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Abstract The facile synthesis of a partially protected OSW-1 disaccharide moiety, having a
2-0-p-methoxybenzoyl-B-p-xylopyranosyl-(1 — 3 )-2-O-acetyl-L-arabinopyranoside struc-
ture, was elaborated by glycosylation in a B-stereoselective fashion. The xylopyranose
donors were synthesized by a short synthetic approach via convenient selective 1,2-diacetal
protection of 3,4-trans-diequatorial hydroxyl group. Regioselective ring opening of
1,2-diacetal-protected substrates efficiently led to the arabinopyranose acceptor with a free
3-hydroxyl group. Glycosylation of the xylopyranose donor with the arabinopyranose
acceptor provided the B-disaccharide.
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Figure 1. Structure of OSW-1 (1).

INTRODUCTION

OSW-1 (1) (Fig. 1), a highly potent anticancer natural product, is a member of
the cholestane glycoside. It exhibited exceptionally potent cytostatic activities against
various human malignant tumor cells. The anticancer activities of this compound are
found to be between 10 to 100 times more potent than some well-known anticancer
agents in clinical use, such as mitomycin C, adriamycin, cisplatin, camptothecin,
and even taxol. In addition, it has demonstrated significantly lower toxicity (ICsq
1500 nM) to normal human pulmonary cells.!"*? The structural novelty of OSW-1
is characterized by the attachment of a disaccharide to the C-16 position of the
steroid aglycone.”! Because of the extraordinary antitumor activities, OSW-1 is an
attractive synthetic target. The synthesis of the aglycone part was reported in 1998
by Guo and Fuchs. In 1999, the disaccharide moiety of OSW-1 was synthesized
by Deng et al.”! as part of the first total synthesis of OSW-1. Later in 2001, Jin
and Yu'® reported the synthesis of this disaccharide moiety by using a slightly
different approach. Because the disaccharide part of the OSW-1 molecule is impor-
tant for biological activity, modification of this carbohydrate backbone was bio-
logically evaluated by Suhr and Thiem in 2004.7 As part of our research on
steroidal synthesis and the regioselectivity of ketal ring opening in carbohydrate
molecules, our interest focused on alternative pathways and glycosylation directed
toward the disaccharide moiety.

The use of 1,2-diacetals as protecting groups for trans-1,2-diols has been shown
to be a particularly useful method for the efficient construction of complex, biologi-
cally significant oligosaccharides.® The high selectivity for trans-1,2-diols, in the
presence of other polyols, rapidly leads to protected monosaccharides amenable
for further synthetic manipulation. In this article we describe the high-yielding,
selective protection of phenylthioxyloside 4 with butane-2,3-dione, affording the
corresponding butane-2,3-diacetal (BDA) intermediate 5, which could be further
manipulated in the expedient synthesis of the disaccharide moiety 18 of OSW-1 (1).

RESULTS AND DISCUSSION

The synthesis of the disaccharide 18 was carried out in a straightforward
manner. Phenylthioxyloside 4, prepared from tetraacetyl-p-xylose 2 (Scheme 1),1%!%!
was reacted with butane-2,3-dione and BF;- OEt, to selectively protect the vicinal
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Scheme 1. Synthesis of trichloroacetimidate 8.

diequatorial alcohols, giving BDA-protected 5 in good yield. The p-methoxy benzoyl
group was then introduced by treatment of 5 with p-methoxybenzoic acid,
N,N’-dicyclohexylcarbodiimide (DCC), and 4-dimethylaminopyridine (DMAP) in
dichloromethane (DCM) affording 6 in 93% yield. The phenylthiol in 6 was removed
by treatment with N-bromosuccinimide (NBS) to furnish lactol 7, which was
subsequently converted to the corresponding trichloroacetimidate 8 in 96% yield."!

Meanwhile, the arabinoside acceptor 15 was prepared by selective ring opening
of the corresponding 3,4-benzylidene ketal 14, which was readily prepared from
tetraacetyl L-arabinose 9" in five steps in 41% yield (Scheme 2). The p-methoxybenzyl
a-L-arabinopyranoside 12 was prepared from 9 according to the standard method.!"”
The 3,4-diol of 12 was selectively protected as benzylidene acetal to give 13 in
74% yield, which were subsequently acetylated to yield exo-14 and endo-14, respect-
ively. The endo-configuration of the benzylidene ring of 13endo was confirmed on the
basis of "H and '*C NMR spectroscopic data; the benzylidene proton resonated at &
5.94 ppm and the signal of the acetalic carbon atom appeared at 104.5 ppm, whereas
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Scheme 2. Synthesis of exo-and endo-3,4-O-benzylidene-B-L-arabinopyranosides.
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Scheme 3. Reductive ring opening of benzylidene acetals 14.
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Scheme 4. Glycosylation of BDA-protected xylopyranoside donor 8 with arabinopyranoside acceptor 15.

OMe OBn OMe OBn

05x—=2 olf U omen 2% CH,Cly/H,0 (9:1) 05x—2 olf o
\ rt, 24h, 659 \
OMePMBzO AcO » 24h, 65% OMePMBzO Aco OH
17 18

Scheme 5. Synthesis of disaccharide of OSW-1.

the benzylidene proton of the exo-isomer 13 was found at & 6.19 ppm and the signal
of the acetalic carbon atom appeared at 103.3 ppm. These values are in good
agreement with the corresponding data reported in the literature.!'"’

By using the method discovered by others!'>!*! and recently by our group,!"!
exo-benzylidene acetal of 14exo was selectively cleaved using TiCl,/Et;SiH in
CH,Cl, at —78°C to give 4-benzyl ether 15 in 43% yield and 3-benzyl ether 16 in
11% yield, whereas the endo- isomer14 provided ether 15 in 73% and isomeric ether
16 in 14% yields (Scheme 3).

The synthesis of disaccharide 17 was finally achieved by glycosylation of
xylosyl trichloroacetimidate 8 and the arabinosyl acceptor 15 in the presence of
TMSOTT, furnishing the disaccharide moiety 17 in moderate yield (Scheme 4).

Selective removal of the anomeric p-methoxybenzyl group from the disac-
charide 17 with DDQ led to the corresponding hydroxyl compound 18 in 65% yield
as a mixture of a-and B-anomer (ratio =2:3) (Scheme 5), ready for coupling with
OSW-1 aglycone.

CONCLUSION

We report a facile synthesis of the partially protected disaccharide, a moiety of
OSW-1 by glycosylation of xylopyranoside donor with arabinopyranoside acceptor.
The xylopyranoside donor was prepared via selective 1,2-diacetal protection of 3,4-
trans-diequatorial hydroxyl groups using butane-2,3-dione/BF; - OEt, in methanol
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to give the BDA-protected xylopyranoside whereas the arabinopyranoside acceptor
with a free 3-hydroxyl group was prepared by regioselective reductive ring opening
of benzylidene acetal using TiCl, and Et;SiH. This procedure offers a new approach
for the construction of complex, biologically significant oligosaccharides by using the
1,2-diacetal as a highly effective protecting groups for trans-vicinal diols and
selective monobenzylation of the cis-vicinal diols by reductive ring opening of
benzylidene acetal.

EXPERIMENTAL

Proton nuclear magnetic resonance ('"H NMR) spectra and carbon nuclear
magnetic resonance (‘*C NMR) spectra were recorded on a Varian Gemini 300 spec-
trophotometer. Chemical shifts were recorded as § values in parts per million (ppm).
Spectra were acquired in CDCl; unless otherwise stated. The peak due to residual
CHCl; (7.26 ppm for 'H and 77.2 ppm for '*C) was used as the internal reference.
Coupling constants (J) are given in Hz, and multiplicity is defined as follows:
br =broad, s =singlet, d = doublet, dd = doublet of doublets, dt = doublet of triplet,
t = triplet, g = quartet, m = multiplet. Infrared (IR) spectra were recorded in cm ' on
a Perkin-Elmer 2000 Fourier transform infrared spectrophotometer at the Chemistry
Department, Faculty of Science, Kasetsart University. Samples were analyzed as
KBr disks. Optical rotations were measured on a JASCO P-2000 polarimeter. Mass
spectra were obtained on an Agilent Technology 1100 series LL/MSD Trap. Melting
points (mp) were determined on a Fisher John apparatus and MEL-TEMP capillary
melting-point apparatus and are uncorrected. All chemicals and solvents were
purchased from the Fluka Co. Ltd. as analytical grade and solvents were purified
by general methods before being used.

General Procedure for the Synthesis of 4-Methoxybenzyl
2-0-Acetyl-4-O-benzyl-3-O-[2-O-(4-methoxybenzoyl)-3,4-O-
(2’,3’-dimethoxybutan-2’,3’-diyl)-p-b-xylopyranosyl]-
p-L-arabinopyranoside (17)

A solution of 15 (163 mg, 0.40 mmol), 8 (514 mg, 0.95 mmol), and activated 4A
MS (1.65 g) in dry dichloromethane (24.8 mL) was stirred for 1 h at room tempera-
ture. The reaction mixture was cooled to —78 °C for 30 min followed by the dropwise
addition of a 0.1 M solution of TMSOTf in dry CH,Cl, (0.07mL, 0.007 mmol).
Stirring was continued and the reaction mixture was allowed to warm to —20°C
for 2h. Then the reaction mixture was quenched with triethylamine and filtered
through celite, and the solvents were evaporated. Purification by flash column
chromatography (EtOAc/hexane, 3:7) gave the title compound.

Compound 17

Yield: (152 mg, 49%), white solid; mp 85-86 °C; [oc]zD5 +45.0, (c=0.23, CHCly);
IR (neat, Cm_l) Vmax 1745, 1726, 1606, 1513, 1456, 1371, 1256, 1168, 1138, 1111, 1098,
1048; "H NMR (400 MHz, CDCl3) 5 7.98 [d, J = 9.0 Hz, 2H, Ar(H)], 7.40-7.38 [m, 2H,
Ar(H)], 7.34-7.30 [m, 2H, Ar(H)], 7.28-7.23 [m, 1H, Ar(H)], 7.02 [d, J= 8.6 Hz, 2H,
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Ar(H)], 6.90 [d, J=9.0Hz, 2H, Ar(H)], 6.76 [d, J=8.7Hz, 2H, Ar(H)], 5.22 (dd,
J=17.3,9.6Hz, 1H, H-2'), 5.14 (dd, J=6.0, 7.5Hz, 1H, H-2), 4.82 (d, J=12.3Hz,
1H, OCH,ArOCH,), 4.67 (d, J=12.2Hz, 1H, OCH,ArOCHj,), 4.67 (d, J=7.3Hz,
1H, H-1'), 4.50 (d, J=12.2Hz, 1H, OCH,Ar), 4.37 (d, J=12.2Hz, 1H, OCH,Ar),
425 (d, J=6.0Hz, 1H, H-1), 3.96-3.85 (m, 4H, H-3/, H-4', H-5, H-5), 3.83 (s, 3H,
ArOCH;), 3.81-3.75 (m, 2H, H-3, H-4), 3.76 (s, 3H, ArOCHj;), 3.46-3.40 (m, 1H,
H-5'), 3.35 (dd, J=1.8, 12.1 Hz, 1H, H-5), 3.27 (s, 3H, OCH3), 3.18 (s, 3H, OCH;),
1.67 (s, 3H, OCOCHs), 1.28 (s, 3H, CCHs), 1.22 (s, 3H, CCHs);'*C NMR (100 MHz,
CDCls) 8 169.0 (OCOCH3), 164.3 (OCOArOCH3), 163.3 (C-Ar), 159.0 (C-Ar), 138.5
(C-Ar), 131.7 x2 (CH-Ar), 129.3 x 2 (CH-Ar), 129.3 (C-Ar), 128.1 x 2 (CH-Ar),
128.0 x 2 (CH-Ar), 127.4 (CH-Ar), 122.6 (C-Ar), 113.6 x2 (CH-Ar), 113.5x2
(CH-Ar), 102.9 (C-1), 99.7, 99.5 (CCHa), 98.4 (C-1), 77.6 (C-4), 73.6 (C-3), 71.9
(OCH,ArOCHj3), 70.1 (C-2'), 70.7 (C-3), 70.5 (C-2), 68.5 (OCH,Ar), 65.7 (C-4),
63.9 (C-5), 62.7 (C-5), 55.4 (OCOArOCH3), 55.2 (ArOCHj), 47.9, 47.6 (OCHs),
20.5(0OCOCH3), 17.6, 17.5 (CCH3); HRMS (ESI) m/z: C4;Hs500;sNa [M + Na] " calcd.
805.3042; found: 805.3066.

General Procedure for the Synthesis of 2-O-Acetyl-4-O-benzyl-3-0O-
[2-O-(4-methoxy benzoyl)-3,4-0-(2’,3’-dimethoxybutane-2’,3’-diyl)-p-
p-xylopyranosyll-a/p-L.-arabino Pyranoside (18)

DDQ (7mg, 0.029 mmol) was added in one portion to a solution of 17 (10.0 mg,
0.013 mmol) in CH,Cl, (0.54 mL) and water (0.06 mL). After the reaction mixture was
stirred at room temperature for 24h, the mixture was quenched by addition
of saturated aq. Na,S,03 solution and NaHCOj;. The reaction mixture was then
extracted with CH,Cl, and the combined extracts were dried (Na,SO,4) and filtered.
The solvent was removed under reduced pressure. The residue was purified by flash
column chromatography (EtOAc/hexane, 1:1) to give the title compound.

Compound 18

Yield: 5.5mg (65%) as a white solid; mp 129-130°C; [oc]fjs —0.25, (c=0.11,
CH,CL); IR (KBr, cm™') v, 3421, 1742, 1724, 1605, 1513, 1456, 1371, 1257,
1168, 1138, 1110, 1095, 1048; '"H NMR (400 MHz, CDCl3) & 798 (d, J=8.9Hz,
2H, Ar(H)-a,B), 7.41-7.27 (m, 5H, Ar(H)-o.B), 6.92 (d, J=9.0Hz, 2H, Ar(H)-a),
6.91 (d, J=9.0Hz, 2H, Ar(H)-B), 5.28 (brd, J=3.1Hz, 1H, H-1B), 5.24 (dd,
J=7.4,9.7Hz, 1H, H-2'p), 5.21 (dd, J=6.9, 9.6 Hz, 1H, H-2'ar), 5.07 (dd, J=3.1,
9.3Hz, 1H, H-2B), 4.97 (dd, J=5.6, 7.9Hz, 1H, H-20), 4.85 (d, J=12.2Hz, 1H,
OCH,AT-p), 4.80 (d, J=11.9Hz, 1H, OCH»Ar-0), 4.73 (d, J=7.0Hz, 1H, H-1'0),
472 (d, J=7.4Hz, 1H, H-1'p), 4.68 (d, J=12.2Hz, 1H, OCH,Ar-B), 4.66
(d, J=12.0Hz, 1H, OCH,Ar-0), 4.49 (d, J=5.6Hz, 1H, H-1a), 4.12 (dd, J=3.0,
9.2Hz, 1H, H-3p), 3.97 (dd, J=5.0, 12.6 Hz, 1H, H-5a), 3.96-3.86 (m, 8H, H-3a,
H-3'B, H-4B, H-4'a, H-4'B, H-5B, H-5'0, H-5'B), 3.86 (s, 3H, ArOCH;-0), 3.85
(s, 3H, ArOCH;-p), 3.84- 3.81 (m, 1H, H-4a), 3.67 (dd, J=3.7, 11.9Hz, 1H,
H-5PB), 3.49 (dd, J=2.6, 12.3Hz, 1H, H-50), 3.49-3.46 (m, 2H, H-5'o,B), 3.44 (dd,
J=3.0, 7.4Hz, 1H, H-3'0), 3.28 (s, 3H, OCH;-B), 3.26 (s, 3H, OCH;-0), 3.22
(s, 3H, OCH;-0), 3.21 (s, 3H, OCH3-B), 1.75 (s, 3H, OCOCH;-a), 1.68 (s, 3H,
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OCOCHs;-B), 1.29 (s, 3H, CCH;-p), 1.28 (s, 3H, CCHj3-a), 1.24 (s, 3H, CCH3-o,B);
3C NMR (100 MHz, CDCl;) & 170.6 (OCOCHs-a), 169.9 (OCOCH;-B), 164.4
(OCOArOCH3-B), 163.5 (OCOArOCH3-a), 163.4 (C-Ar), 138.6 (C-Ar), 138.2
(C-Ar), 131.8 x 2 (CH-Ar-a), 131.7 x 2 (CH-Ar-B), 128.3 x 2 (CH-Ar-o), 128.2 x 2
(CH-Ar-B), 128.1 x2 (CH-Ar-p), 128.0 x 2 (CH-Ar-a), 127.6 (CH-Ar-a), 127.5
(CH-Ar-B), 122.4, 122.2 (C-Ar-a,B), 113.7 x 2 (CH-Ar-a,B), 103.4 (C-1'B), 103.0
(C-Ta), 99.8, 99.6 (CCHs-a,B), 95.2 (C-la), 91.0 (C-1B), 75.1, 74.9 (C-3a,B,
C-3a,p), 72.6, 71.6, 71.2 (C-4a,B, C-4'a,B), 70.7, 70.5, 70.4 (C-20,B, C-2'a,B), 65.8
(OCH,ATr-B), 65.6 (OCH,Ar-a), 63.9, 61.8 (C-5a,B, C-5a,B), 55.4 (OCOArOCH;-
o,pB), 48.0, 47.7 (OCHs-a,B), 20.5 (OCOCHj3-a)), 20.4 (OCOCH;3-B), 17.6, 17.5
(CCHj3-0,B); HRMS (ESI) m/z: C33H4014Na [M + Na]* caled. 685.2467; found:
685.2478.

FUNDING

J. R.is a Ph.D. student under the Royal Golden Jubilee Program, the Thailand
Research Fund (TRF). We are grateful for financial support from the TRF, through
the Royal Golden Jubilee Program. Financial support from the Center of Excellence
for Innovation in Chemistry (PERCH-CIC), Commission on Higher Education,
Ministry of Education, and Kasetsart University Research and Development Insti-
tute (KURDI) is also gratefully acknowledged.

SUPPLEMENTAL MATERIAL

Supplemental data for this article can be accessed on the publisher’s website.

REFERENCES

1. Mimaki, Y.; Kuroda, M.; Kameyama, A.; Sashida, Y.; Hirano, T.; Oka, K.; Maeckawa, R.;
Wada, T.; Sugita, K.; Beutler, J. A. Cholestane glycosides with potent cytostatic activities
on various tumor cells from Ornithogalum saundersiae bulbs. Bioorg. Med. Chem. Lett.
1997, 7, 633-636.

2. Tang, Y.; Li, N.; Duan, J.; Tao, W. Structure, bioactivity, and chemical synthesis of
OSW-1 and other steroidal glycosides in the genus. Ornithogalum. Chem. Rev. 2013,
113, 5480-5514.

3. Kubo, S.; Mimaki, Y.; Terao, M.; Sashida, Y.; Nikido, T.; Ohmoto, T. Acylated
cholestane glycosides from the bulbs of Ornithogalum saundersiae. Phytochemistry 1992,
31, 3969-3973.

4. Guo, C.; Fuchs, P. L. The first synthesis of the aglycone of the potent anti-tumor steroidal
saponin OSW-1. Tetrahedron Lett. 1998, 39, 1099-1102.

5. Deng, S.; Yu, B.; Lou, Y.; Hui, Y. First total synthesis of an exceptionally potent
antitumor saponin, OSW-1. J. Org. Chem. 1999, 64, 202-208.

6. Yu, W.; Jin, Z. Total synthesis of the anticancer natural product OSW-1. J. Am. Chem.
Soc. 2002, 124, 6576-6583.

7. Suhr, R.; Thiem, J. Studies towards the synthesis of the B-p-xyl-(1 — 3)-L-ara disaccharide
moiety of OSW-1 from Ornithogalum saundersiae. J. Carbohydr. Chem. 2004, 23, 261-276.

8. Grice, P.; Ley, S. V.; Pietruszka, J.; Priepke, M. W. Synthesis of the nonamannan residue of
a glycoprotein with high mannose content. Angew. Chem., Int. Ed. Engl. 1996, 35, 197-200.


http://dx.doi.org/10.1080/00397911.2014.891747

Downloaded by [Pennsylvania State University] at 18:51 11 August 2014

10.

11.

12.

13.

14.

FACILE SYNTHESIS OF A DISACCHARIDE UNIT OF OSW-1 2255

. Khasanova, L. S.; Gimalova, F. A.; Torosyan, S. A.; Fatykhov, A. A.; Miftakhov, M. S.

Disaccharide blocks for analogs of OSW-1. Rus. J. Org. Chem. 2011, 47, 1125-1129.
Pl¢, K.; Chwalek, M.; Voutquenne-Nazabadioko, L. Synthesis of a-hederin, d-hederin,
and related triterpenoid saponins. Eur. J. Org. Chem. 2004, 1588-1603.

Rujirawanich, J.; Kongkathip, B.; Kongkathip, N. Regioselective ring opening of exo-
and endo-3,4-benzylidene acetals of arabinopyranoside derivatives with Lewis acids and
reducing agents. Carbohydr. Res. 2011, 346, 927-932.

Liptak, A.; Szurmai, Z.; Olah, A. V.; Harangi, J.; Szab, L.; Nanasi, P. Synthesis and
hydrogenolysis of the methylene, ethylidene, isopropylidene, and diastereoisomeric
1-phenylethylidene acetals of p-L-arabino- and o-L-rhamnopyranoside derivatives.
Carbohydr. Res. 1985, 138, 1-15.

Hsu, S. D.; Matsumoto, T.; Suzuki, K. Efficient synthetic route to ravidosamine
derivatives. Synlett. 2005, 801-804.

Lopez, R.; Mayoralas, A. F. Enzymatic 8-galactosidation of modified monosaccharides:
Study of the enzyme selectivity for the acceptor and its application to the synthesis of
disaccharides. J. Org. Chem. 1994, 59, 737-745.



