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A NEW BUTANOLIDE FROM THE LEAVES
OF Cinnamomum reticulatum
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A new butanolide, isoreticulide ((4R,3E)-4-hydroxy-5-methylene-3-octadecylidenedihydrofuran-2-one) (1),
along with nine compounds including one sesquiterpenoid, (3-methoxy-5H-9,11-
dioxabenzo[3,4]cyclohepta[l,2-f])inden-7-yl)-methanol (2); six benzenoids, p-hydroxybenzoic acid (3),
p-hydroxybenzaldehyde (4), protocatechuic acid (5), ferulic acid (6), trans-methyl p-coumarate (7), and
p-dihydrocoumaric acid (8), and two amides, N-trans-feruloyltyramine (9) and dihydroferuloyltyramine
(10), were isolated from the leaves of Cinnamomum reticulatum Hayata (Lauraceae). These compounds
were characterized and identified by physical and spectral evidence.
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The Cinnamomum species (Lauraceae) have been used in folk medicine for its sweating, antipyretic, and analgesic
effects [1]. There are only two papers describing the constituents of leaves of Cinnamomum reticulatum Hayata [1, 2]. In the
course of screening for biologically and chemically novel agents from Formosan Lauraceous plants [2—17], C. reticulatum
was chosen for further phytochemical investigation. The H,O extract of its leaves was subjected to solvent partitioning and
chromatographic separation to afford seven pure substances. The chemical constituents in the leaves of C. reticulatum were
separated with column chromatography.

Investigation of the MeOH extract of the leaves has led to the isolation of ten compounds, one new butanolide:
isoreticulide ((4R,3E)-4-hydroxy-5-methylene-3-octadecylidenedihydrofuran-2-one) (1); one sesquiterpenoid: (3-methoxy-
5H-9,11-dioxabenzo[3,4]cyclohepta[ 1,2-f])inden-7-yl)-methanol (2); six benzenoids: p-hydroxybenzoic acid (3) [18],
p-hydroxybenzaldehyde (4) [18], protocatechuic acid (5) [19], ferulic acid (6) [18], trans-methyl p-coumarate (7) [18], and
p-dihydrocoumaric acid (8) [18]; and two amides: N-trans-feruloyltyramine (9) [20] and dihydroferuloyltyramine (10) [21].
These compounds were obtained and characterized by comparison of their physical and spectral data (UV, IR, NMR, and MS)
with values obtained in the literature. In addition to 3 and 4, all of these compounds were found for the first time from this
plant. In this paper, we report the isolation and structural elucidation of butanolide 1 and sesquiterpenoid 2.

Isoreticulide (1) was isolated as a pale yellowish liquid. Its molecular formula, C,3H4,05, was established by
HR-ESI-MS. The UV absorption at 225 nm was similar to that of isoobtusilactone A [22], suggesting the presence of a
B-hydroxy-y-methylene-c, f-unsaturated-y-lactone unit [23]. The IR spectrum showed absorption bands of a hydroxyl group
at 3440 cm~!, and an o, B-unsaturated j-lactone moiety at 1770 and 1670 cm™!. The 'H NMR spectrum of 1 was similar to that
of isoobtusilactone A [22], indicating that 1 has the same f-hydroxy-y-methylene-o, f-unsaturated-y-lactone skeleton and the
same E geometry of the trisubstituted double bond. The presence of a broad singlet at & 1.26 was attributed to protons in an
aliphatic chain in 1. The exocyclic olefinic protons appeared at d 4.73, 4.96 and one hydroxymethine proton was located at &
5.27. Compound 1 is dextrorotatory, that indicates an R configuration at C-4 [24]. Thus, the structure of isoreticulide is
(4R,3E)-4-hydroxy-5-methylene-3-octadecylidenedihydrofuran-2-one, as represented in 1.
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Compound 2 was isolated as a white, amorphous powder with the molecular formula C,¢H,,0,, as determined by
HR-EI-MS (obsd. [M]"at m/z 296.1048; calecd [M]"296.1049). This formula agrees with deductions from the 'H and
13C NMR data and corresponds to 11 degrees of unsaturation. The UV spectrum contained absorption bands typical of
5H-dibenzo[a,c]cycloheptene derivatives [3]. IR absorption peaks at 920, 1070, and 3300 cm ! indicated the presence of
methylenedioxy and hydroxy functionalities, respectively. The 'H NMR resonances of 2 were well dispersed in CDCl; and
displayed an ABX pattern (H-4 at 8 6.69, H-2 at 6.75, and H-1 at 7.32) and singlets at & 7.06, 7.12 for H-12 and H-8,
respectively, in addition to the methylenedioxy protons at § 6.02, accounting for seven protons. A three-proton singlet at d 3.88
indicated the presence of the methoxy group. The C-6 olefinic proton (8 6.15, t, J = 7.5 Hz) was coupled to the C-5 and C-13
methylene protons, the latter four hydrogens resonating at § 2.74 (dd, J=13.0, 6.5 Hz, H-5a), 3.04 (dd, J = 13.0, 8.5 Hz, H-5b),
4.33 (d,J=13.0 Hz, H-13a), and 4.49 (d, J = 13.0 Hz, H-13b), respectively. The 13C NMR and DEPT spectra of 2 showed 18
resonances comprising one methyl, three methylene, six methine, and eight quaternary carbons. Structure 2 was also confirmed
by 2D NMR experiments. A COSY correlation was observed between H-1 and H-2, and between H-5 and H-6. A triplet of
quartets at § 6.15 was assigned to H-6 and showed coupling to the nearby C-5 and C-13 methylene protons, which appeared at
§ 2.74 and 3.04, and at § 4.49, respectively. Thus, the structure of 2 was elucidated as (3-methoxy-5H-9,11-dioxabenzo[3,4]
cyclohepta[1,2-f])inden-7-yl)-methanol.

EXPERIMENTAL

The leaves of C. reticulatum were collected from Pingtung County, Taiwan, May 2005. Plant material was identified
by Professor Fu-Yuan Lu (Department of Forestry and Natural Resources College of Agriculture, National Chiayi University).
A voucher specimen (Cinnamo. 6) was deposited in the School of Medical and Health Sciences, Fooyin University, Kaohsiung
County, Taiwan. The air-dried leaves of C. reticulatum (3.4 kg) were extracted with n-hexane (30 L x 5), CHCI; (30 L x 5), and
H,0 (30 L x 5) at room temperature, and an n-hexane extract (43.5 g), CHCI; extract (151.5 g), and H,O extract (105.2 g)
were obtained upon concentration under reduced pressure. The n-hexane extract (43.5 g) was chromatographed over silica gel
(980 g, 70-230 mesh) using n-hexane—EtOAc—acetone mixtures as eluents to produce five fractions. A part of fraction 1 (5.42 g)
was subjected to silica gel chromatography by eluting with n-hexane—EtOAc (75:1) and enriched gradually with EtOAc to
furnish four fractions (1-1 — 1-4). Fraction 1-2 (2.23 g) was further purified on a silica gel column using n-hexane—EtOAc
mixtures to obtain isoreticulide (1) (24 mg). The H,O extract was chromatographed over silica gel (3500 g, 70-230 mesh) using
CHCI15-MeOH as eluent to produce six fractions. Fraction 1 (3.12 g) was subjected to Si gel chromatography by eluting with
n-hexane—EtOAc (20:1) to obtain (3-methoxy-5H-9,11-dioxabenzo[3,4]cyclohepta[1,2-f])inden-7-yl)-methanol (2) (6 mg).
Part of fraction 2 (8.71 g) was subjected to Si gel chromatography by eluting with n-hexane—EtOAc (10:1), then enriched with
EtOAc to furnish nine fractions (2-1 — 2-3). Fraction 2-1 (1.54 g) was resubjected to Si gel chromatography, eluting with
n-hexane—acetone (50:1) and enriched gradually with acetone to obtain N-trans-feruloyltyramine (9) (20 mg) and
dihydroferuloyltyramine (10) (16 mg). Fraction 2-2 (2.13 g) was resubjected to Si gel chromatography, eluting with n-hexane
—acetone (50:1) and enriched gradually with acetone to obtain ferulic acid (6) (14 mg), trans-methyl p-coumarate (7) (7 mg),
and p-dihydrocoumaric acid (8) (16 mg). Fraction 2-3 (2.87 g) was resubjected to Si gel chromatography, eluting with
n-hexane—acetone (40:1) and enriched gradually with acetone to obtain p-hydroxybenzoic acid (3) (4 mg),
p-hydroxybenzaldehyde (4) (5 mg), and protocatechuic acid (5) (12 mg).

Isoreticulide [(4R,3E)-4-hydroxy-5-methylene-3-octadecylidenedihydrofuran-2-one] (1): pale yellowish liquid;
[0(]12)5 +17.2° (¢ 0.05, CHCly). UV (MeCN, A, nm, log €): 225 (4.13). IR (neat, v, cm1): 3440 (br, OH), 1770, 1670
(o, B-unsaturated y-lactone), 1465, 1270, 1025. "H NMR (500 MHz, CDCls, 8, ppm, J/Hz): 0.88 (3H, t, 1 = 6.5, CH;-18"), 1.26
(28H, br.s, H-4 — H-17"), 1.53 (2H, m, H-3"), 2.45 (2H, m, H-2), 4.73 (1H, dd, J = 3.0, 1.5, H-6a), 4.96 (1H, dd, J = 3.0, 1.5,
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H-6b), 5.27 (1H, br.s, H-4), 7.10 (1H, td, J = 8.0, 2.0, H-1"). 13C NMR (125 MHz, CDCl,, 8, ppm): 14.1 (C-18"), 22.7 (C-17"),
31.9(C-16"),28.3-29.7 (C-2"-C-15"), 66.5 (C-4), 91.4 (C-6), 127.3 (C-3), 150.2 (C-1"), 157.6 (C-5), 166.6 (C-2). HR-ESI-MS
m/z 387.2872 [M + Na]" (calcd for C,3H,,0;Na, 387.2875).

(3-Methoxy-SH-9,11-dioxabenzo|[3,4]cyclohepta[1,2-f])inden-7-yl)-methanol (2): white amorphous powder.
UV (MeCN, A_ ... nm, log €): 235 (3.23), 255 (2.65), 290 (2.11). IR (neat, v ., cm~1): 3300 (br, OH), 3000, 1700, 1250,
1070, 920 (methylenedioxy). 'H NMR (500 MHz, CDCls, 8, ppm, J/Hz): 2.74 (1H, dd, J = 13.0, 6.5, H-5a), 3.04 (1H, dd,
J=13.0, 8.5, H-5b), 3.88 (3H, s, 3-OMe), 4.33 (1H, d, J = 13.0, H-13a), 4.49 (1H, d, J = 13.0, H-13b), 6.02 (each 1H, d, J = 1.0,
H-10),6.15 (1H, t,J=7.5,H-6), 6.69 (1H, d, ] =2.5, H-4), 6.75 (1H, dd, ] = 8.5, 2.5, H-2), 7.06 (1H, s, H-12), 7.12 (1H, s, H-8),
7.32 (1H, d, J = 8.5, H-1). 13C NMR (125 MHz, CDCly, 6, ppm): 33.1 (C-5), 55.3 (3-OMe), 66.2 (C-13), 101.2 (C-10), 106.0
(C-8),109.6 (C-12), 111.5 (C-4), 111.8 (C-2), 127.7 (C-6), 129.7 (C-7a), 130.6 (C-1), 131.0 (C-12b), 134.7 (C-12a), 137.4
(C-7), 143.6 (C-4a), 146.5 (C-8a), 146.5 (C-11a), 159.2 (C-3). EI-MS m/z 296 [M]* (15), 285 (5), 279 (8), 265 (24), 255 (4),
239 (20), 236 (6), 222 (3), 192 (5), 185 (8), 167 (8), 154 (10), 149 (14), 137 (10), 134 (37), 129 (25), 116 (18), 111 (52), 109
(41), 97 (100), 83 (86), 69 (90). HR-EI-MS m/z 296.1048 [M]" (calcd for C,¢H,,0,, 296.1049).

ACKNOWLEDGMENT

This investigation was supported by a grant from the National Science Council of the Republic of China (NSC 97-2320-
B-242-002-MY3).

REFERENCES

1. Y. H. Kuo and M. J. Shue, J. Chin. Chem. Soc., 38, 65 (1991).
2. M. J. Cheng, W. L. Lo, H. C. Yeh, and C. Y. Chen, Molbank, 2009, M626 (2009).
3. R. J. Lin, M. J. Cheng, J. C. Huang, W. L. Lo, Y. T. Yeh, C. M. Teh, C. M. Lu, and C. Y. Chen,
J. Nat. Prod., 72, 1816 (2009).
4. C.Y. Chen, C. H. Chen, Y. C. Lo, B. N. Wu, H. M. Wang, W. L. Lo, C. M. Yen, and R. J. Lin,
J. Nat. Prod., 71, 933 (2008).
P. L. Kuo, C. Y. Chen, T. F. Tzeng, C. C. Lin, and Y. L. Hsu, Toxicol. Appl. Pharm., 229, 215 (2008).
S.Y. Kuo, T. J. Hsieh, Y. D. Wang, W. L. Lo, Y. R. Hsui, and C. Y. Chen, Chem. Pharm. Bull., 56, 97 (2008).
C. Y. Chen, Y. L. Hsu, Y. C. Tsai, and P. L. Kuo, Food Chem. Toxicol., 46, 2476 (2008).
T. Z. Liu, J. T. Cheng, S. J. Yiin, C. Y. Chen, C. H. Chen, C. H. Chen, M. J. Wu, and C. L. Chern,
Food Chem. Toxicol., 46, 321 (2008).

9. C.Y. Chen, C. H. Chen, C. H. Wong, Y. W. Liu, Y. S. Lin, Y. D. Wang, and Y. R. Hsui, J. Nat. Prod., 70, 103 (2007).
10. C.Y. Chen, Y. L. Hsu, Y. Y. Chen, J. Y. Hung, M. S. Huang, and P. L. Kuo, Eur. J. Pharmacol., 574, 94 (2007).
11. P. L. Kuo, C. Y. Chen, and Y. L. Hsu, Cancer Res., 67, 7406 (2007).

12. C.Y. Chen, T. Z. Liu, C. H. Chen, C. C. Wu, J. T. Cheng, S. J. Yiin, M. K. Shih, M. J. Wu, and C. L. Chern,
Food Chem. Toxicol., 45, 1268 (2007).

13. C. H. Chen, W. L. Lo, Y. C. Liu, and C. Y. Chen, J. Nat. Prod., 69, 927 (2006).

14. T. J. Hsieh, C. H. Chen, W. L. Lo, and C. Y. Chen, Nat. Prod. Commun., 1, 21 (2006).

15. C.Y. Chen, Nat. Prod. Commun., 1, 453 (2006).

16. T. J. Hsieh, C. C. Su, C. Y. Chen, C. H. Liou, and L. H. Lu, J. Mol. Struct., 741, 193 (2005).

17. C.Y. Chen, S. L. Hsieh, M. M. Hsieh, S. F. Hsieh, and T. J. Hsieh, Chin. Pharm. J., 56, 141 (2004).

18. C.Y. Chen, F. R. Chang, C. M. Teng, and Y. C. Wu, J. Chin. Chem. Soc., 46, 77 (1999).

19. T. J. Hsieh, Y. C. Wu, and C. Y. Chen, Chin. Pharm. J., 55, 121 (2003).

20. C.Y. Chen, F. R. Chang, and Y. C. Wu, J. Chin. Chem. Soc., 44, 313 (1997).

21. C.Y. Chen, F. R. Chang, H. F. Yen, and Y. C. Wu, Phytochemistry, 49, 1443 (1998).

22. H. C. Kwon, N. I. Baek, S. U. Choi, and K. R. Lee, Chem. Pharm. Bull., 48, 614 (2000).

23. M. J. Cheng, I. L. Tsai, S. J. Lee, B. Jayaprakasam, and 1. S. Chen, Phytochemistry, 66, 1180 (2005).

24. J. C. Martinez, M. Yoshida, and O. R. Gottlieb, Phytochemistry, 20, 459 (1981).

N

45



	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


