This article was downloaded by: [Laurentian University]

On: 27 October 2013, At: 14:57

Publisher: Taylor & Francis

Informa Ltd Registered in England and Wales Registered Number: 1072954 Registered
office: Mortimer House, 37-41 Mortimer Street, London W1T 3JH, UK

Journal of Carbohydrate Chemistry
Publication details, including instructions for authors and
subscription information:
http://www.tandfonline.com/loi/lcar20

Photoinitiated Glycosylation at 350 nm

lan Cumpstey ? & David Crich ?

& Centre de Recherche de Gif, Institut de Chimie des Substances
Naturelles, CNRS , Avenue de la Terrasse, 91198 , Gif-sur-Yvette
CEDEX , France

Published online: 14 Dec 2011.

To cite this article: lan Cumpstey & David Crich (2011) Photoinitiated Glycosylation at 350 nm,
Journal of Carbohydrate Chemistry, 30:7-9, 469-485, DOI: 10.1080/07328303.2011.601533

To link to this article: http://dx.doi.org/10.1080/07328303.2011.601533

PLEASE SCROLL DOWN FOR ARTICLE

Taylor & Francis makes every effort to ensure the accuracy of all the information (the
“Content”) contained in the publications on our platform. However, Taylor & Francis,
our agents, and our licensors make no representations or warranties whatsoever as to
the accuracy, completeness, or suitability for any purpose of the Content. Any opinions
and views expressed in this publication are the opinions and views of the authors,

and are not the views of or endorsed by Taylor & Francis. The accuracy of the Content
should not be relied upon and should be independently verified with primary sources
of information. Taylor and Francis shall not be liable for any losses, actions, claims,
proceedings, demands, costs, expenses, damages, and other liabilities whatsoever or
howsoever caused arising directly or indirectly in connection with, in relation to or arising
out of the use of the Content.

This article may be used for research, teaching, and private study purposes. Any
substantial or systematic reproduction, redistribution, reselling, loan, sub-licensing,
systematic supply, or distribution in any form to anyone is expressly forbidden. Terms &
Conditions of access and use can be found at http://www.tandfonline.com/page/terms-
and-conditions



http://www.tandfonline.com/loi/lcar20
http://www.tandfonline.com/action/showCitFormats?doi=10.1080/07328303.2011.601533
http://dx.doi.org/10.1080/07328303.2011.601533
http://www.tandfonline.com/page/terms-and-conditions
http://www.tandfonline.com/page/terms-and-conditions

Downloaded by [Laurentian University] at 14:57 27 October 2013

Journal of Carbohydrate Chemistry, 30:469—485, 2011 Tavl .
7 r & Franci
Copyright © Taylor & Francis Group, LLC 13Z&?anc§:umf cs

ISSN: 0732-8303 print / 1532-2327 online
DOI: 10.1080/07328303.2011.601533

Photoinitiated Glycosylation
at 350 nm

lan Cumpstey and David Crich

Centre de Recherche de Gif, Institut de Chimie des Substances Naturelles, CNRS,
Avenue de la Terrasse, 91198 Gif-sur-Yvette CEDEX, France

A method for photochemical activation of glycosyl donors is presented. Selenoglycosides
were activated by single-electron transfer using a photooxidant, N-methylquinolinium
hexafluorophosphate, as photosensitizer and a toluene cosolvent as cosensitizer under
irradiation at 350 nm. In this way we were able to synthesize glycosides including
(1—6)-linked disaccharides. Benzyl ethers and benzoate esters were compatible with
these conditions, allowing potentially synthetically useful transformations. The major
by-products were due to hydrolysis; the reactions required the presence of oxygen and
were run in air.

Keywords Glycosylation; Photochemistry; Radical ions; Oxocarbenium ions; Oxida-
tion; Electron transfer

INTRODUCTION

The importance of oligosaccharides in biological systems is beyond question,
but their roles are in many cases poorly understood.!! Their low availability
from natural sources necessitates their chemical synthesis, but general meth-
ods to achieve this remain elusive.”?! The development of new glycosylation
protocols contributes to the quest for the ideal glycosylation methodology. In
the vast majority of published glycosylation methods, a Lewis acid will coor-
dinate to an anomeric substituent, transforming it into a better leaving group
so that nucleophilic substitution with an alcohol nucleophile can occur. In an
alternative approach that avoids the use of Lewis acids, one-electron oxida-
tion of the anomeric substituent gives a radical cation. This then fragments
into a glycosyl cation that can react analogously with an alcohol nucleophile to
give a glycoside. Such one-electron chemistry has been achieved by chemical
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means.® Alternatively, electrochemical activation has been explored,* with
the advantage that the electrode potential can be tuned exactly to match the
requirements for activation of the glycoside in question.

Photochemical one-electron oxidation is potentially an attractive alterna-
tive technique; here the reaction is promoted by an external stimulus, but
takes place in solution, so complications of electrochemical glycosylation due to
reaction at an electrode surface or electrochemical cell design will be avoided,
simplifying reaction setup. Three papers have reported on this concept: Noy-
ori used a methyl ether—protected aryl 2-deoxyglycoside as a donor.”) When
irradiated with a high-pressure mercury lamp in the presence of photosen-
sitizers and an alcohol, the glycoside was formed. Furuta used a methyl
ether—protected selenoglycoside as a donor, with a high-pressure mercury
lamp, and a 2,4,6-triphenylpyrilium salt as photosensitizer./® This method
gave a number of glycosides in low to high yields, including a (1— 6)-linked dis-
accharide. Photoinduced activation of methyl ether—protected thioglycosides
using a 1,4-dicyanonaphthalene photocatalyst with irradiation at 350 nm gave,
with methanol as cosolvent, methyl glycosides among other products./”! Benzyl
ether protection was incompatible with these glycosylation conditions, result-
ing in degradation, while acetate-protected donors were unreactive.

For our study of photochemical glycosylation, the results of which we re-
port in this paper, we evaluated N-methyl quinolinium hexafluorophosphate
(NMQ-PFy) as photosensitizer. This salt has been used for C—Si bond cleav-
age,'® or for acetal formation by oxidative C—C bond cleavage.®1% The corre-
sponding tetrafluoroborate salt has also been used in photochemical oxidation
reactions.'! Using this photosensitizer, we were able to activate selenoglyco-
sides as glycosyl donors!'? under rather mild activation conditions, irradiating
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Scheme 1: () NaOMe, MeOH; (ii) Mel, NaH, DMF, 0°C — rt, 81% (2 steps):; (iii) BnBr, NaH, DMF,
0°C — rt, 71% (2 steps).
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with 350-nm fluorescent tubes rather than a high-pressure mercury lamp, and
to synthesize disaccharides bearing synthetically useful protecting groups.

RESULTS AND DISCUSSION

Phenyl selenogalactosides with methyl ether 1 or benzyl ether 213 protection

for use as glycosyl donors were synthesized from the peracetate 3 by straight-
forward protecting group swap (Sch. 1). The phenyl selenoglucoside 4!'? was
synthesized in the same way, as described previously.

We first studied photochemical glycosylation with a model system with
a methyl ether—protected phenyl selenogalactoside 1 as glycosyl donor and
isopropanol 5 as acceptor. Using a mixture of acetonitrile, dichloromethane,
and toluene as solvent, 1.5 equiv. of the sensitizer NMQ-PFg, and 2 equiv.
of the acceptor alcohol 2, in air, under light irradiation (350 nm) after 2 h
20 min, we were able to isolate the glycosides 6 (54%) and the hemiacetal 7
(40%), which presumably arose from hydrolysis (Table 1, entry 1). In control

Table 1: Optimization of the reaction conditions

Y

\ p—
MeO 0. _,SePh @(J PFe o. & MeO O_ ,OH
5 J\ N MeO ,
MeO “OMe . MeO “OMe
+ HO MeO “OMe *

OMe 5 B © OMe
1 hv 350 nm OMe 7
(see Table) 6
NMQ-PF,
Entfry Solvent (equiv.) Atmosphere Time Outcome
1 MgCN/CHQCIQ/PhMe, 1.5 Air 2h20min 6 (1:1.6)9/54%; 7/40%°
41
2¢ MeCN/CH,Cl, /PhMe, 1.5 Air >48 h No reaction
2:4:1
3 MeCN/CH,Cl, /PhMe, 0 Air 2h20min  Very little reaction
2:4:1
4 MeCN/CH,Cl,/PhMe, 1.5 Argon 1h30min  Very little reaction
2:4:1
5 MeCN/PhMe, 5:2 0.3 Air 2h 6(1:1.8)2:7,2.0:14
6® MeCN/PhMe, 5:2 0.3 Air 3h 1:6 (1:1.9)9:7,2.7:1.6:1¢
7 MeCN/PhMe, 5:2 0.3 Air 3h 6(1:1.8)0:7,2.3:14

Reaction between selenoglycoside donor 1 and isopropanol 5 (2 equiv.), carried out in Pyrex
flasks. Irradiation at 350 nm.

%/ ratio, measured by integration of 'TH NMR spectra.

Blsolated yields.

CReaction carried out in the dark.

dRatio of products from integration of crude H NMR spectra. Generally, only the glycosides
6, the hemiacetal 7, and PhySe, are visible in the crude NMR spectra (the salt NMQ-PF is
insoluble in CDCl3).

®Reaction carried out with molecular sieves 4 A powder.
fReaction carried out with molecular sieves 4 A balls.
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experiments, running the same reaction in the dark resulted in no reaction
after 48 h (Table 1, entry 2), and running the reaction without the sensitizer
NMQ-PF¢ gave mostly (>90%) starting material after 2 h 20 min, although
some decomposition products and traces of hemiacetal 7 and glycosides 6 were
visible in the crude 'H NMR spectrum (Table 1, entry 3). This is consistent
with the anticipated mechanism for the glycosylation reaction involving the
photochemical activation of the sensitizer salt and subsequent activation of the
selenoglycoside as a donor by single-electron transfer. The yellow by-product
from the glycosylation reaction was confirmed to be diphenyl diselenide by LC-
APCI mass spectrometry, which showed peaks with a mass isotope distribu-
tion consistent with [PhsSesH]™ and with an identical LC trace to authentic
Ptheg.

When the reaction was run under Ar rather than air, very little reaction
was seen after 1 h 30 min (Table 1, entry 4), which suggests that oxygen is nec-
essary for the reaction. This prompted us to test using a catalytic quantity of
the photosensitizer. It has been shown that catalytic NMQ-PFg in combination
with oxygen can be used as a photooxidant, where the oxygen reoxidizes the
reduced NMQ radical.!'” Indeed, running the reaction under these conditions
(0.3 equiv. NMQ-PFy) resulted in complete conversion of the selenoglycoside 1
into a mixture of glycosides 6 and hemiacetal 7 after 2 h (Table 1, entry 5).
Carrying out the reaction in dichloromethane and acetonitrile without toluene
gave a somewhat slower reaction (5 h was needed for the disappearance of
donor 1), which is consistent with toluene’s proposed role as a cosensitizer.*
Acetonitrile is needed as cosolvent as the sensitizer NMQ-PF; is insoluble in
toluene (and many other solvents).

The major or exclusive by-product in these glycosylation reactions was the
hemiacetal 7,"'%! presumably resulting from hydrolysis. We passed the air at-
mosphere used in the reaction through a column of CaCly as standard proce-
dure, in an attempt to dry it, but in fact this had little effect on the ratio of
glycosides 6 to hemiacetal 7 formed. It seems likely that one source of water
is from the reduction of the molecular oxygen that is necessary for the reac-
tion; that is, that water is produced in the reaction. When we added powdered
sieves (4 A), we saw a significantly slower reaction, presumably due to the in-
creased light scattering and failure of the light to reach the photosensitizer
(Table 1, entry 6). Ball sieves (4 A) did not have a significantly deleterious ef-
fect on the reaction rate and did give a marginal improvement in the ratio of
glycoside to hydrolysis product seen by crude 'H NMR spectroscopy (Table 1,
entry 7).

We went on to examine the scope of the reaction with other glycosyl
donors and acceptors. The results are given in Table 2. Significantly, ben-
zyl ether—protected galacto 2- and gluco 4-configured selenoglycosides could
be used as donors without any cleavage of the benzyl ethers or other side
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reactions being observed. This represents a step forward in photochemical gly-
cosylation as previously only methyl ethers have been used, and these can
be rather difficult to deprotect, limiting the synthetic utility of any method
relying on their use. Benzoate esters on the acceptor were also unaffected. We
were able to synthesize (1—6)-linked disaccharides 9, 12, 14, 16, and 18 and
a carbohydrate—steroid conjugate 11 uneventfully. Again, significant quanti-
ties of the hemiacetals 7,['5 15,1161 and 177! derived from the glycosyl donors
were formed as by-products. The glycosidic o/ ratios favored the B-configured
products in all cases to a greater or lesser extent, a phenomenon that may be
explained by the presence of acetonitrile as cosolvent, '8 but the diastereose-
lectivity was only modest in all cases.

Attempted glycosylation of secondary carbohydrate alcohols with donor 2
gave worse results. Disaccharides were clearly formed, as shown by mass spec-
trometry, but they were not obtained pure from other by-products. Activation
of an acetate-protected selenoglycoside 19 with diacetone galactose 8 as accep-
tor under the conditions of Table 2 gave a very slow reaction, requiring many
hours for the donor 19 to be completely consumed, as would be expected from
the armed-disarmed principle (and implying reversible oxidation of the se-
lenoglycoside). Possibly surprisingly though, in this case no glycoside and only
hydrolysis products 20,1722 21,23] and 2224 were formed (Sch. 2).

Ph . .NHA

rco N O~ S8 o A OGrOH o™y ON A a0 N\ OnNHAC

AcO" “OAc T AcO" “OAc *  AcO" “OH *+  AcO" “OAc
19 OAc 20 OAc 21 OAc 20 OAc

Scheme 2: (i) 8 (3 equiv.), NMQ-PF, (0.3 equiv.), MeCN-toluene 5:2, air, hv 350 nm; 20 + 21:
70%; 22: 16%.

Thioglycosides were also briefly examined as donors and gave inferior re-
sults. A benzyl ether—protected thioglycoside donor 23 (Fig. 1) was activated
slowly and gave some disaccharide along with other by-products. A benzoate-
protected thioglycoside 24 failed to react under the conditions.

810 O._.SPh 820 O. LSEt
BnO" OBn BzO "0Bz

23 OBn 24 OBz

Figure 1: Thioylycosides tested as donors.
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CONCLUSIONS

Benzyl ether—protected or methyl ether—protected selenophenyl glycosides
can be used as donors in photochemical glycosylation reactions using N-
methylquinolinium hexafluorophosphate as photosensitizer. The reactions use
a catalytic amount of the photosensitizer and require oxygen or air for a sto-
ichiometric oxidant. The major by-products in these reactions are the donor-
derived hemiacetals.

EXPERIMENTAL

General Methods

Melting points were measured using a Biichi B-540 melting point appara-
tus and are uncorrected. Proton nuclear magnetic resonance (‘H) spectra were
recorded on Bruker Avance 500 (500 MHz) or Bruker Avance 300 (300 MHz)
spectrometers; multiplicities are quoted as singlet (s), doublet (d), doublet of
doublets (dd), doublet of doublet of doublets (ddd), triplet (t), apparent triplet
(at), quartet (q), and multiplet (m). Carbon nuclear magnetic resonance (3C)
spectra were recorded on Bruker Avance 500 (125 MHz) or Bruker Avance 300
(75 MHz) spectrometers. Selenium nuclear magnetic resonance (“’Se) spectra
were recorded on a Bruker Avance 500 (95 MHz) spectrometer. 'H and 13C
spectra and '3C multiplicities were assigned using COSY, HSQC, and DEPT
experiments. All chemical shifts are quoted on the §-scale in parts per million
(ppm). Residual solvent signals (CHCl3, 7.26) were used as an internal ref-
erence. In disaccharides, the descriptors ! and I refer to the monosaccharide
residues numbered starting from the reducing terminus. In compounds that
were isolated as /B mixtures, the descriptors , and g refer to the anomeric con-
figuration of the newly formed glycosidic bond (in disaccharides this means the
configuration of monosaccharide II). Coupling constants to selenium quoted
in 'H and 13C NMR spectra were measured from the satellite peaks in the
respective spectra. Low- and high-resolution (HRESIMS) electrospray (ESI)
mass spectra were recorded using a Waters Micromass LCT premier XE in-
strument or using the mass spectrometry service of the ICSN. Optical rota-
tions were measured on a Jasco P1010 polarimeter with a path length of 1 dm;
concentrations are given in g/100 mL. Microanalysis was carried out by the
microanalysis service of the ICSN. Thin layer chromatography (TLC) was car-
ried out on Merck Kieselgel sheets, precoated with 60Fy5, silica. Plates were
visualized with UV light and developed using 10% sulfuric acid. Flash column
chromatography was carried out on prepacked silica columns (Chromabond,
RediSep, PuriFlash, or SuperFlash). Photochemical experiments were carried
out using a Rayonet photochemical reactor equipped with 350-nm tubes. An-
hydrous solvents were bought and used as supplied.
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N-Methylquinolinium hexafluorophosphate was prepared by methylation
of quinoline with methyl iodide followed by anion exchange and recrystalliza-
tion from water according to the literature procedure.’® It was dried under
vacuum over P3O5 before use.

General Procedure for Photochemical Glycosylation

The selenoglycoside (0.074—0.21 mmol), the alcohol (3 equiv), and NMQ-
PFg (0.3 equiv.) were dissolved in toluene (0.2 mL) and acetonitrile (0.5 mL) in
a flame-dried Pyrex flask (25 mL). Freshly activated molecular sieves (9 balls,
4 A) were added. The reaction vessel was sealed and purged several times with
air that was dried by passing through a column of CaCl,. The reaction vessel
was suspended in the Rayonet photoreactor and irradiated (350 nm) for the
stated time. The temperature was maintained close to rt by passing a stream
of air through the photoreactor around the flask. When TLC showed complete
consumption of the selenoglycoside, silica gel was added, the mixture was con-
centrated in vacuo, and the residue purified by flash column chromatography.

Phenyl 2,3,4,6-Tetra-O-methyl-1-seleno-B-D-galactopyranoside 1

Sodium (40 mg, 1.7 mmol) was added to MeOH (30 mL). Phenyl 2,3,4,6-
tetra-O-acetyl-1-seleno-8-D-galactopyranoside 3 (6.87 g, 14.1 mmol) was added
to the resulting methoxide solution, and the mixture was stirred at rt. After
45 min, TLC (EtOAc) showed the presence of a single component (R; 0.1). AcOH
(2 mL) was added, and the mixture was concentrated in vacuo.

The residue was dissolved in DMF (40 mL) and cooled to 0°C under Ar.
NaH (60% in oil, 3.38 g, 85 mmol) was washed with heptane and then added
to the reaction mixture. Mel (4.8 mL, 78 mmol) was added, and the mixture
was stirred at rt. After 1 h, TLC (heptane—EtOAc, 1:1) showed the presence of
a single component (Rf 0.2). The reaction was quenched with MeOH (ca 6 mL)
and then concentrated in vacuo. The residue was partitioned between EtOAc
(100 mL) and a mixture of water (100 mL) and brine (100 mL). The aqueous
phase was re-extracted with EtOAc (3 x 100 mL), and the combined organic
extracts were dried (NasSQOy), filtered, and concentrated in vacuo. The residue
was purified by flash column chromatography (40 g silica, heptane—EtOAc,
10:1 — 2:1) to give the tetramethyl selenogalactoside 1 (4.26 g, 81%) as a col-
orless oil that crystallized on standing. Recrystallization gave white crystals,
m.p. 61-62°C (heptane); [«]p?® —33.1 (¢ 1.0, CHCl3); 'H NMR (500 MHz, CDCl3)
su 3.18 (1H, dd, J34 = 2.8 Hz, Jo 3 = 9.1 Hz, H-3), 3.36, 3.52, 3.55, 3.56 (12H,
4 x s, 4 x OCHgy), 3.44-3.49 (2H, m, H-2, H-5), 3.53 (1H, m (obs), H-6), 3.59
(1H, at, J = 8.5 Hz, H-6'), 3.69 (1H, d, J34 = 2.8 Hz, H-4), 4.69 (1H, d, J12 =
9.8 Hz, 2Ju18e = 12.0 Hz, H-1), 7.24-7.65 (5H, m, Ar-H); 13C NMR (125 MHz,
CDCls) 8¢ 58.3, 59.3,61.2, 61.4 (4 x q, 4 x OCHjy), 70.7 (t, C-6), 75.1 (d, C-4),
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78.2 (d, C-5), 80.1 (d, C-2), 84.1 (d, *Jc1 8. = 87.1 Hz, C-1), 86.1 (d, C-3), 127.6,
129.0, 134.2 (3 x d, Ar-CH), 129.4 (s, Ar-C); 77/Se NMR (95 MHz, CDCl;) Ss.
421; m/z (ES+) 394 (M+NH4+, 100%); HRMS calcd for C16H2805NSe (MNH4+)
394.1127; found 394.1142. Anal caled for C1¢H2405Se: C, 51.22; H, 6.45; found:
C, 51.22; H, 6.41%.

Phenyl 2,3,4,6-Tetra-O-benzyl-1-seleno-B-D-galactopyranoside 2

Sodium (20 mg, 0.87 mmol) was added to MeOH (10 mL). Phenyl 2,3,4,6-
tetra-O-acetyl-1-seleno-B-D-galactopyranoside 3 (2.10 g, 4.3 mmol) was added
to the resulting methoxide solution, and the mixture was stirred at rt. After
1 h 30 min, TLC (EtOAc) showed the presence of a single component (R¢ 0.1).
The mixture was concentrated in vacuo.

The residue was dissolved in DMF (20 mL) and cooled to 0°C under Ar.
NaH (60% in oil, 1.20 g, 30 mmol) was washed with heptane and then added
to the reaction mixture. BnBr (3.15 mL, 26 mmol) was added, and the mixture
was allowed to warm to rt in the ice—water bath. After 13 h, the reaction was
quenched with MeOH (ca 6 mL) and then concentrated in vacuo. The residue
was partitioned between EtOAc (100 mL) and water (100 mL). The organic
phase was dried (Na3SQy), filtered, and concentrated in vacuo. The residue was
purified by flash column chromatography (25 g silica, heptane-EtOAc, 20:1 —
2:1) to give the tetrabenzyl selenogalactoside 2 (2.07 g, 71%) as a pale yellow
oil. Recrystallization gave white crystals, m.p. 89-91°C (Et;O-heptane); [«]p?®
-9.7 (¢ 1.0, CHCl3); 'H NMR (500 MHz, CDCls) 8y 3.59-3.62 (2H, m, H-3, H-5),
3.66-3.68 (2H, m, H-6, H-6'), 3.97 (1H, at, J = 9.5 Hz, H-2), 4.01 (1H, d, J34 =
2.2 Hz, H-4), 4.44, 449 (2H, 2 x d, PhCH,), 4.60, 4.97 (2H, 2 x d, PhCH,),
4.70-4.78 (4H, m, 2 x PhCHy), 4.85 (1H, d, J12 = 9.8 Hz, 2Ju1 5. = 14.7 Hz,
H-1), 7.13-7.68 (25H, m, Ar-H); '3C NMR (125 MHz, CDCl3) §¢ 68.8 (t, C-6),
72.8,73.7,74.6, 75.6 (4 x t,4 x PhCH,), 73.9 (d, C-4), 78.0 (d, C-2), 78.5, 84.4
(2 x d, C-3, C-5), 83.8 (d, C-1), 127.5, 127.6, 127.7, 127.8, 127.9, 127.9, 128.1,
128.3, 128.4, 128.5, 128.6, 129.0 (12 x d, Ar-CH), 129.4 (s, Ar-C), 134.0 (d, Ar-
CH), 138.0, 138.4, 138.4, 139.0 (4 x s, 4 x Ar-C); ""Se NMR (95 MHz, CDCl3) 8ge
418; m/z (ES*) 698 (M+NH,*, 100%); HRMS caled for C4oH44O5NSe (MNH,™)
698.2385; found 698.2413. Anal caled for C40H4005Se: C, 70.68; H, 5.93; found:
C, 70.80; H, 6.15%.

Isopropyl 2,3,4,6-Tetra-O-methyl-«, 8-D-galactopyranoside 6
Synthesized according to the general procedure from tetramethyl galacto
donor 1 (80 mg, 0.21 mmol) and isopropanol (60 L, 0.81 mmol) with NMQ-PFg
(20 mg, 0.07 mmol) in toluene (0.4 mL) and acetonitrile (1 mL). Purification
by flash column chromatography (4 g silica, heptane-EtOAc, 10:1 — 2:1 —
0:1) gave the glycosides 6 (43 mg, 75%) as a colorless oil (a:8 1:1.6); 'H NMR
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(500 MHz, CDCls) 6y 1.17 (6H, d, J = 6.1 Hz, CH(CH3)CHs,,p), 1.22 (6H, d,
J = 6.1 Hz, CH(CH3)CHs,,p), 3.38, 3.47, 3.50, 3.56 (12H, 4 x s, 4 x OCHs,),
3.38, 3.51, 3.54, 3.57 (12H, 4 x s, 4 x OCHsp), 3.43-3.62 (m), 3.69 (1H, m, H-
4,), 3.90-3.95 (3H, m, 2 x H,, Hy), 4.26 (1H, d, J12 = 7.6 Hz, H-1p), 5.06 (1H,
d, J12 = 3.7 Hz, H-1,), 3.09 (1H, dd, J34 = 2.9 Hz, Jo3 = 9.6 Hz, H-3p), 3.27
(1H, at, J = 8.7 Hz, H-2;); 13C NMR (75 MHz, CDCl3) §¢ 21.3, 23.3 (2 x q,
CH(CH3)2,), 22.0, 23.7 (2 x q, CH(CH3)2p), 58.1, 58.4, 59.3, 61.4 (4 x q, 4 x
OCHs,), 58.6, 60.9, 61.4 (3 x q, 4 x OCHsp), 68.9, 69.2, 77.7, 80.2 (4 x d, C-2,,
C-3,, C-5,, CH(CHs3)a,), 71.0 (t, C-6p), 71.3 (t, C-6,), 72.0 (d, CH(CH3)2p), 73.1
(d, C-5p), 75.1 (d, C-4p), 76.1 (d, C-4,), 80.9 (d, C-2p), 84.0 (d, C-3p), 94.7 (d, C-
1,), 102.4 (d, C-14); m/z (ES') 579 (2M+Na', 35), 301 (M+Na*, 100%); HRMS
caled for C13Ho60gNa (MNa™) 301.1627; found 301.1617.

And the hemiacetal 2,3,4,6-tetra-O-methyl-D-galactopyranose 7 (13 mg,
25%) as a colorless oil; 'H NMR (500 MHz, CDCls) 6y 3.17 (1H, dd, Js3 =
9.7 Hz, J34 = 3.0 Hz, H-3p), 3.28 (1H, dd, J12 = 7.4 Hz, Jo3 = 9.7 Hz, H-2p),
3.39-3.65 (32H, m, 8 x OCHgs, H-44, H-54, H-64, H-6'4, H-2,,, H-3,, H-6,, H-6',,),
3.70 (1H, d, J34 = 1.9 Hz, H-4,), 4.12 (1H, at, J = 6.5 Hz, H-5,) 4.55 (1H, d,
J12 = 7.2 Hz, H-1p), 5.39 (1H, d, J12 = 3.5 Hz, H-1,); 13C NMR (125 MHz,
CDCl3) 8¢ 58.2, 59.0, 59.3, 61.4 (4 x q, 4 x OCHg,), 58.4, 61.0 (2 x q, OCHsp),
69.3 (d, C-5,), 71.2 (t, C-6p), 71.5 (t, C-6,), 73.5 (d, C-5p), 75.2 (d, C-4p), 76.1 (d,
C-4,), 78.2 (d, C-2,), 80.2 (d, C-3,), 82.2 (d, C-2p), 84.1 (d, C-3p), 91.2 (d, C-1,),
97.7 (d, C-1p); m/z (EST) 275 (M+K™*, 25), 259 (M+Na*, 95), 254 (M+NH,4*,
100%); HRMS caled for C19Hg9OgNa (MNat) 259.1158; found 259.1151.

2,3,4,6-Tetra-O-methyl-«, 8-D-galactopyranosyl-(1— 6)-1,2:3,4-di-

O-isopropylidene-«-D-galactopyranose 9

Synthesized according to the general procedure from tetramethyl galacto
donor 1 (60 mg, 0.16 mmol) and diacetone galactose 8 (125 mg, 0.48 mmol)
with NMQ-PFg (14 mg, 0.05 mmol) in toluene (0.2 mL) and acetonitrile (0.5
mL). Purification by flash column chromatography (4 g silica, heptane-EtOAc,
10:1 — 2:1 — 1:10) gave the recovered nucleophile 8 (90 mg), then the glyco-
sides 9 (54 mg, 71%) as a colorless oil (a:8 1:1.6); 'H NMR (500 MHz, CDCl;)
su 1.30, 1.41, 1.42, 1.47, 1.50 (24H, 5 x s, 4 x C(CHs)2), 3.10 (1H, dd, Ja3 =
9.8 HZ, J3,4 =3.2 HZ, H-3Hﬂ), 3.30 (1H, dd, J2,3 =9.8 HZ, J172 =17.8 HZ, H-2H,3),
3.37-3.71 (m), 3.79 (1H, dd, J56 = 6.6 Hz, Jg¢ = 10.7 Hz, H-6,), 3.94 (1H, at,
J = 6.6 Hz), 3.99—-4.02 (2H, m), 4.05 (1H, dd, J56 = 3.5 Hz, Jg¢ = 10.7 Hz, H-
6p), 4.20 (1H, dd, J34 = 7.9 Hz, J45 = 1.6 Hz, H-415), 4.26-4.30 (4H, m, H-21,,
H-21;, H-41,, H-1), 4.55-4.59 (2H, m, H-3',, H-3%5), 5.03 (1H, d, /12 = 3.5 Hz,
H-11), 5.49-5.51 (2H, m, H-11,, H-115); 13C NMR (125 MHz, CDCls) §¢ 24.5,
24.6, 25.0, 25.2, 26.1, 26.1, 26.1 (7 x q, 4 x C(CHj)z), 58.0, 58.1, 58.5, 59.2,
59.3, 60.8,61.3,61.4 (8 x q, 8 x OCHjy), 65.9, 67.8, 68.9, 70.7, 70.8, 70.9, 70.9,
71.6,72.9,74.9, 75.8, 77.7, 79.9 (13 x d, C-2,, C-2, C-31,, C-3!4, C-41,, C-41,
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C-51,, C-51, C-21,, C-34,, C-41,, C-4%, C-51,, C-5'), 66.5, 69.3, 70.8, 71.0
(4 x t, C-6,, C-614, C-6",, C-6%), 80.7 (d, C-21), 83.5 (d, C-3'), 96.4, 96.4,
96.8 (3 x d, C-1%,, C-114, C-11,), 104.4 (d, C-1'), 108.6, 108.7, 109.3, 109.4 (4 x
s, 4 x C(CHs)p); m/z (EST) 501 (M+Na', 27), 496 (M+NH,4*, 100%); HRMS
caled for CooH3gO11Na (MNa™) 501.2312; found 501.2305.

And then the hemiacetal 7 (13 mg, 25%) as a colorless oil.

Cholestan-3-yl 2,3,4,6-Tetra-O-methyl-«, 8-D-
galactopyranoside 11

Synthesized according to the general procedure from tetramethyl galacto
donor 1 (60 mg, 0.16 mmol) and cholestanol 10 (186 mg, 0.48 mmol) with NMQ-
PFs (14 mg, 0.05 mmol) in toluene (2 mL) and acetonitrile (1 mL). Purification
by flash column chromatography (4 g silica, heptane—-EtOAc, 10:1 — 2:1 — 0:1)
gave the recovered alcohol 10 (142 mg) as a white solid, then the glycosides 11
(49 mg, 51%) as a white solid («:8 1:2); 'TH NMR (500 MHz, CDCls) 8y 0.59—1.56
(92H, m, steroid-H), 3.09 (1H, dd, J23 = 9.8 Hz, J34 = 2.8 Hz, H-3p), 3.28 (1H,
dd, J12 = 7.6 Hz, Jo3 = 9.8 Hz, H-2p), 3.39-3.62 (34H, m, 2 x steroid-OCH,
8 x OCHs, H-44, H-54, H-64, H-6'4, H-2,, H-3,,, H-6,, H-6/,), 3.69 (1H, d, J34 =
1.6 Hz, H-4,), 3.95 (1H, at, J = 6.6 Hz, H-5,), 4.31 (1H, d, J12 = 7.6 Hz, H-1p),
5.10 (1H, d, J12 = 3.5 Hz, H-1,); 13C NMR (125 MHz, CDCly) §¢c 12.2, 12.4,
12.5, 18.8, 22.7, 23.0, 28.2, 35.7, 35.9, 45.0, 45.3, 54.5, 54.6, 56.5, 56.6, 56.7
(16 x d, q, steroid-CH and steroid-CHjs), 21.4, 24.0, 24.4, 27.6, 28.4, 28.9, 29.0,
29.7, 32.2, 32.3, 34.7, 36.0, 36.3, 37.0, 37.2, 39.7, 40.2, 40.2 (18 x t, steroid-
CHy), 58.0, 58.3, 58.6, 59.3, 59.3, 60.9, 61.3, 61.4 (8 x q, 8 x OCHjy), 68.9 (d,
C-5,), 71.0 (t, C-6p), 71.3 (t, C-6,), 73.0, 75.1, 78.9 (3 x d, C-44, C-54, steroid-
OCHp), 76.1, 76.5, 77.7, 80.2 (4 x d, C-2,, C-3,, C-4,, steroid-OCH,,), 80.9 (d,
C-2;p), 84.0 (d, C-3p),94.8 (d, C-1,), 102.3 (d, C-1p); m/z (EST) 629 (M+Na', 21),
624 (M+NH4", 100%); HRMS calcd for C37HggOgNa (MNa™) 629.4757; found
629.4748.

2,3,4,6-Tetra-O-benzyl-«, §-D-galactopyranosyl-(1— 6)-1,2:3,4-di-

O-isopropylidene-a-D-galactopyranose 121191

Synthesized according to the general procedure from tetrabenzyl galacto
donor 2 (109 mg, 0.16 mmol) and diacetone galactose 8 (125 mg, 0.48
mmol) with NMQ-PFg (14 mg, 0.044 mmol) in toluene (0.2 mL) and ace-
tonitrile (0.5 mL). Purification by flash column chromatography (4 g silica,
heptane—-EtOAc, 10:1 — 5:1) gave the glycosides 12 (74 mg, 59%) as a color-
less oil (a:8 1:1.4); 'TH NMR (300 MHz, CDCl3) 1.32, 1.33, 1.34, 1.45, 1.46, 1.51,
1.54 (24H, 7 x s, 4 x C(CHz3)), 3.52-3.63 (6H, m, 2 x H-6, 2 x H-6'), 3.72 (1H,
dd, JG’G/ = 10.7 HZ, J5’6 =173 HZ, H-G), 3.76 (1H, dd, J6,6/ =104 HZ, J5,6 =
7.3 Hz, H-6), 3.81 (1H, dd, J¢¢ = 10.4 Hz, J5¢ = 6.3 Hz, H-6'), 3.85 (1H, dd,
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J =79 Hz J =98 Hz),3.90 (1H, d, J = 2.2 Hz), 3.98 (1H, dd, J = 10.1 Hz,
J = 2.8 Hz), 4.02 (1H, d, J = 1.6 Hz), 4.04-4.11 (4H, m), 4.15 (1H, dd, J5¢ =
3.5 Hz, Jgg = 10.7 Hz, H-6), 4.23 (1H, dd, J = 1.9 Hz, J = 7.9 Hz), 4.31-4.35
(83H, m, H-2',, H-21p), 4.41-4.51 (5H, m, H-1";, 2 x PhCHy), 4.58-4.64 (4H,
m, 2 x PhCHH), 4.72-4.87 (TH, m, 3 x PhCH,, PhnCHH'), 4.93-4.97 (2H, m,
2 x PhCHH), 5.03 (1H, d, J1o = 3.8 Hz, H-1',), 5.07 (1H, d, J = 11.0 Hg,
PhCHH)), 5.53 (1H, d, J12 = 5.0 Hz, H-11,), 5.58 (1H, d, J1 2 = 4.7 Hz, H-11p),
7.26-7.48 (40H, m, Ar-H); 1*C NMR (75 MHz, CDCl;) 8¢ 24.6, 24.7, 25.1, 25.2,
26.1, 26.2, 26.3 (7 x q, 4 x C(CHj3)s), 66.0, 67.5, 69.3, 70.6, 70.8, 70.8, 70.9,
71.0, 71.6, 73.4, 73.7, 75.1, 76.6, 79.1, 79.2, 82.0 (16 x d, C-2,, C-3!,, C-41,,
c-5',, c-21,, ¢-31,, c-41,, Cc-51,, C-214, C-31,, C-4l5, C-5',, C-21,, C-314, C-
41, C-5',), 66.5, 68.8, 68.8, 69.7 (4 x t, C-6,, C-6',, C-64, C-6'5), 72.8, 73.2,
73.3, 73.5, 73.6, 74.6, 74.9, 74.9 (8 x t, 8 x PhCHy), 96.4, 96.5 (2 x d, C-11,,
C-1%), 97.7 (d, C-111,), 104.8 (d, C-1,), 108.6, 108.7, 109.3, 109.4 (4 x s, 4 x
C(CHy)p), 127.4, 127.5, 127.5, 127.6, 127.6, 127.6, 127.8, 127.8, 127.9, 127.9,
128.0, 128.2, 128.2, 128.3, 128.3, 128.3, 128.4, 128.5, 128.5, 128.7 (20 x d, Ar-
CH), 138.1, 138.2, 138.8, 138.8, 138.9, 138.9, 139.1, 139.2 (8 x s, Ar-C); m/z
(ES*) 800 (M+NH,*, 100%); HRMS calcd for C46Hs501:N (MNH,*) 800.4010;
found 800.4015.
Then a mixture of the hemiacetal 15 and unreacted alcohol 8 (127 mg).

Methyl 2,3,4,6-Tetra-O-benzyl-«, 8-D-galactopyranosyl-(1— 6)-

2,3,4-tri-O-benzoyl-a-D-glucopyranoside 14120

Synthesized according to the general procedure from tetrabenzyl galacto
donor 2 (50 mg, 0.074 mmol) and gluco acceptor 13 (112 mg, 0.22 mmol) with
NMQ-PFg (7 mg, 0.022 mmol) in toluene (0.2 mL) and acetonitrile (0.5 mL). Pu-
rification by flash column chromatography (4 g silica, heptane-EtOAc, 6:1 —
2:1) gave the glycosides 14 (34 mg, 45%) as a colorless oil (a:8 1:1.4); 'TH NMR
(500 MHz, CDCls) 3.35, 3.36 (6H, 2 x s, OCHs,, OCHsp), 3.42—4.40 (18H, m,
H-5,, H-6!,, H-6",, H-2!,, H-3",, H-4",, H-5",, H-5!5, H-615, H-6'"5, H-2T,,
H-3%,, H-4",, H-5"5, H-6'1,, H-6'1L,, H-615, H-6'1%), 4.44 (1H, d, J1 2 = 7.6 Hz,
H-11%), 4.55-5.03 (17H, m, H-1",, 8 x PhCHy), 5.16 (1H, d, J1 2 = 3.7 Hz, H-
1%,), 5.19 (1H, d, J12 = 3.4 Hz, H-1%), 5.21-5.27 (2H, m, H-2,, H-2,), 5.41
(1H, at, J = 9.9 Hz, H-4%), 5.53 (1H, at, J = 9.9 Hz, H-41,), 6.11-6.18 (2H,
m, H-31,, H-8%), 7.20-8.00 (70H, m, Ar-H); 1*C NMR (75 MHz, CDCl3) §¢ 55.6
(q, 2 x OCHj3), 66.7, 68.8, 68.8, 69.1 (4 x t, C-61,, C-6",, C-6'4, C-6'y), 68.6,
69.1, 69.4, 69.7, 70.1, 70.6, 70.8, 72.3, 73.5, 73.6, 75.2, 76.6, 78.7, 79.8, 82.2
(15 x d, c-21,, c-8,, C-41,, C-51,, C-21,, C-31,, C-41,, C-5',, C-214, C-314, C-
415, C-51,, C-21,, C-31, C-41,, C-5'p), 73.0, 73.2, 73.3, 73.3, 73.6, 74.6, 74.9,
75.3 (8 x t, 8 x PhCHjy), 96.8, 96.9 (2 x d, C-11,, C-1%), 98.0 (d, C-1'.,), 104.4
(d, C-11%), 127.6, 127.6, 127.7, 127.7, 127.7, 127.7, 127.8, 1217.9, 128.0, 128.0,
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128.3, 128.3, 128.4, 128.4, 128.4, 128.5, 128.5, 128.5, 128.5, 128.5 (20 x d, Ar-
CH), 129.0, 129.2, 129.3, 129.3, 129.4, 129.5 (6 x s, 6 x Bz-C), 129.8, 129.8,
130.0, 130.0, 130.1, 133.2, 133.4, 133.5, 133.5 (9 x d, Ar-CH), 138.0, 138.3,
138.7,138.8, 138.9, 139.0 (6 x d, Bn-C), 165.5, 165.7, 165.9, 165.9, 166.0 (5 x s,
C=0);m/z(ES") 1051 (M+Nat*, 15), 1046 (M+NH4™", 100%); HRMS calcd for
CgoHgoO14Na (MNa™) 1051.3881; found 1051.3920.

And then the hemiacetal 15 (12 mg, 30%) as a colorless oil, and then the
recovered alcohol 13 (93 mg) as a white solid.

2,3,4,6-Tetra-O-benzyl-«, 8-D-glucopyranosyl-(1— 6)-1,2:3,4-di-O-
isopropylidene-«-D-galactopyranose16/2']

Synthesized according to the general procedure from tetrabenzyl gluco
donor 4 (50 mg, 0.074 mmol) and diacetone galactose 8 (57 mg, 0.22 mmol) with
NMQ-PF¢ (7 mg, 0.022 mmol) in toluene (0.2 mL) and acetonitrile (0.5 mL). Pu-
rification by flash column chromatography (4 g silica, heptane-EtOAc, 10:1 —
6:1) gave the glycosides 16 (24 mg, 42%) as a colorless oil (a: 1:2.5); 'TH NMR
(300 MHz, CDCl3) 1.32, 1.46, 1.51, 1.54 (24H, 4 x s, 4 x C(CHjs)2), 3.42-3.68
(m), 4.00 (1H, at, J = 9.2 Hz, Hp), 4.03-4.12 (2H, m, H,, Hp), 4.17 (1H, dd,
J = 3.8 Hz, J = 10.6 Hz, Hp) 4.25 (1H, dd, J = 1.9 Hz, J = 7.9 Hz, Hp),
4.31-4.34 (2H, m, H-2!,, H-25), 4.36 (1H, dd, J = 1.9 Hz, J = 7.9 Hz, H,),
4.45-5.08 (m, H-1",, H-1"), 4.36 (1H, dd, J = 1.9 Hz, J = 7.9 Hz, H,),
4.45-5.08 (m, H-1",, H-1%;, 8 x PhCHy), 5.53 (d, J12 = 5.1 Hz, H-11,), 5.57
(d, J12 = 4.9 Hz, H-115), 7.13-7.44 (40H, m, Ar-H); '3C NMR (75 MHz, CDCl3)
5c 24.6, 25.2, 26.2, 26.2 (4 x q, 2 x C(CHs)gp), 24.8, 25.1, 26.2, 26.3 (4 x q,
2 x C(CHjs)g,), 65.8, 70.4, 70.8, 70.8, 71.0, 77.7, 80.0, 82.1 (8 x d, C-21,, C-31,,
c-41,, c-51,, c-21,, C-31,, C-4",, C-5',), 66.4, 68.5 (2 x t, C-61,, C-6',), 67.5,
70.6,70.9, 71.6, 74.9, 77.9, 81.8, 84.7 (8 x d, C-214, C-3%4, C-414, C-5'4, C-21, C-
31, C-41,, C-5'p), 68.9, 69.8 (2 x t, C-614, C-6"5), 72.5, 73.6, 75.1, 75.8 (4 x d,
4 x PhCHsy,), 73.6, 74.5, 75.1, 75.8 (4 x d, 4 x PhCHgy), 96.4 (d, C-11,), 96.5 (d,
C-1%),97.2 (4, C-1',), 104.5 (d, C-1'), 108.7, 109.3, 109.5 (4 x s, 4 x C(CH3)s),
127.6,127.7, 127.7, 127.8, 128.0, 128.0, 128.0, 128.1, 128.1, 128.3, 128.5, 128.8
(12 x d, Ar-CH), 138.3, 138.3, 138.5, 138.9, 139.1 (56 x s, Ar-C); m/z (ES*)
800 (M+NH4™, 100%); HRMS caled for C46Hs3011N (MNH4 ") 800.4010; found
800.3994.

And then the hemiacetal 17 (16 mg, 40%), and then the recovered alcohol
8 (46 mg).

Methyl 2,3,4,6-Tetra-O-benzyl-«, -D-glucopyranosyl-(1— 6)-2,3,4-
tri-O-benzoyl-«a-D-glucopyranoside 181201
Synthesized according to the general procedure from tetrabenzyl gluco
donor 4 (50 mg, 0.074 mmol) and gluco acceptor 13 (112 mg, 0.22 mmol) with
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NMQ-PFg (7 mg, 0.022 mmol) in toluene (0.2 mL) and acetonitrile (0.5 mL). Pu-
rification by flash column chromatography (4 g silica, heptane-EtOAc, 10:1 —
6:1) gave the glycosides 18 (34 mg, 45%) as a colorless oil (a:8 1:2.4); 'H NMR
(500 MHz, CDCl3) 3.38 (3H, s, OCHsp), 3.42-3.68 (14H, m, 2 x HY,, 4 x H',
3 x H-6,, 2 x H-64, OCHs,), 3.80-3.88 (3H, m, H",, H-6,, H-6p), 3.97 (1H, at,
J =9.1Hz,H",),4.12 (1H, d,J = 10.7 Hz, H-6/5), 4.33 (1H, m, H-5',), 4.37-4.93
(11H, m, H-1%,, H-1%,;, H-5Y;, 7 x PhCH,, PhACHH'y), 5.06 (1H, d, JJ = 10.7 Hz,
PhCHHp), 5.21-5.27 (4H, m, H-1%,, H-11;, H-2L,, H-2%), 5.48 (1H, at, J = 9.8
Hz, H-414), 5.53 (1H, at, J = 10.1 Hz, H-41,), 6.14 (1H, at, J = 9.5 Hz, H-3!,),
6.18 (1H, at, J = 9.8 Hz, H-31p), 7.13-7.99 (70H, m, Ar-H); '*C NMR (125 MHz,
CDCls) 8¢ 55.7, 55.7 (2 x q, 2 x OCH3), 66.8, 68.5 (2 x t, C-61,, C-6'1,), 68.7
(d, C-5%,), 68.8, 69.0 (2 x t, C-614, C-6'1), 69.2 (d, C-5%5), 69.8, 70.4, 70.8, 72.4,
77.7, 80.0, 81.9 (7 x d, C-2L,, Cc-31,, Cc-41,, c-21,, C-31,, C-4!,, C-5',), 70.1,
70.7,72.3,75.1, 77.8, 82.5, 84.7 (7 x d, C-214, C-84, C-414, C-215, C-31,, C-411,,
C-5"), 73.3, 73.6, 74.9, 75.6 (4 x t, 4 x PhCHy,), 73.6, 74.9, 75.1, 75.8 (4 x
t, 4 x PhCHap), 96.9, 96.9 (2 x d, C-1%,, C-1%), 974 (d, C-11,), 104.2 (d, C-
11,), 127.6, 127.6, 127.7, 127.8, 127.8, 127.9, 127.9, 128.0, 128.0, 128.1, 128.1,
128.3, 128.4, 128.5, 128.5, 128.5, 128.5 (17 x d, Ar-CH), 129.1, 129.2, 129.2,
129.3, 129.4, 129.4 (6 x s, Bz-C), 129.8, 130.0, 130.1, 133.2, 133.5, 133.5 (6 x
d, Bz-CH), 138.1, 138.3, 138.3, 138.6, 138.7, 138.8, 139.0 (7 x d, Bn-C), 165.4,
165.6, 165.9, 166.0 (4 x s, C = 0); m/z (ES') 1046 (M+NH,4*, 100%); HRMS
caled for CgoHgsO14N (MNH, ) 1046.4321; found 1046.4310.
Then the hemiacetal 17 (19 mg, 47%) as a white solid.

REFERENCES

1. (a) Cummings, R.D. The repertoire of glycan determinants in the human glycome.
Mol. Biosyst. 2009, 5, 1087-1104; (b) Adibekian, A.; Stallforth, P.; Hecht, M.-L.; Werz,
D.B.; Gagneux, P.; Seeberger, PH. Comparative bioinformatics analysis of the mam-
malian and bacterial glycomes. Chem. Sci. 2011, 2, 337-344; (¢) Rudd, P.M.; Elliott, T,
Cresswell, P.; Wilson, I.A.; Dwek, R.A. Glycosylation and the immune system. Science
2001, 291, 2370-2376; (d) Helenius, A.; Aebi, M. Intracellular functions of N-linked gly-
cans. Science 2001, 291, 2364-2369; (e) Varki, A. Biological roles of oligosaccharides: all
of the theories are correct. Glycobiology 1993, 3, 97-130.

2. Demchenko, A.V. Handbook of Chemical Glycosylation: Advances in Stereoselec-
tivity and Therapeutic Relevance. Wiley—VCH, Weinheim, 2008.

3. Marra, A.; Mallet, J.-M.; Amatore, C.; Sinay, P. Glycosylation using a one-electron-
transfer homogeneous reagent: a novel and efficient synthesis of g-linked disaccharides.
Synlett 1990, 572-574.

4. (a) Noyori, R.; Kurimoto, I. Electrochemical glycosylation method. J. Org. Chem.
1986, 51, 4320-4322; (b) Amatore, C.; Jutand, A.; Mallet, J.-M.; Meyer, G.; Sinay, P.
Electrochemical glycosylation using phenyl S-glycosides. J. Chem. Soc., Chem. Com-
mun. 1990, 718-719; (c) Mallet, J.-M.; Meyer, G.; Yvelin, F.; Jutand, A.; Amatore, C.;
Sinay, P. Electrosyntheses of disaccharides from phenyl or ethyl 1-thioglycosides. Car-
bohydr. Res. 1993, 244, 237-246; (d) Balavoine, G.; Gref, A.; Fischer, J.-C.; Lubineau, A.
Anodic glycosylation from aryl thioglycosides. Tetrahedron Lett. 1990, 31, 5761-5764,



Downloaded by [Laurentian University] at 14:57 27 October 2013

484 | Cumpstey & D. Crich

(e) Yamago, S.; Kokubo, K.; Hara, O.; Masuda, S.; Yoshida, J.-i. Electrochemistry of
chalcogenoglycosides. Rational design of iterative glycosylation based on reactivity con-
trol of glycosyl donors and acceptors by oxidation potentials. JJ. Org. Chem. 2002, 67,
8584-8592; (f) France, R.R.; Rees, N.V.; Wadhawan, J.D.; Fairbanks, A.J.; Compton,
R.G. Selective activation of glycosyl donors using electrochemical techniques: a study
of the thermodynamic oxidation potentials of a range of chalcoglycosides. Org. Biomol.
Chem. 2004, 2, 2188-2194; (g) France, R.R.; Compton, R.G.; Davis, B.G.; Fairbanks,
A.J.; Rees, N.V.; Wadhawan, J.D. Selective electrochemical glycosylation by reactivity
tuning. Org. Biomol. Chem. 2004, 2, 2195-2202.

5. Hashimoto, S.; Kurimoto, I.; Fujii, Y.; Noyori, R. Novel nucleophilic substitution re-
action by radical cation intermediates. Photosensitised transacetalation via Son1 mech-
anism. J. Am. Chem. Soc. 1985, 107, 1427-1429.

6. Furuta, T.; Takeuchi, K.; Iwamura, M. Activation of selenoglycosides by photoin-
duced electron transfer. Chem. Commun. 1996, 157—-158.

7. Griffin, G.W.; Bandara, N.C.; Clarke, M.A.; Tsang, W.-S.; Garegg, P.J.; Oscarson,
S.; Silwanis, B.A. Photoinduced generation of glycosyl cations from thioglycosides. Het-
erocycles 1990, 30, 939-947.

8. Dockery, K.P.; Dinnocenzo, J.P.; Farid, S.; Goodman, J.L.; Gould, I.R.; Todd, W.P.
Nucleophile-assisted cleavage of benzyltrialkylsilane cation radicals. J. Am. Chem. Soc.
1997, 119, 1876-1883.

9. Kumar, V.S.; Floreancig, P.E. Electron transfer initiated cyclizations: cyclic ac-
etal synthesis through carbon-carbon o-bond activation. J Am. Chem. Soc. 2001, 123,
3842-3843.

10. (a) Aubele, D.L.; Floreancig, P.E. Oxidative synthesis of cyclic acyl aminals
through carbon-carbon sigma-bond activation. Org. Lett. 2002, 4, 3443—3446; (b) Ku-
mar, V.S.; Aubele, D.L.; Floreancig, P.E. Aerobic organocatalytic photoinitiated arene
oxidations: application to electron transfer initiated cyclization reactions. Org. Lett.
2001, 3, 4123-4125.

11. (a) Ikeda, H.; Minegishi, T.; Abe, H.; Konno, A.; Goodman, J.L.; Miyashi,
T. Photoinduced electron-transfer degenerate cope rearrangement of 2,5-diaryl-1,5-
hexadienes: a cation-radical cyclization-diradical cleavage mechanism. J. Am. Chem.
Soc. 1998, 120, 87-95; (b) Ikeda, H.; Nakamura, T.; Miyashi, T.; Goodman, J.L.;
Akiyama, K.; Tero-Kubota, S.; Houmam, A.; Wayner, D.D.M. Direct observation of two
different types of TMM intermediates in the photoinduced electron-transfer degener-
ate methylenecyclopropane rearrangement. J. Am. Chem. Soc. 1998, 120, 5832-5833;
(¢) Baciocchi, E.; Del Giacco, T.; Elisei, F.; Gerini, M.F.; Guerra, M.; Lapi, A.; Liber-
ali, P. Electron transfer and singlet oxygen mechanisms in the photooxygenation of
dibutyl sulfide and thioanisole in MeCN sensitized by N-methylquinolinium tetraflu-
oroborate and 9,10-dicyanoanthracene. The probable involvement of a thiadioxirane
intermediate in electron transfer photooxygenations. J Am. Chem. Soc. 2003, 125,
16444-16454; (d) Bonesi, S.M.; Manet, I.; Freccero, M.; Fagnoni, M.; Albini, A. Photo-
sensitized oxidation of sulfides: discriminating between the singlet-oxygen mechanism
and electron transfer involving superoxide anion or molecular oxygen. Chem. Eur. .
2006, 12, 4844-4857.

12. (a) Mehta, S.; Pinto, B.M. Phenylselenoglycosides as novel, versatile glyco-
syl donors — selective activation over thioglycosides. Tetrahedron Lett. 1991, 32,
4435-4438; (b) Mehta, S.; Pinto, B.M., Novel glycosidation methodology. The use of
phenyl selenoglycosides as glycosyl donors and acceptors in oligosaccharide synthe-
sis, J. Org. Chem. 1993, 58, 3269-3276; (c) Witczak, Z.J.; Czernecki, S. Synthetic ap-
plications of selenium-containing sugars. Adv. Carbohydr. Chem. Biochem. 1998, 53,
143-199.



Downloaded by [Laurentian University] at 14:57 27 October 2013

Photoinitiated Glycosylation A85

13. Zuurmond, H.M.; van der Klein, P.A.M.; van der Meer, P.H.; van der Marel, G.A.;
van Boom, J.H. Iodonium ion-mediated glycosidations of phenyl selenoglycosides. Recl.
Trav. Chim. Pays-B. 1992, 111, 365—-366.

14. Howell, J.0.; Goncalves, J.M.; Amatore, C.; Klasinc, L.; Wightman, R.M.; Kochi,
J.K. Electron transfer from aromatic hydrocarbons and their 7-complexes with metals.
Comparison of the standard oxidation potentials and vertical ionization potentials. ¢/.
Am. Chem. Soc. 1984, 106, 3968-3976.

15. Vogt, D.C.; Stephen, A.M.; Jackson, G.E. 'H NMR and *C NMR spectroscopy of
methyl ethers of D-galactopyranose. Carbohydr. Res. 1990, 206, 333—339.

16. Cumpstey, I.; Cribiu, R.; Guazzelli, L. An easy access to 2,3,4,6-tetra-O-benzyl-D-
galactopyranose and 2,3,6-tri-O-benzyl-D-glucopyranose. In Carbohydrate Chemistry,
Proven Methods. Kovac, P., Ed. CRC Press, 2011, in press.

17. Dinkelaar, J.; Witte, M.D.; van den Bos, L.J.; Overkleeft, H.S.; van der Marel, G.A.
NIS/TFA: a general method for hydrolysing thioglycosides. Carbohydr. Res. 2006, 341,
1723-1729.

18. Schmidt, R.R.; Behrendt, M.; Toepfer, A. Nitriles as solvents in glycosylation re-
actions: highly selective B-glycoside synthesis. Synlett 1990, 694—696.

19. Cox, D.J.; Smith, M.D.; Fairbanks, A.J. Glycosylation catalysed by a chiral
Brgnsted Lewis acid. Org. Lett. 2010, 12, 1452-1455.

20. Dasgupta, F.; Garegg, P.G. Use of the methylsulfenyl cation as an activator for gly-
cosylation with alkyl (aryl) thioglycopyranosides: synthesis of methyl O-(2-acetamido-
2-deoxy-B-D-glucopyranosyl)-(1—2)-a-D-glucopyranoside, a derivative of the core trisac-
charide of E. coli K 12. Carbohydr. Res. 1990, 202, 225-238.

21. Grayson, E.J.; Ward, S.J.; Hall, A.L.; Rendle, PM.; Gamblin, D.P.; Batsanov, A.S.;
Davis, B.G. Glycosyldisulfides: novel glycosylating reagents with flexible aglycon alter-
ation. J. Org. Chem. 2005, 70, 9740-9754.

22. Fernandez-Lorentea, G.; Palomob, J.M.; Coccab, J.; Mateob, C.; Moroa, P.; Terrenia,
M.; Fernandez-Lafuente, R.; Guisan, J.M. Regio-selective deprotection of peracetylated
sugars via lipase hydrolysis. Tetrahedron 2003, 59, 5705-5711.

23. Bock, K.; Fernandez-Bolanos Guzman, J.; Refn, S. Synthesis and properties of
1,1,3,3-tetramethyl-2-(2,3,4,6-tetra-O-acetyl-a-D-glucopyranosyl)uronium triflate. Car-
bohydr. Res. 1992, 232, 353-3517.

24. (a) Takeda, T.; Sugiura, Y.; Ogihara, Y.; Shibata, S. The nephritogenic glycopep-
tide from rat glomerular basement membrane: synthesis of a-D-glucopyranosylamine
derivatives. Can. J. Chem. 1980, 58, 2600-2603; (b) Wang, Z.D.; Sheikh, S.O.; Cox,
S.; Zhang, Y.; Massey, K. Direct preparation of N-glycosidic bond-linked nonionic
carbohydrate-based surfactant (NICBS) via Ritter reaction. Eur. J. Org. Chem. 2007,
2243-2247.



