly and D. Slade, Life Sci., 78, 539 (2005).
2. Editorial Board of China Herbal, State Administration of Traditional Chinese Medicine, China Herbal (in Chinese),

Shanghai Science and Technology Press, Shanghai, China, 1999, 475 pp.
F. Grotenhermen, J. Cannabis Ther., 4,29 (2004).

Y. X. Zhang, World Agri., 293, 37 (2003).

Q. Wang, Plant Fiber. Sci. Chin., 29, 98 (2007).

L. Cheng, D. Y. Kong, and G. Hu, Chin. J. Pharm., 39, 18 (2008).

AN

712



	ABSTRACT
	Keywords
	EXPERIMENTAL
	REFERENCES


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (Color Management Off)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 600
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.01667
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /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
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 600
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 2.03333
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /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
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /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)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU <>
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [2834.646 2834.646]
>> setpagedevice


