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SYNTHESIS  AND  AMINOMETHYLATION
OF  7-HYDROXY-5-METHOXYISOFLAVONES
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A synthetic method for 7-hydroxy-5-methoxyisoflavones starting from 5,7-dihydroxyisoflavones was developed.
Dimethylcarbamoylchloride was proposed for protection of the 7-hydroxy group.  Aminomethylation of the
synthesized 7-hydroxy-5-methoxyisoflavones by formaldehyde aminals was studied.
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Natural 4H-benzopyran-4-ones (chromones) occur more often than not as hydroxylated, methoxylated, and glycosylated
derivatives, the overwhelming majority of which contain O atoms in resorcinol-like or phloroglucinol-like positions.
7-O-methyl derivatives are the most common monomethylated natural aglycons of chromones with the phloroglucinol structure
whereas 7-hydroxy-5-O-methyl compounds are few and, as a rule, exist in minor amounts.  Among them are maritimin (from
Pancratium maritimum) [1], 5-O-methylchrysine (from a Uruguayan propolis) [2], 7-hydroxy-6,8-dimethyl-5-methoxyflavone
and 7-hydroxy-6,8-dimethyl-5-methoxyisoflavone (from Cleistocalyx operculatus) [3], isoprunetin (from Maackia amurensis)
[4], gerontoisoflavone A (from Cudrania cochichinensis) [5], and 5-O-methylbiochanin A (5b) (from Echinospartum horridum)
[6].  However, the chemical synthesis of 7-hydroxy-5-methoxyflavonoids is poorly studied.

Natural derivatives of chromones containing a N atom are chromane alkaloids according to their biogenetic origin
[7].  Among them, the most well-known is the alkaloid rohitukine, which was isolated from Dysoxylum binectariferum and
contains a piperidine group [8].  Its synthetic derivative is known by the name “Flavopyridol” and is used for cancer therapy
as an inhibitor of cyclin-dependent kinases (CDKs) [9].  Aminomethyl derivatives of flavones are also known to inhibit CDK-2.
Several of them exhibit higher activity than Flavopyridol [10].

The goal of our work was to develop a synthetic method for 7-hydroxy-5-methoxyflavones and to study their
aminomethylation in order to prepare isomers of the alkaloid buchenavianine, which was isolated from Buchenavia capitata [11].

As shown earlier, the reaction of chrysine (5,7-dihydroxyflavone) with equivalent amounts of amine and aldehyde or
2-hydroxypiperidine produced a mixture of 6- and 8-aminomethyl derivatives.  Their ratio depended on the amine component
and the reaction conditions [12].  We synthesized previously their 6,8-bisaminomethyl derivatives by using an excess of the
aminal for aminomethylation of 5,7-dihydroxyisoflavones [13, 14].

8-Aminomethyl derivatives of 5,7-dimethoxy-2�-chloroflavone were synthesized by selective methylation of chalcone
hydroxyl groups and subsequent aminomethylation and oxidative cyclization.  However, the subsequent demethylation occurred
only with formation of 5-hydroxy-7-methoxyflavone derivatives [10].

The direction of the aminomethylation depended strongly on the number of electron-donating groups, especially
hydroxyls and methoxyls, located in the same core in the appropriate orientation.  Unfortunately, no examples of
aminomethylation of 5-hydroxy-7-methoxychromones or 7-hydroxy-5-methoxychromones are known.

Thus, we synthesized 2,4,6-trihydroxydeoxybenzoins 1a–e via reaction of phloroglucinol with arylacetonitriles under
Hoesch reaction conditions.  These served as starting materials for the synthesis of natural 5,7-dihydroxyisoflavone (2a) [15],
its halo-derivatives 2c and 2d, biochanin A (2b) [16], and its regioisomer 2e.  We used the method proposed by Bass to perform
the cyclization [17].
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We proposed dimethylcarbamoylchloride in the presence of pyridine for protection of the 7-hydroxyl of the chromone
ring.  As it turned out, monoacylation of 5,7-dihydroxyisoflavones 2a–e occurred upon prolonged storage of the reaction
mixture at room temperature with practically quantitative yield of 3a–e.

NMR spectra of 3a–e contained resonances for the dimethylcarbamoyl group as two 3H singlets due to hindered
rotation around the C(=O)N bond.  However, the hydroxyl resonance was observed in the range 12.71–12.83 ppm.  This was
indicative of an intramolecular H-bond with the carbonyl.

Subsequent alkylation of 3a–e by dimethylsulfate in Me2CO in the presence of potash formed 7-O-protected
5-methoxyisoflavones 4a–e.  Their deacylation in acidic solution produced 7-hydroxy-5-methoxyisoflavones
5-O-methylbiochanin A (5b) and its analogs 5a, c–e.

We studied the reaction of isoflavones 5a–e with aminomethylating reagents such as a mixture of secondary amines
and their hydrochlorides and formaldehyde in EtOH or dioxane in addition to aminals in organic solvents in order to synthesize
the aminomethyl derivatives.  We used EtOH, dioxane, and ethyleneglycol monomethyl ether as the reaction medium.  As it
turned out, the most convenient method for synthesizing isoflavone aminomethyl derivatives 5a–e used aminals in anhydrous
EtOH that could be synthesized by the reaction of amines with formalin.  Monoaminomethyl derivatives 6–9 were formed in
high yields under these conditions.  As it turned out, the reaction occurred regioselectively if equivalent amounts or a significant
excess of formaldehyde aminals were used.  Exclusively monoaminomethyl derivatives were synthesized.  However,
aminomethylation of chrysine occurred with formation of a mixture of 6- and 8-aminomethyl derivatives [12].
5,7-Dihydroxyisoflavone 6,8-bisaminomethyl derivatives were isolated if an excess of the aminomethylating reagent was
used [13, 14].

PMR spectra of these compounds contained resonances for isoflavone and amine protons.  The resonance of the
Ar–CH2–N protons was observed as a 2H singlet in the range 3.94–4.31 ppm.  The structures of aminomethyl derivatives
6–9 were elucidated based on COSY and NOESY NMR spectra using 9b as an example.  Thus, the COSY NMR spectrum of
9b exhibited cross-peaks of the 5-methoxy and a proton resonance at 6.36 ppm.  This was indicative of the formation of
8-aminomethyl derivatives.  Analogous positive cross-peaks were observed in the 2D NOESY spectrum.  This was possible
only if the aminomethylation occurred at the chromone 8-position.

Thus, we developed a synthetic method for 7-hydroxy-5-methoxyisoflavones that consisted of protection of the
chromone 7-hydroxy group using dimethylcarbamoylchloride, methylation of the 5-hydroxy group, and subsequent deacylation
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in acidic solution.  Aminomethylation of 5-O-methylbiochanin A and its analogs containing two electron-donating groups in
ring A was studied.  Mannich reaction of 7-hydroxy-5-methoxyisoflavones aminomethylated them regioselectively in the
chromone 8-position.

EXPERIMENTAL

The course of reactions and purity of products were monitored by TLC on plates (Merck, Germany) using CHCl3:MeOH
mixtures (9:1, 95:5) as eluent.  PMR, COSY, and NOESY spectra were measured in DMSO-d6 on the �-scale relative to TMS
(internal standard) on a Mercury M 400 instrument (Varian, 400 MHz).  Elemental analyses of all compounds agreed with
those calculated.

General Method for Preparing Aminals.  The appropriate amine (2 mol) was cooled, stirred, treated with
formaldehyde (100 mL, 37%) at 20–25°C, and treated with solid KOH until completely layered.  The upper layer was separated,
dried over KOH, and distilled at 15–20 mbar.

4,4�-Methylenedimorpholine.  C6H18N2O2, yield 82%, bp 127–129°C (16 mbar) {lit. [18] bp 127–129°C (14 mbar)}.
PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 2.36–2.53 (8H, m, NCH2CH2O), 2.88 (2H, s, NCH2N�), 3.60–3.73 (8H, m,
NCH2CH2O).

1,1�-Methylenedipiperidine.  C11H22N2, yield 89%, bp 117–118°C (15 mbar) {lit. [18] bp 110–111°C (11 mbar)}.
PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 1.30–1.48 (4H, m, NCH2CH2CH2), 1.48–1.60 (8H, m, NCH2CH2CH2),
2.28–2.50 (8H, m, NCH2CH2CH2), 2.83 (2H, s, NCH2N�).

1,1�-Methylene Bis(4-methylpiperazine).  C11H24N4, yield 84%, bp 143–145°C (20 mbar) {lit. [19] bp 140°C
(12 mbar)}.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 2.25 (6H, s, NCH3), 2.26–2.75 (16H, m, NCH2CH2NCH3),
2.89 (2H, s, NCH2N�).

General Method for Preparing Ketones 1a–e.  A solution of arylacetonitrile (100 mmol) in anhydrous Et2O
(50 mL) was cooled, stirred, purged for 2–4 h with a stream of dry HCl until the mixture was saturated, treated with a
suspension of phloroglucinol (100 mmol) and freshly fused ZnCl2 (10 mmol) in anhydrous Et2O (50 mL), stirred, purged for
4–6 h with a stream of dry HCl, and left overnight.  The precipitated ketimine was filtered and hydrolyzed by dissolving in hot
water (200 mL) containing conc. H2SO4 (5 mL), refluxing for 1.5–2 h, and cooling.  The resulting precipitate was filtered off
and crystallized from MeOH.

1-(2,4,6-Trihydroxyphenyl)-2-phenylethanone (1a).  C14H12O4, yield 59%, mp 163–164°C (lit. [20] mp 164°C).
PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 4.35 (2H, s, COCH2), 5.83 (2H, s, H-3, H-5), 7.18–7.25 (3H, m, H-2�,
H-4�, H-6�), 7.26–7.32 (2H, m, H-3�, H-5�), 10.51 (1H, s, 4-OH), 12.24 (2H, s, 2-OH, 6-OH).

2-(4-Methoxyphenyl)-1-(2,4,6-trihydroxyphenyl)ethanone (1b).  C15H14O5, yield 74%, mp 183–185°C (lit. [20]
mp 184–185°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.72 (3H, s, 4�-OCH3), 4.26 (2H, s, COCH2), 5.82 (2H,
s, H-3, H-5), 6.85 (2H, d, 3J = 8.8, H-3�, H-5�), 7.14 (2H, d, 3J = 8.8, H-2�, H-6�), 10.41 (1H, s, 4-OH), 12.25 (2H, s, 2-OH,
6-OH).

1-(2,4,6-Trihydroxyphenyl)-2-(4-fluorophenyl)ethanone (1c).  C14H11FO4, yield 53%, mp 198–200°C (lit. [21]
mp 199–200°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 4.34 (2H, s, COCH2), 5.83 (2H, s, H-3, H-5), 7.11 (2H,
dd, 3JHH = 8.8, 3JHF = 8.8, H-3�, H-5�), 7.25 (2H, dd, 3JHH = 8.8, 4JHF = 5.8, H-2�, H-6�), 10.43 (1H, s, 4-OH), 12.23 (2H, s,
2-OH, 6-OH).

1-(2,4,6-Trihydroxyphenyl)-2-(4-chlorophenyl)ethanone (1d).  C14H11ClO4, yield 91%, mp 222–224°C (lit. [21]
mp 221–222°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 4.35 (2H, s, COCH2), 5.83 (2H, s, H-3, H-5), 7.24 (2H,
d, 3J = 8.2, H-3�, H-5�), 7.35 (2H, d, 3J = 8.2, H-2�, H-6�), 10.41 (1H, s, 4-OH), 12.28 (2H, s, 2-OH, 6-OH).

2-(2-Methoxyphenyl)-1-(2,4,6-trihydroxyphenyl)ethanone (1e).  C15H14O5, yield 63%, mp 172–174°C (lit. [22]
mp 172°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.71 (3H, s, 2�-OCH3), 4.29 (2H, s, COCH2), 5.85 (2H, s,
H-3, H-5), 6.84–6.91 (1H, m, H-5�), 6.94–6.98 (1H, m, H-3�), 7.08–7.12 (1H, m, H-6�), 7.19–7.27 (1H, m, H-4�), 10.38 (1H,
s, 4-OH), 12.19 (2H, s, 2-OH, 6-OH).

General Method for Preparing 5,7-Dihydroxyisoflavones 2a–e.  A solution of the appropriate compound 1a–e
(10 mmol) in DMF (10 mL) was treated with BF3�Et2O (40 mmol) and methanesulfonylchloride (30 mmol) at a rate such that
the temperature of the reaction mixture did not rise above 50°C, stirred and heated at 100°C for 3–4 h, and hydrolyzed by
pouring into cold H2O (100 mL).  After hydrolysis, compounds 2a–e were filtered off and crystallized from MeOH.
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5,7-Dihydroxy-3-phenyl-4H-chromen-4-one (2a).  C15H10O4, yield 77%, mp 199–201°C (lit. [17] mp 198–201°C,
[23] 200–201°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 6.24 (1H, d, 4J = 2.0, H-8), 6.40 (1H, d, 4J = 2.0,
H-6), 7.36–7.47 (3H, m, H-2�, H-4�, H-6�), 7.54–7.58 (2H, m, H-3�, H-5�), 8.41 (1H, s, H-2), 10.97 (1H, s, 7-OH), 12.89 (1H,
s, 5-OH).

5,7-Dihydroxy-3-(4-methoxyphenyl)-4H-chromen-4-one (2b).  C16H12O5, yield 71%, mp 214–216°C (lit. [17]
mp 211–213°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.79 (3H, s, 4�-OCH3), 6.23 (1H, d, 4J = 2.0, H-8), 6.39
(1H, d, 4J = 2.0, H-6), 7.00 (2H, d, 3J = 8.8, H-3�, H-5�), 7.50 (2H, d, 3J = 8.8, H-2�, H-6�), 8.37 (1H, s, H-2), 10.91 (1H, s,
7-OH), 12.93 (1H, s, 5-OH).

5,7-Dihydroxy-3-(4-fluorophenyl)-4H-chromen-4-one (2c).  C15H9FO4, yield 90%, mp 223–225°C (lit. [17]
mp 225–226°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 6.24 (1H, d, 4J = 2.2, H-8), 6.41 (1H, d, 4J = 2.2, H-6),
7.28 (2H, dd, 3JHH = 8.8, 3JHF = 8.8, H-3�, H-5�), 7.61 (2H, dd, 3JHH = 8.8, 4JHF = 5.7, H-2�, H-6�), 8.43 (1H, s, H-2), 10.97 (1H,
s, 7-OH), 12.83 (1H, s, 5-OH).

5,7-Dihydroxy-3-(4-chlorophenyl)-4H-chromen-4-one (2d).  C15H9ClO4, yield 90%, mp 233–235°C (lit. [21] 236–
237°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 6.25 (1H, d, 4J = 2.0, H-8), 6.41 (1H, d, 4J = 2.0, H-6), 7.51 (2H,
d, 3J = 8.1, H-3�, H-5�), 7.60 (2H, dd, 3J = 8.1, H-2�, H-6�), 8.47 (1H, s, H-2), 10.97 (1H, s, 7-OH), 12.80 (1H, s, 5-OH).

5,7-Dihydroxy-3-(2-methoxyphenyl)-4H-chromen-4-one (2e).  C16H12O5, yield 79%, mp 200–201°C.  PMR
spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.74 (3H, s, 2�-OCH3), 6.24 (1H, d, 4J = 2.0, H-8), 6.41 (1H, d, 4J = 2.0, H-6),
6.98–7.03 (1H, m, H-5�), 7.07–7.11 (1H, m, H-3�), 7.23–7.27 (1H, m, H-6�), 7.37–7.43 (1H, m, H-4�), 8.24 (1H, s, H-2), 10.92
(1H, s, 7-OH), 12.86 (1H, s, 5-OH).

General Method for Preparing 5-Hydroxy-7-dimethylcarbamoylisoflavones 3a–e.  A solution of
5,7-dihydroxyisoflavone 2a–e (10 mmol) in the minimum volume of anhydrous Py was cooled, stirred, treated with
dimethylcarbamoylchloride (11 mmol), left for 1 d, and poured into acidified H2O (100 mL).  The resulting precipitate was
filtered off, dried, and crystallized from MeOH.

5-Hydroxy-4-oxo-3-phenyl-4H-chromen-7-yl dimethylcarbamate (3a).  C18H15NO5, yield 82%, mp 156–157°C.
PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.94, 3.05 [each 3H, s, (CH3)2NCOO-7], 6.67 (1H, d, 4J = 2.2, H-8), 6.99
(1H, d, 4J = 2.2, H-6), 7.38–7.50 (3H, m, H-2�, H-4�, H-6�), 7.55–7.62 (2H, m, H-3�, H-5�), 8.58 (1H, s, H-2), 12.85 (1H, s,
5-OH).

5-Hydroxy-3-(4-methoxyphenyl)-4-oxo-4H-chromen-7-yl dimethylcarbamate (3b).  C19H17NO6, yield 78%,
mp 149–150°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.98, 3.10 [each 3H, s, (CH3)2NCOO-7], 3.82 (3H, s,
4�-OCH3), 6.53 (1H, s, H-8), 6.79 (1H, s, H-6), 6.94 (2H, d, 3J = 8.5, H-3�, H-5�), 7.48 (2H, d, 3J = 8.5, H-2�, H-6�), 8.31 (1H,
s, H-2), 12.83 (1H, s, 5-OH).

5-Hydroxy-4-oxo-3-(4-fluorophenyl)-4H-chromen-7-yl dimethylcarbamate (3c).  C18H14FNO5, yield 75%,
mp 180–181°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.93, 3.05 [each 3H, s, (CH3)2NCOO-7], 6.67 (1H, d,
4J = 2.2, H-8), 6.98 (1H, d, 4J = 2.2, H-6), 7.30 (2H, dd, 3JHH = 8.8, 3JHF = 8.8, H-3�, H-5�), 7.63 (2H, dd, 3JHH = 8.8,
4JHF = 5.6, H-2�, H-6�), 8.59 (1H, s, H-2), 12.79 (1H, s, 5-OH).

5-Hydroxy-4-oxo-3-(4-chlorophenyl)-4H-chromen-7-yl dimethylcarbamate (3d).  C18H14ClNO5, yield 72%,
mp 186–187°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.94, 3.05 [each 3H, s, (CH3)2NCOO-7], 6.66 (1H, d,
4J = 2.0, H-8), 6.96 (1H, d, 4J = 2.0, H-6), 7.51 (2H, d, 3J = 8.5, H-3�, H-5�), 7.62 (2H, dd, 3J = 8.5, H-2�, H-6�), 8.57 (1H, s,
H-2), 12.71 (1H, s, 5-OH).

5-Hydroxy-3-(2-methoxyphenyl)-4-oxo-4H-chromen-7-yl dimethylcarbamate (3e).  C19H17NO6, yield 82%,
mp 163–165°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.94, 3.06 [each 3H, s, (CH3)2NCOO-7], 3.75 (3H, s,
2�-OCH3), 6.68 (1H, d, 4J = 2.0, H-8), 6.99 (1H, d, 4J = 2.0, H-6), 7.00–7.05 (1H, m, H-5�), 7.10–7.14 (1H, m, H-3�), 7.26–7.31
(1H, m, H-6�), 7.39–7.46 (1H, m, H-4�), 8.42 (1H, s, H-2), 12.81 (1H, s, 5-OH).

General Method for Preparing 5-Methoxy-7-dimethylcarbamoylisoflavones 4a–e.  A hot solution of the appropriate
5-hydroxyisoflavone 3a–e (10 mmol) in anhydrous Me2CO (50 mL) was treated with freshly calcined potash (30 mmol),
stirred and refluxed, treated with dimethylsulfate (12 mmol), held for 6–8 h (end of reaction determined by TLC), and poured
into acidified ice water (100 mL).  The resulting precipitate was filtered off, dried, and crystallized from MeOH.

5-Methoxy-4-oxo-3-phenyl-4H-chromen-7-yl dimethylcarbamate (4a).  C19H17NO5, yield 71%, mp 126–127°C.
PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.94, 3.07 [each 3H, s, (CH3)2NCOO-7], 3.85 (3H, s, 5-OCH3), 6.83
(1H, d, 4J = 2.0, H-8), 6.99 (1H, d, 4J = 2.0, H-6), 7.33–7.44 (3H, m, H-2�, H-4�, H-6�), 7.48–7.53 (2H, m, H-3�, H-5�), 8.29 (1H,
s, H-2).
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5-Methoxy-3-(4-methoxyphenyl)-4-oxo-4H-chromen-7-yl dimethylcarbamate (4b).  C20H19NO6, yield 98%,
mp 144–145°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.94, 3.07 [each 3H, s, (CH3)2NCOO-7], 3.78 (3H, s,
4�-OCH3), 3.85 (3H, s, 5-OCH3), 6.82 (1H, d, 4J = 2.4, H-8), 6.98 (2H, d, 3J = 8.8, H-3�, H-5�), 6.99 (1H, d, 4J = 2.4, H-6), 7.45
(2H, d, 3J = 8.8, H-2�, H-6�), 8.26 (1H, s, H-2).

5-Methoxy-4-oxo-3-(4-fluorophenyl)-4H-chromen-7-yl dimethylcarbamate (4c).  C19H16FNO5, yield 73%,
mp 153–155°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.00, 3.12 [each 3H, s, (CH3)2NCOO-7], 3.91 (3H, s,
5-OCH3), 6.69 (1H, d, 4J = 1.7, H-8), 6.86 (1H, d, 4J = 1.7, H-6), 7.13 (2H, dd, 3JHH = 8.8, 3JHF = 8.8, H-3�, H-5�), 7.52 (2H,
dd, 3JHH = 8.8, 4JHF = 5.9, H-2�, H-6�), 8.11 (1H, s, H-2).

5-Methoxy-4-oxo-3-(4-chlorophenyl)-4H-chromen-7-yl dimethylcarbamate (4d).  C19H16ClNO5, yield 78%,
mp 183–184°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.01, 3.13 [each 3H, s, (CH3)2NCOO-7], 3.92 (3H, s,
5-OCH3), 6.71 (1H, s, H-8), 6.87 (1H, s, H-6), 7.39 (2H, d, 3J = 7.6, H-3�, H-5�), 7.52 (2H, d, 3J = 7.6, H-2�, H-6�), 8.11 (1H,
s, H-2).

5-Methoxy-3-(2-methoxyphenyl)-4-oxo-4H-chromen-7-yl dimethylcarbamate (4e).  C20H19NO6, yield 90%,
mp 146–147°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.95, 3.08 [each 3H, s, (CH3)2NCOO-7], 3.75 (3H, s,
2�-OCH3), 3.83 (3H, s, 5-OCH3), 6.82 (1H, d, 4J = 2.2, H-8), 6.95–7.01 (2H, m, H-6, H-5�), 7.04–7.08 (1H, m, H-3�), 7.16–
7.20 (1H, m, H-6�), 7.34–7.40 (1H, m, H-4�), 8.11 (1H, s, H-2).

General Method for Preparing 7-Hydroxy-5-methoxyisoflavones 5a–e.  A solution of isoflavone 4a-e (10 mmol)
in ethyleneglycol monomethyl ether (20 mL) was treated with conc. HCl (2–3 mL), refluxed for 4–8 h (end of reaction
determined by TLC), and poured into ice water (200 mL).  The resulting precipitate was filtered off, dried, and crystallized
from DMF:MeOH (1:1).

7-Hydroxy-5-methoxy-3-phenyl-4H-chromen-4-one (5a).  C16H12O4, yield 56%, mp 286–287°C.  PMR spectrum
(400 MHz, DMSO-d6, �, ppm, J/Hz): 3.85 (3H, s, 5-OCH3), 6.34 (1H, s, H-8), 6.36 (1H, s, H-6), 7.27–7.40 (3H, m, H-2�,
H-4�, H-6�), 7.42–7.51 (2H, m, H-3�, H-5�), 7.89 (1H, s, H-2), 10.30 (1H, s, 7-OH).

7-Hydroxy-5-methoxy-3-(4-methoxyphenyl)-4H-chromen-4-one (5b).  C17H14O5, yield 59%, mp 274–275°C (lit.
[24] mp 294°C).  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.82 (3H, s, 4�-OCH3), 3.85 (3H, s, 5-OCH3), 6.34 (1H,
s, H-8), 6.36 (1H, s, H-6), 6.86–6.95 (2H, m, H-3�, H-5�), 7.34–7.44 (2H, m, H-2�, H-6�), 7.85 (1H, s, H-2), 10.24 (1H, s,
7-OH).

7-Hydroxy-5-methoxy-3-(4-fluorophenyl)-4H-chromen-4-one (5c).  C16H11FO4, yield 47%, mp 292–293°C.  PMR
spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.85 (3H, s, 5-OCH3), 6.35 (1H, s, H-8), 6.37 (1H, s, H-6), 7.04–7.05 (2H, m,
H-3�, H-5�), 7.45–7.55 (2H, m, H-2�, H-6�), 7.90 (1H, s, H-2), 10.19 (1H, s, 7-OH).

7-Hydroxy-5-methoxy-3-(4-chlorophenyl)-4H-chromen-4-one (5d).  C16H11ClO4, yield 53%, mp 283–284°C.  PMR
spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.86 (3H, s, 5-OCH3), 6.36 (1H, s, H-8), 6.37 (1H, s, H-6), 7.37 (2H, d,
3J = 8.0, H-3�, H-5�), 7.51 (2H, d, 3J = 8.0, H-2�, H-6�), 7.95 (1H, s, H-2), 10.28 (1H, s, OH-7).

7-Hydroxy-5-methoxy-3-(2-methoxyphenyl)-4H-chromen-4-one (5e).  C17H14O5, yield 61%, mp 290–292°C.  PMR
spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 3.77 (3H, s, 2�-OCH3), 3.84 (3H, s, 5-OCH3), 6.34 (1H, s, H-8), 6.38 (1H, s,
H-6), 6.91–7.02 (2H, m, H-3�, H-5�), 7.14–7.21 (1H, m, H-6�), 7.27–7.34 (1H, m, H-4�), 7.72 (1H, s, H-2), 10.16 (1H, s,
7-OH).

General Method for Aminomethylation of 7-Hydroxy-5-methoxyisoflavones 5a–e.  A hot solution of the appropriate
isoflavone 5a–e (2 mmol) in anhydrous EtOH (20 mL) was treated with the appropriate aminal (2.2 mmol), refluxed for
3–5 h, and cooled (reaction monitored by TLC).  The solvent was evaporated in vacuo.  The solid was triturated with Et2O,
dried, and crystallized from i-PrOH:hexane.  The reaction mixtures for 6b and 6d were treated with conc. HCl (1 mL),
evaporated in vacuo, triturated with Et2O, and crystallized from CH3CN:MeOH (2:1).

7-Hydroxy-8-[(dimethylamino)methyl]-5-methoxy-3-phenyl-4H-chromen-4-one (6a).  C19H19NO4, yield 56%,
mp 208–209°C.  PMR spectrum (400 MHz, CDCl3, �, ppm): 2.43 [6H, s, (CH3)2N], 3.91 (2H, s, 8-CH2), 3.92 (3H, s,
5-OCH3), 6.35 (1H, s, H-6), 7.31–7.44 (3H, m, H-2�, H-4�, H-6�), 7.49–7.56 (2H, m, H-3�, H-5�), 7.75 (1H, s, H-2), 10.37 (1H,
s, 7-OH).

7-Hydroxy-8-[(dimethylamino)methyl]-5-methoxy-3-(4-methoxyphenyl)-4H-chromen-4-one Hydrochloride
(6b).  C20H21NO5�HCl, yield 54%, mp 180–181°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.74 [6H, d, 3J = 4.4,
(CH3)2N], 3.79 (3H, s, 4�-OCH3), 3.83 (3H, s, 5-OCH3), 4.31 (2H, d, 3J = 4.4, 8-CH2), 6.67 (1H, s, H-6), 6.97 (2H, d, 3J = 8.5,
H-3�, H-5�), 7.43 (2H, d, 3J = 8.5, H-2�, H-6�), 8.13 (1H, s, H-2), 10.13 (1H, m, NH+), 11.84 (1H, s, 7-OH).
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7-Hydroxy-8-[(dimethylamino)methyl]-5-methoxy-3-(4-fluorophenyl)-4H-chromen-4-one (6c).  C19H18FNO4,
yield 73%, mp 210–211°C.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 2.43 [6H, s, (CH3)2N], 3.84 (2H, s, 8-CH2), 3.93
(3H, s, 5-OCH3), 6.34 (1H, s, H-6), 7.08 (2H, dd, 3JHH = 8.8, 3JHF = 8.8, H-3�, H-5�), 7.36 (2H, dd, 3JHH = 8.8, 4JHF = 5.5,
H-2�, H-6�), 7.74 (1H, s, H-2), 10.12 (1H, s, 7-OH).

7-Hydroxy-8-[(dimethylamino)methyl]-5-methoxy-3-(4-chlorophenyl)-4H-chromen-4-one Hydrochloride (6d).
C19H18ClNO4�HCl, yield 36%, mp 197–198°C.  PMR spectrum (400 MHz, DMSO-d6, �, ppm, J/Hz): 2.77 [6H, d, 3J = 4.4,
(CH3)2N], 3.82 (3H, s, 5-OCH3), 4.30 (2H, d, 3J = 4.4, 8-CH2), 6.72 (1H, s, H-8), 7.46–7.55 (4H, m, H-2�, H-3�, H-5�, H-6�),
8.26 (1H, s, H-2), 9.97 (1H, m, NH+), 11.91 (1H, s, 7-OH).

7-Hydroxy-5-methoxy-8-(piperidin-1-ylmethyl)-3-phenyl-4H-chromen-4-one (7a).  C22H23NO4, yield 51%,
mp 184–185°C.  PMR spectrum (400 MHz, CDCl3, �, ppm): 1.17–3.55 (10H, m, piperidine protons), 3.79 (3H, s, 5-OCH3),
4.11 (2H, s, 8-CH2), 6.51 (1H, s, H-6), 7.28–7.38 (3H, m, H-2�, H-4�, H-6�), 7.43-7.47 (2H, m, H-3�, H-5�), 7.73 (1H, s, H-2).

7-Hydroxy-5-methoxy-3-(4-methoxyphenyl)-8-(piperidin-1-ylmethyl)-4H-chromen-4-one (7b).  C23H25NO5,
yield 51%, mp 189–190°C.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 1.17–3.33 (10H, m, piperidine protons), 3.83
(3H, s, 4�-OCH3), 3.89 (2H, s, 8-CH2), 3.92 (3H, s, 5-OCH3), 6.31 (1H, s, H-6), 6.93 (2H, d, 3J = 8.5, H-3�, H-5�), 7.47 (2H, d,
3J = 8.5, H-2�, H-6�), 7.72 (1H, s, H-2), 9.05 (1H, s, 7-OH).

7-Hydroxy-5-methoxy-8-(piperidin-1-ylmethyl)-3-(4-fluorophenyl)-4H-chromen-4-one (7c).  C22H22FNO4, yield
53%, mp 197–198°C.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 1.44–3.25 (10H, m, piperidine protons), 3.89 (3H, s,
5-OCH3), 3.98 (2H, s, 8-CH2), 6.40 (1H, s, H-6), 7.08 (2H, dd, 3JHH = 8.8, 3JHF = 8.8, H-3�, H-5�), 7.50 (2H, dd, 3JHH = 8.8,
4JHF = 5.5, H-2�, H-6�), 7.73 (1H, s, H-2).

7-Hydroxy-5-methoxy-8-(piperidin-1-ylmethyl)-3-(4-chlorophenyl)-4H-chromen-4-one (7d).  C22H22ClNO4,
yield 62%, mp 212–213°C.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 1.19–3.35 (10H, m, piperidine protons), 3.90
(2H, s, 8-CH2), 3.92 (3H, s, 5-OCH3), 6.31 (1H, s, H-6), 7.36 (2H, d, 3J = 8.4, H-3�, H-5�), 7.48 (2H, d, 3J = 8.4, H-2�, H-6�),
7.74 (1H, s, H-2), 10.55 (1H, s, 7-OH).

7-Hydroxy-5-methoxy-3-(2-methoxyphenyl)-8-(piperidin-1-ylmethyl)-4H-chromen-4-one (7e).  C23H25NO5, yield
78%, mp 167–168°C.  PMR spectrum (400 MHz, CDCl3, �, ppm): 1.22–3.23 (10H, m, piperidine protons), 3.79 (3H, s,
2�-OCH3), 3.90 (3H, s, 5-OCH3), 3.91 (2H, s, 8-CH2), 6.30 (1H, s, H-6), 6.91–7.02 (2H, m, H-3�, H-5�), 7.26–7.38 (2H, m,
H-4�, H-6�), 7.71 (1H, s, H-2).

7-Hydroxy-8-[(4-methylpiperazin-1-yl)methyl]-5-methoxy-3-phenyl-4H-chromen-4-one (8a).  C22H24N2O4, yield
60%, mp 189–190°C.  PMR spectrum (400 MHz, CDCl3, �, ppm): 2.14–3.10 (11H, m, piperazine protons), 3.93 (3H, s, 5-
OCH3), 3.95 (2H, s, 8-CH2), 6.33 (1H, s, H-6), 7.32–7.43 (3H, m, H-2�, H-4�, H-6�), 7.50–7.56 (2H, m, H-3�, H-5�), 7.71 (1H,
s, H-2).

7-Hydroxy-8-[(4-methylpiperazin-1-yl)methyl]-5-methoxy-3-(4-chlorophenyl)-4H-chromen-4-one (8d).
C22H23ClN2O4, yield 55%, mp 195–197°C.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 2.04–3.22 (11H, m, piperazine
protons), 3.93 (3H, s, 5-OCH3), 3.95 (2H, s, 8-CH2), 6.33 (1H, s, H-6), 7.36 (2H, d, 3J = 8.5, H-3�, H-5�), 7.48 (2H, d, 3J = 8.5,
H-2�, H-6�), 7.76 (1H, s, H-2).

7-Hydroxy-8-[(4-methylpiperazin-1-yl)methyl]-5-methoxy-3-(2-methoxyphenyl)-4H-chromen-4-one (8e).
C23H26N2O5, yield 83%, mp 164–166°C.  PMR spectrum (400 MHz, CDCl3, �, ppm): 2.13–3.15 (11H, m, piperazine protons),
3.78 (3H, s, 2�-OCH3), 3.90 (3H, s, 5-OCH3), 3.95 (2H, s, 8-CH2), 6.31 (1H, s, H-6), 6.92–7.03 (2H, m, H-3�, H-5�), 7.26–7.38
(2H, m, H-4�, H-6�), 7.74 (1H, s, H-2).

7-Hydroxy-5-methoxy-3-(4-methoxyphenyl)-8-(morpholin-4-ylmethyl)-4H-chromen-4-one (9b).  C22H23NO6,
yield 73%, mp 199–200°C.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 2.30–3.03 (4H, m, 3��-NCH2, 5��-NCH2), 3.74–
3.87 [7H, m + s, O(CH2)2, 4�-OCH3], 3.89 (3H, s, 5-OCH3), 3.98 (2H, s, 8-CH2), 6.36 (1H, s, H-6), 6.92 (2H, d, 3J = 8.8,
H-3�, H-5�), 7.46 (2H, d, 3J = 8.8, H-2�, H-6�), 7.74 (1H, s, H-2).

7-Hydroxy-5-methoxy-8-(morpholin-4-ylmethyl)-3-(4-fluorophenyl)-4H-chromen-4-one (9c).  C21H20FNO5,
yield 88%, mp 237–239°C.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 2.38–3.08 (4H, m, 3��-NCH2, 5��-NCH2), 3.71–
3.89 [4H, m, O(CH2)2], 3.92 (3H, s, 5-OCH3), 3.98 (2H, s, 8-CH2), 6.38 (1H, s, H-6), 7.09 (2H, dd, 3JHH = 8.8, 3JHF = 8.8,
H-3�, H-5�), 7.50 (2H, dd, 3JHH = 8.8, 4JHF = 5.4, H-2�, H-6�), 7.76 (1H, s, H-2).

7-Hydroxy-5-methoxy-8-(morpholin-4-ylmethyl)-3-(4-chlorophenyl)-4H-chromen-4-one (9d).  C21H20ClNO5,
yield 83%, mp 210–211°C.  PMR spectrum (400 MHz, CDCl3, �, ppm, J/Hz): 2.38–3.23 (4H, m, 3��-NCH2, 5��-NCH2), 3.72–
3.86 [4H, m, O(CH2)2], 3.89 (3H, s, 5-OCH3), 4.00 (2H, s, 8-CH2), 6.38 (1H, s, H-6), 7.35 (2H, d, 3J = 8.5, H-3�, H-5�), 7.46
(2H, d, 3J = 8.5, H-2�, H-6�), 7.76 (1H, s, H-2).
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7-Hydroxy-5-methoxy-3-(2-methoxyphenyl)-8-(morpholin-4-ylmethyl)-4H-chromen-4-one (9e).  C22H23NO6,
yield 83%, mp 179–180°C.  PMR spectrum (400 MHz, CDCl3, �, ppm): 2.24–3.04 (4H, m, NCH2-3��, NCH2-5��), 3.67–3.88
[7H, m + s, O(CH2)2, 2�-OCH3], 3.90 (3H, s, 5-OCH3), 3.95 (2H, s, 8-CH2), 6.32 (1H, s, H-6), 6.93–7.02 (2H, m, H-3�, H-5�),
7.25–7.38 (2H, m, H-2�, H-6�), 7.73 (1H, s, H-2).

REFERENCES

  1. D. T. A. Youssef, M. A. Ramadan, and A. A. Khalifa, Phytochemistry, 49, 2579 (1998).
  2. S. Kumazawa, K. Hayashi, K. Kajiya, T. Ishii, T. Hamasaka, and T. Nakayama, J. Agric. Food Chem., 50, 4777 (2002).
  3. T.-T. Dao, B.-T. Tung, P.-H. Nguyen, P.-T. Thuong, S.-S. Yoo, E.-H. Kim, S.-K. Kim, and W.-K. Oh, J. Nat. Prod., 73,

1636 (2010).
  4. N. I. Kulesh, N. A. Vasilevskaya, M. V. Veselova, V. A. Denisenko, and S. A. Fedorov, Khim. Prir. Soedin., 575 (2008).
  5. C.-H. Chang, C.-C. Lin, S. Kadota, M. Hattori, and T. Namba, Phytochemistry, 40, 945 (1995).
  6. R. J. Grayer-Barkmeijera, J. L. Inghama, and P. M. Dewick, Phytochemistry, 17, 829 (1978).
  7. J. Buckingham, K. H. Baggaley, A. D. Roberts, and L. F. Szabo, Dictionary of Alkaloids, 2nd Ed. with CD-ROM, CRC

Press, Boca Raton, 2010, pp. 1–2374.
  8. R. G. Naik, S. L. Kattige, S. V. Bhat, B. Alreja, N. J. de Souza, and R. H. Rupp, Tetrahedron, 44, 2081 (1988).
  9. P. Cohen, Nat. Rev. Drug Discovery, 1, 309 (2002).
10. T. Liu, Z. Xu, Q. He, Y. Chen, B. Yang, and Y. Hu, Bioorg. Med. Chem. Lett., 17, 278 (2007).
11. J. A. Beutler, J. H. Cardellina, J. B. McMahon, M. R. Boyd, and G. M. Cragg, J. Nat. Prod., 55, 207 (1992).
12. T. B. Nguyen, O. Lozach, G. Surpateanu, Q. Wang, P. Retailleau, B. I. Iorga, L. Meijer, and F. Gueritte, J. Med. Chem.,

55, 2811 (2012).
13. S. P. Bondarenko, A. V. Levenets, M. S. Frasinyuk, and V. P. Khilya, Khim. Prir. Soedin., 211 (2003).
14. S. P. Bondarenko, M. S. Frasinyuk, and V. P. Khilya, Khim. Prir. Soedin., 29 (2012).
15. D. J. Daigle, R. L. Ory, and W. D. Branch, Peanut Sci., 12, 60 (1985).
16. R. Braz Filho, O. R. Gottlieb, S. L. V. Pinho, F. J. Queiroz Nonte, and A. I. da Rocha, Phytochemistry, 12, 1184 (1972).
17. R. J. Bass, J. Chem. Soc., Chem. Commun., 78 (1976).
18. O. Matsuda and M. Sekiya, Chem. Pharm. Bull., 24, 2494 (1976).
19. R. B. Anglier, K. C. Murdock, W. V. Curran, P. Y. Sollenberger, and J. P. Cassey, J. Med. Chem., 11, 720 (1968).
20. L.-T. Ng, H.-H. Ko, and T.-M. Lu, Bioorg. Med. Chem., 17, 4360 (2009).
21. G. W. Moersch, D. E. Morrow, and W. A. Neuklis, J. Med. Chem., 10, 154 (1967).
22. T.-M. Lu, D.-H. Kuo, H.-H. Ko, and L.-T. Ng, J. Agric. Food Chem., 58, 10027 (2010).
23. H. G. Krisnamurty and J. S. Prasad, Tetrahedron Lett., 35, 3071 (1977).
24. F. E. King and L. Jurd, J. Chem. Soc., 3211 (1952).


	Abstract
	Keywords
	EXPERIMENTAL
	General Method for Preparing Aminals
	General Method for Preparing Ketones 1a–e
	General Method for Preparing 5,7-Dihydroxyisoflavones 2a–e.
	General Method for Preparing 5-Hydroxy-7-dimethylcarbamoylisoflavones 3a–e
	General Method for Preparing 5-Methoxy-7-dimethylcarbamoylisoflavones 4a–e
	General Method for Preparing 7-Hydroxy-5-methoxyisoflavones 5a–e
	General Method for Aminomethylation of 7-Hydroxy-5-methoxyisoflavones 5a–e

	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 false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /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 ()
  /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


