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SYNTHESIS AND MODIFICATION OF DITERPENOIDS
WITH TWO DIHYDROQUINOPIMARIC ACID SKELETONS
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Diesters and diamides in which two dihydroquinopimaric acid carbon skeletons are covalently bonded
through aliphatic spacers were synthesized.
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The synthesis of compounds with several carbocyclic skeletons that form the basis of various isoprenoid natural
metabolites has recently become one of the active areas of organic chemistry [1-3]. These derivatives, primarily higher
terpenoids, are interesting because slight changes of their structures cause significant changes in the biological activity [4, 5].
The combination in a single molecule of several diterpenoid skeletons causes new properties to appear. Derivatives of podocarpic
acid with two abietane skeletons are promising as potential liver X-receptor agonists [2]. Derivatives of the diterpenoid
isosteviol with two ent-beyerane skeletons transport through a liquid CHCl; membrane amino acids [6] and iron cations [7]
and exhibit antituberculosis activity [8]. The first macrocycles containing diterpenoid [9] or steroid [10] skeletons have been
synthesized. Of these, macrocyclic taxanoids with anticancer activity greater than that of taxol have the most practical value
[11].

One of the first important problems on the synthetic route to compounds with several skeletons is the development of
methods for bonding them covalently. The simplest pathway is the acid chloride route that includes reaction of the acid
chlorides of terpenoid acids with H-binucleophiles of various structures [8]. Herein we report the first synthesis of diesters
and diamides containing two dihydroquinopimaric acid (DQPA) carbon skeletons (1).

Reaction of DQPA chloride (2) with diols (ethyleneglycol, diethyleneglycol) and diamines (1,5-penta- and
1,6-hexamethylenediamines) in a 2:1 ratio by refluxing in CHCl; in the presence of Et;N synthesized derivatives 3-8 in
29-65% yields after chromatographic purification (Scheme 1). The structures of the compounds were established by NMR
spectroscopy and mass spectrometry. The NMR spectra of 3 and 5-8, which contained two skeletons, showed one set of
resonances of double intensity for the carbon skeleton. Characteristic resonances of C atoms C-21 and C-21" at § 177.8—
178.5 ppm in the 13C NMR spectra were indicative of the formation of ester and amide bonds in 3-8.

Methylene resonances for the -O-CH,~CH,~O- spacer in the skeleton of diester 3 were observed at 8- 60.5 ppm
(13C NMR) and d;; 2.81 ppm as a doublet of doublets (PMR). A doublet of triplets for the -CH,~CH,OH resonance in the
PMR spectrum at 8, 4.40 ppm was indicative of the formation of monoester 4. Resonances of the -O—(CH,),~O—(CH,),~O-
spacer in spectra of 5 were observed at § 69.2 and 63.7 ppm (}3C NMR) and § 3.65 and 4.23 ppm as triplets (PMR). In contrast
with the 13C NMR spectrum of 5, that of 6 contained resonances of C-24 and C-25 at § 72.2 and 61.5 ppm.

The electron-impact (EI) mass spectrum of 5 had a peak for the fragment ion [M — CH3]+ (m/z 879) in the heavy mass
region. Other fragment ions with lower m/z values in the mass spectrum of § were apparently formed by successive decomposition
under EI of the aforementioned ion. The base peak in the electrospray ionization (ESI) mass spectrum had m/z 917 and
corresponded to [M + Na]*.
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Resonances for methylene groups of the spacer in diamides 7 and 8 were observed at 8 39.6-24.2 ppm (13C NMR)
and at § 3.14-3.35 as a multiplet (PMR).

Compound 5, in which two DQPA skeletons were bonded by a diethyleneglycol spacer were modified at the C-18 and
C-18' positions. Reduction of 5 by NaBH, in MeOH produced the bishydroxy derivative 9, which was characterized as the
acetate 10. The '3C NMR spectrum of 11, which was obtained from 9 by refluxing in the presence of HCI, exhibited characteristic
resonances for the pairs C-18, C-18" and C-20, C-20" at § 72.8 and 84.1 ppm, respectively.

Thus, we synthesized diesters and diamides in which two DQPA skeletons were covalently bonded through aliphatic
spacers. The determination of the properties of the bis-derivatives as compared with the starting diterpenoids and the development
of methods for converting them to macrocycles will be reported separately.

EXPERIMENTAL

13C NMR and PMR spectra in CDCI; were recorded on a Bruker AM-300 spectrometer (75.5 and 300 MHz,
respectively) with SiMe, internal standard. Melting points were determined on a Boetius microstage. Optical rotation was
measured on a Perkin—Elmer 241 MC polarimeter in a 1-dm tube. EI mass spectra were obtained in a Trace MS Finnigan MAT
instrument at 70 eV ionizing electron energy and ion-source temperature 200°C. Heating of the direct-probe vaporizer system
was programmed from 40 to 400°C at 35°C/min. ESI mass spectra were obtained in a DFS Thermo Electron Corporation
instrument (syringe pump, 1% solution in MeOH at flow rate 5 uL/min) in positive-ion mode at capillary potential 4.5 kV.
TLC was performed on Silufol plates (Chemapol, Czech Rep.) using CHCl;:MeOH (20:1). Compounds were detected by
phosphotungstic acid solution (10%) in EtOH with subsequent heating to 100—120°C for 2-3 min. DQPA (1) and its acid
chloride (2) were prepared by literature methods [12, 13].

Synthesis of 3-8. DQPA chloride (2, 1 mmol, 0.43 g) in dry CH,Cl, (10 mL) was treated with diol (0.5 mmol,
0.02 mL ethyleneglycol or 0.025 mL diethyleneglycol) or diamine (0.5 mmol, 0.05 g 1,5-pentamethylenediamine or 0.05 g
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1,6-hexamethylenediamine) and Et,N (0.3 mL), refluxed for 12 h (TLC monitoring), washed with HCI solution (20 mL, 5%)
and water (2 X 20 mL), and dried over MgSO,. Solvent was vacuum distilled. The solid was purified by column chromatography
over Al,O; with elution by CHCI,.

Bis-[(20-isopropyl-5,9-dimethyl-15,18-dioxopentacyclo[12.4.0.22:13,0510 0%13|_¢icos-19-en-5-carboxy|ethane (3).
Yield 0.39 g (43%), mp 102-105°C (CHCly), [oc]]%o +5.0° (¢ 0.1, CHCly), C54H4,04.

PMR spectrum (CDCly, 8, ppm, J/Hz): 0.51 (6H, s, 2CHj), 0.68-0.79 (4H, m), 0.95 [6H, s, 2xCH(CHy),], 1.01 [6H,
s, 2xCH(CH;),], 1.12 (6H, s, 2CH;), 1.15-2.00 (24H, m), 2.01-2.61 (14H, m), 2.81 (4H, dd, J, = 2.1, J, = 5.1, H-22, H-23),
3.11 (2H, br.s), 5.40 (2H, br.s, H-19, H-19").

13C NMR spectrum (CDCly, 8, ppm): 208.0 (C-18, C-18"),206.9 (C-15, C-15"), 177.8 (C-21, C-21"), 149.5 (C-20,
C-20"), 126.2 (C-19, C-19"), 60.5 (C-22, C-23), 56.3 (2C), 54.8 (2C), 49.7 (2C), 46.9 (C-9, C-9'), 46.2 (2C), 41.5 (2C), 39.1
(2C), 39.0 (2C), 38.6 (20), 38.3 (2C), 37.7 (2C), 37.3 (2C), 35.1 (20), 33.1 (2C), 27.9 (2C), 22.4 (2C), 21.2 (2C), 20.3 (20),
19.0 (20), 17.0 (2C), 16.6 (2C).

9-Hydroxyethoxyethyl-[(20-isopropyl-5,9-dimethyl-15,18-dioxopentacyclo[12.4.0.22:13,05:10 04.13] _ejcos-19-en-
S-carboxylate (4). Yield 0.23 g (51%), mp 90-93°C (CHCly), [oc]]%o +43.0° (¢ 0.56, CHCly), CygH 4(Os.

PMR spectrum (CDCly, 8, ppm, J/Hz): 0.65 (3H, s, CH,), 0.71-0.89 (2H, m, 2CH), 0.91 [3H, d, ] = 6.9, CH(CHj;), ],
0.97 [3H, d,J = 6.9, CH(CHj),], 1.09 (3H, s, CHy), 1.11-1.72 (12H, m), 2.08-2.50 (6H, m), 2.75 (1H, br.s, H-12), 3.12 (1H,
brs), 4.11-4.31 (2H, m, H-22), 4.40 [2H, dt, J, = 2.3, J, = 5.7, CH,(23)OH], 5.30 (1H, br.s, OH), 5.49 (1H, br.s, H-19).

13C NMR spectrum (CDCly, 8, ppm): 209.5 (C-18), 207.9 (C-15), 177.8 (C-21), 149.1 (C-20), 125.4 (C-19), 62.3
(C-22), 60.4 (C-23), 60.0, 55.7, 54.7, 49.3 (C-9), 46.9, 41.1, 38.7, 38.2, 37.8, 37.6, 36.9, 36.5, 34.6, 32.8, 27.7, 21.7, 20.7,
19.8, 16.9, 16.6, 15.8.

Bis-[(20-isopropyl-5,9-dimethyl-15,18-dioxopentacyclo[12.4.0.22:13,05:10 ¢94.13|_ejcos-19-en-5-
carboxy|ethoxyethane (5). Yield 0.58 g (65%), mp 101-104°C (CHCl,), [oc]%o +5.5% (¢ 0.37, CHCly), C55H720q.

PMR spectrum (CDCly, 6, ppm, J/Hz): 0.56 (6H, s, 2xCH5), 0.81-0.96 (4H, m), 0.98 [6H, s, 2xCH(CH;),] and 1.03
[6H, s, 2xCH(CHj),], 1.12 (6H, s, 2CHj), 1.12-1.81 (22H, m), 2.18-2.57 (12H, m), 2.67 (2H, dd, J, =2.6,J,=5.6, H-2,
H-2’), 3.20 (2H, br.s), 3.65 (4H, t, ] = 4.7, H-23, H-24), 4.23 (4H, t, ] = 4.9, H-22, H-25), 5.51 (2H, br.s, H-19, H-19").

13C NMR spectrum (CDCly, 8, ppm): 209.9 (C-18, C-18),208.9 (C-15, C-15"), 178.5 (C-21, C-21"), 149.6 (C-20,
C-20"), 125.4 (C-19, C-19"), 69.2 (C-23, C-24), 63.7 (C-22, C-25), 60.7 (2C), 56.0 (2C), 54.9 (2C), 49.4 (2C), 47.1 (C-9, C-9"),
41.3 (20), 39.0 (20), 38.6 (2C), 38.0 (2C), 37.8 (2C), 37.1 (2C), 36.6 (2C), 34.8 (2C), 34.9 (2C), 27.9 (2C), 21.8 (2C), 20.8
(2C), 19.9 (2C), 17.1 (2C), 16.8 (2C), 16.0 (2C).
Mass spectrum (EI, 70 eV, m/z, I, %): 879 (0.1) [M — CH,]", 786 (0.15), 785 (0.25) [C5,H;,0,]", 784 (0.22), 7835
(0.12), 674 (1.2), 673 (2.7) [C4sHgoO41", 672 (1.7), 671 (1.1), 257 (82.6) [C,,H,, 0,1, 133 (100) [C,,H,;]" (peaks of ions
containing the most common isotopes are shown). Mass spectrum (ESI, m/z, I, %): 917 (100) [M + Na]™.

9-(2-Hydroxy-1-ethoxy)ethyl-[(20-isopropyl-5,9-dimethyl-15,18-dioxopentacyclo[12.4.0.22-13,05:10 04.13| _¢jcos-
19-en-5-carboxylate (6). Yield 0.16 g (29%), mp 89-91°C (CHCl,), [oc]]%o +54.0° (¢ 0.56, CHCly), C5,H44O0¢.

PMR spectrum (CDCly, 8, ppm, J/Hz): 0.67 (3H, s, CH,), 0.73-0.94 (2H, m, 2CH), 0.95 [3H, d, ] = 6.9, CH(CHj;), ],
1.02 [3H, d, J = 6.9, CH(CH;),], 1.12 (3H, s, CH;), 1.15-1.83 (12H, m), 2.12-2.56 (6H, m), 2.76 (1H, br.s, H-12), 3.12 (1H,
br.s), 3.57-3.65 (4H, m, H-23, H-24), 3.67 [2H, s, CH,(25)OH], 4.45 (2H, t, ] = 6.5, H-22), 5.30 (1H, br.s, OH), 5.51 (1H, br.s,
H-19).

13C NMR spectrum (CDCly, 8, ppm): 210.5 (C-18), 210.4 (C-15), 178.2 (C-21), 149.5 (C-20), 125.2 (C-19), 72.2
(C-24), 69.0 (C-23), 63.3 (C-22), 61.5 (C-25), 60.4, 55.8, 54.7, 49.0 (C-9), 46.9, 41.1, 38.7, 38.3,37.7, 37.5, 36.8, 36.2, 34.4,
32.7,27.7,21.7,20.6, 19.7, 16.7, 16.5, 15.7.

N,N'-Bis-[(20-isopropyl-5,9-dimethyl-15,18-dioxopentacyclo[12.4.0.22:13,05:10 04.13]_¢jcos-19-en-5-carboxy]-
diaminopentane (7). Yield 0.47 g (53%), mp 93-95°C (CHCl,), [oc]D20 +4.3° (¢ 0.4, CHCly), C57Hg,N,O.

PMR spectrum (CDCly, 8, ppm, J/Hz): 0.55 (6H, s, 2CHj;), 0.60-0.98 (4H, m), 0.99 [6H, s, 2xCH(CHy),], 1.05 [6H,
s, 2xCH(CHy),], 1.10 (6H, s, 2CHj;), 1.12-1.87 (24H, m), 2.18-2.60 (12H, m), 2.78 (2H, dd, J, = 2.7, J, = 6.0, H-2, H-2’),
3.04 (2H, br.s), 3.13-3.34 (10H, m, 5CH,), 5.50 (2H, br.s, H-19, H-19"), 5.98 (2H, br.s, CONH),

I3C NMR spectrum (CDCl;, 8, ppm): 209.7 (C-18, C-18"), 208.7 (C-15, C-15"), 178.5 (2CONH), 149.3 (C-20,
C-20"), 125.5 (C-19, C-19%), 60.6 (2C), 55.8 (2C), 54.8 (2C), 49.8 (2C), 46.6 (C-9, C-9), 39.6 (2C), 38.8 (2C), 38.4 (2C), 38.0
(2C), 37.6 (2C), 36.9 (20), 36.8 (2C), 34.7 (2C), 32.8 (2C), 31.8 (C), 29.5 (2C), 27.7 (2C), 24.2 (2C), 21.2 (2C), 20.7 (20),
19.8 (20), 17.1 (2C), 16.6 (2C), 15.9 (2C).
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N,N'-Bis-[(20-isopropyl-5,9-dimethyl-15,18-dioxopentacyclo[12.4.0.22:13,05:10 04.13]_¢jcos-19-en-5-carboxy]-
diaminohexane (8). Yield 0.56 g (62%), mp 97-99°C (CHCl,), [oc]%o +5.2° (¢ 0.5, CHCly), C5gHg,N,Op.

PMR spectrum (CDCly, 8, ppm, J/Hz): 0.55 (6H, s, 2CHj;), 0.70-0.98 (4H, m), 0.99 [6H, s, 2xCH(CHy),], 1.04 [6H,
s, 2xCH(CHy),], 1.10 (6H, s, 2CHj;), 1.13-1.85 (24H, m), 2.13-2.58 (12H, m), 2.80 (2H, dd, J, = 2.4, J, = 5.3, H-2, H-2'),
3.05 (2H, br.s), 3.14-3.35 (12H, m, 6CH,), 5.50 (2H, br.s, H-19, H-19"), 5.95 (2H, t, ] = 5.2, CONH).

13C NMR spectrum (CDCls, 8, ppm): 209.8 (C-18, C-18"), 208.8 (C-15, C-15"), 178.4 (2CONH), 149.5 (C-20,
C-20"), 125.5 (C-19, C-19%), 60.6 (2C), 55.9 (2C), 54.8 (2C), 49.9 (2C), 46.6 (C-9, C-9"), 41.2 (2C), 39.6 (2C), 38.9 (2C), 38.4
(20), 38.0 (2C), 37.7 (2C), 37.0 (2C), 36.9 (2C), 34.7 (2C), 32.9 (2C), 29.3 (2C), 27.8 (2C), 24.2 (2C), 21.2 (2C), 20.7 (20),
19.8 (20), 17.1 (2C), 16.7 (2C), 16.0 (2C).

Bis-[(20-isopropyl-5,9-dimethyl-155-hydroxy,18-oxopentacyclo[12.4.0.22-13,05:10 9413 _¢jcos-19-en-5-
carboxy|ethoxyethane (9). Compound 5 (1 mmol, 0.89 g) in CHCl;:MeOH (20 mL, 1:1) was treated in portions with NaBH,
(5 mmol, 0.2 g), stirred at room temperature for 2 h, washed with HCl solution (20 mL, 5%) and water (2 x 20 mL), and dried
over MgSO,. Solvent was vacuum distilled. The solid was purified by column chromatography over Al,O; with elution by
CHCl;. Yield 0.78 g (87%), mp 102-104°C (CHCly), [oc]]%o +4.6° (¢ 1.8, CHCly), C5cHg,Oy.

PMR spectrum (CDCly, 8, ppm, J/Hz): 0.55 (6H, s, 2CHj), 0.79-0.96 (4H, m), 0.98 [6H, s, 2xCH(CHj),], 1.03 [6H,
s, 2XCH(CHy),], 1.12 (6H, s, 2CH;), 1.25-1.95 (24H, m), 1.97-2.51 (14H, m), 2.75 (2H, br.s), 3.66 (4H, br.s, H-23, H-24),
3.89 (2H, br.s, H-18, H-18"), 4.12 (4H, br.s, H-22, H-25), 4.71 (2H, br.s, OH), 5.51 (2H, br.s, H-19, H-19").

13C NMR spectrum (CDCly, 8, ppm): 212.9 (C-15, C-15"), 178.1 (C-21, C-21"), 146.9 (C-20, C-20"), 125.2 (C-19,
C-19"), 68.7 (C-23, C-24), 68.1 (C-18, C-18"), 63.1 (C-22, C-25), 54.9 (2C), 49.3 (2C), 48.1 (2C), 46.7 (C-9, C-9"), 40.3 (2C),
38.1 (2C), 37.7 (2C), 36.4 (2C), 36.1 (2C), 35.1 (2C), 34.9 (2C), 33.0 (2C), 30.1 (2C), 27.3 (2C), 21.8 (2C), 21.6 (2C), 21.3
(20), 19.6 (2C), 17.0 (2C), 16.7 (2C), 15.7 (2C).

Bis-[(20-isopropyl-5,9-dimethyl-15-methylcarbonyloxy-18-oxopentacyclo[12.4.0.22:13,05:10 0% 13| _¢icos-19-en-5-
carboxy|ethoxyethane (10). Compound 8 (1 mmol, 0.89 g) in Py (10-15 mL) was treated with Ac,0 (0.6 mL), left at room
temperature for 15 h, and poured into HCI solution (50 mL, 5%). The solid was filtered off, washed with water, dried in air,
and purified by column chromatography over Al,O with elution by CHCl;. Yield 0.91 g (93%), mp 105-107°C (CHCl,),
[0(]1230 +5.6° (¢ 0.25, CHCl), C4oHgOy .

PMR spectrum (CDCls, 8, ppm, J/Hz): 0.60 (6H, s, 2CH;), 0.62-0.98 (4H, m), 1.01 [6H, s, 2xCH(CHj;),] and 1.05
[6H, s, 2xCH(CHj),], 1.30 (6H, s, 2CHj;), 1.25-1.99 (24H, m), 2.05 (6H, s, 2CH;0), 2.03-2.95 (14H, m), 3.12 (2H, br.s), 3.65
(4H, br.s, H-23, H-24), 4.12 (4H, br.s, H-22, H-25), 4.91 (2H, br.s, H-18, H-18"), 5.52 (2H, br.s, H-19, H-19).

13C NMR spectrum (CDCl,, 8, ppm): 210.9 (C-15, C-15"), 178.2 (20COCH,), 70.4 (C-18, C-18"), 147.2 (C-20,
C-20"), 123.9(C-19, C-19), 68.9 (C-23, C-24), 63.3 (C-22, C-25),61.6 (2C), 54.5 (2C), 49.1 (2C), 46.8 (C-9, C-9), 44.4 (2C),
40.2 (20), 38.0 (20), 37.5 (2C), 36.3 (2C), 35.8 (2C), 35.0 (2C), 34.9 (20), 32.7 (2C), 29.8 (2C), 23.6 (20CH3), 21.5 (2C),
21.2 (20), 20.9 (2C), 19.3 (2C), 16.8 (2C), 16.6 (2C), 16.5 (2C), 15.5 (2C).

Bis-[(20-isopropyl-5,9-dimethyl-18-0x0-15-oxohexacyclo[12.4.0.22:13,05:10 04.13|_ejcos-19-en-5-
carboxy|ethoxyethane (11). Compound 10 (1 mmol, 0.89 g) in CHCl;:MeOH (20 mL, 1:1) was treated with conc. HCI
(5 mL), refluxed for 12 h (TLC monitoring), washed with NaHCO; solution (20 mL, 5%) and water (2 X 20 mL), and dried
over MgSO,. Solvent was vacuum distilled. The solid was purified by column chromatography over Al,O; with elution by
CHCl;. Yield 0.66 g (74%), mp 97-100°C (CHCl,), [oc]]%o +3.8° (¢ 0.8, CHCly), C54Hg,O,.

PMR spectrum (CDCly, 8, ppm, J/Hz): 0.57 (6H, s, 2CHj;), 0.79-0.96 (4H, m), 0.98 [6H, s, 2xCH(CHy),], 1.03 [6H,
s, 2XCH(CHy),], 1.12 (6H, s, 2CH;), 1.25-1.95 (24H, m), 1.97-2.51 (18H, m), 2.75 (2H, br.s), 3.65 (4H, br.s, H-23, H-24),
3.82 (2H, br.s, H-18, H-18"), 4.12 (4H, br.s, H-22, H-25).

13C NMR spectrum (CDCls, 8, ppm): 212.9 (C-15, C-15"), 178.3 (C-21, C-21"), 84.1 (C-20, C-20"), 72.8 (C-18,
C-18’), 68.9 (C-23, C-24), 63.3 (C-22, C-25), 61.8 (2C), 55.4 (2C), 51.5 (2C), 49.9 (2C), 47.7 (2C), 46.7 (C-9, C-9"), 40.3
(20), 38.1 (2C), 37.7 (2C), 36.4 (2C), 36.1 (2C), 35.1 (2C), 34.9 (2C), 33.0 (2C), 30.1 (2C), 27.3 (2C), 21.6 (20), 21.3 (20),
19.6 (2C), 17.0 (2C), 16.7 (2C), 15.7 (2C).

ACKNOWLEDGMENT

The work was supported financially by the Basic Research Program of the RAS Presidium “Development of Methods
for Preparing Chemical Compounds and Creating New Materials.”

386



REFERENCES

10.
11.
12.
13.

L.-H. Lin, L.-W. Lee, S.-Y. Sheu, and P.-Y. Lin, Chem. Pharm. Bull., 52, 1117 (2004).

W. Liu, S. Chen, J. Dropinski, L. Colwell, M. Robins, M. Szymonifka, N. Hayes, N. Sharma, K. MacNaul,

M. Hernandez, C. Burton, C. P. Sparrow, J. G. Menke, and S. B. Singh, Bioorg. Med. Chem. Lett., 15, 4574 (2005).
V. A. Alfonsov, G. A. Bakaleynik, A. T. Gubaidullin, V. E. Kataev, G. I. Kovyljaeva, A. 1. Konovalov,

I. A. Litvinov, I. Yu. Strobykina, O. V. Andreeva, and M. G. Korochkina, Mendeleev Commun., 5, 177 (2000).

L. Huang, X. Yuan, C. Aiken, and C. Ho Chen, Antimicrob. Agents Chemother., 4, 663 (2004).

T. G. Tolstikova, I. V. Sorokina, G. A. Tolstikov, A. G. Tolstikov, and O. B. Flekhter, Bioorg. Khim., 32, 42 (2006)
[Russ. J. Bioorg. Chem. (Engl. transl.), 32, 37 (2006)].

V. E. Kataev, I. Yu. Strobykina, O. I. Militsina, M. G. Korochkina, O. V. Fedorova, I. G. Ovchinnikova,

M. S. Valova, and G. L. Rusinov, Tetrahedron Lett., 47, 2137 (2006).

E. Kataev, O. I. Militsina, I. Yu. Strobykina, A. T. Gubaidullin, V. V. Zverev, O. 1. Kataeva, O. V. Fedorova,

M. S. Valova, and G. L. Rusinov, J. Inclusion Phenom. Macrocyclic Chem., 60, 51 (2008).

E. V. Kataev, O. I. Militsina, I. Yu. Strobykina, G. I. Kovylyaeva, R. Z. Musin, O. V. Fedorova, G. L. Rusinov,

M. N. Zueva, G. G. Mordovskoi, and A. G. Tolstikov, Khim.-farm. Zh., 40, 12 (2006) [Pharm. Chem. J., 40, 473
(2006)].

L. Yu. Strobykina, B. F. Garifullin, G. I. Kovylyaeva, R. Z. Musin, A. T. Gubaidullin, and E. V. Kataev, Zh. Obshch.
Khim., 77, 978 (2007) [Russ. J. Gen. Chem., 77, 1066 (2007)].

I. Ojima, S. Lin, T. Inoue, M. Miller, C. Borella, and X. Geng, J. Am. Chem. Soc., 122, 5343 (2000).

O. Shirota, S. Sekita, M. Satake, H. Morita, K. Takeya, and H. Itokawa, Chem. Pharm. Bull., 52, 739 (2004).

W. Herz, R. C. Blackstone, and M. G. Nair, J. Org. Chem., 32,2992 (1967).

O. B. Flekhter, I. E. Smirnova, E. V. Tret’yakova, G. A. Tolstikov, O. V. Savinova, and E. I. Boreko, Bioorg. Khim.,
35, 424 (2009) [Russ. J. Bioorg. Chem. (Engl. transl.), 35, 385 (2009)].

387



	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


