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This work demonstrates trivalent tris-(3-N-methyl-N-pyridyl propyl)amine (1) catalyzing the site-selective
mono-O-acylation of glycopyranosides. Different acid anhydrides were used for the acylation of mono-
saccharides, mediated by catalyst 1, at a loading of 1.5 mol%; the extent of site-selectivity and the yields of
mono-O-acylation products were assessed. The reactions were performed between 2 and 10 h, depend-
ing on the nature of the acid anhydride, where the bulkier pivalic anhydride required a longer duration for
acylation. The glycopyranosides are maintained as diols and triols, and from a set of experiments, the site-
selectivity of acylations was observed to follow the intrinsic reactivities and stereochemistry of hydroxy

Received 11th April 2024,
Accepted 22nd May 2024

DOI: 10.1039/d40b00599f

functionalities. The trivalent catalyst 1 mediates the reactions with excellent site-selectivities for mono-O-
acylation product formation in the studied glycopyranosides, in comparison to the monovalent N,N-di-
methylamino pyridine (DMAP) catalyst. This study illustrates the benefits of the multivalency of catalytic
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Introduction

The roles of hydroxy functionality-rich carbohydrates in bio-
logical functions are diverse.'™ As a result, an understanding
of the structures and functions of carbohydrates has the great-
est potential to uncover many intricate biological processes.*
The presence of multiple hydroxy functionalities increases the
repertoire of complex oligosaccharides and polysaccharides
exponentially. Enzymes exquisitely streamline the assembly of
oligosaccharides and polysaccharides, whereas the corres-
ponding synthetic equivalents are also developed impress-
ively.”> The chemical synthesis of complex oligosaccharides
encounters the critical roles of protecting groups that mask
the reactivities of hydroxy functionalities not involved in the
assembly. Protecting group methods enable the chemical syn-
thesis of oligosaccharides and polysaccharides in the most
achievable homogeneous manner.®” The pK, of primary and
secondary hydroxy functionalities are within 16-18, implying
that reactivity differences are minimal among these functional-
ities. As a result, development of methods for the site-selective
modification of carbohydrates,® including one-pot synthetic
methods,” is important. An attractive approach in this direc-

Indian Institute of Science, Bangalore 560012, India. E-mail: jayaraman@iisc.ac.in;
Tel: +91-80-2293-2578

TElectronic supplementary information (ESI) available: HPLC traces of crude
reaction mixture, 'H and **C NMR spectra of all compounds. See DOI: https://
doi.org/10.1039/d40b00599f

5134 | Org. Biomol. Chem., 2024, 22, 5134-5149

tion is exploiting the intramolecular hydrogen bonding of
hydroxy functionalities, which increases nucleophilicity. Early
demonstrations of this concept are (i) DMAP-catalyzed acyla-
tion reactions using Ac,O for the regioselective formation of
the C3-OAc surrogate of octyl-p-b-glucopyranoside, as reported
by Yoshida and co-workers."'** (ii) Carboxylic or sulfonic acid-
linked DMAP-catalyzed site selective acylation at the C6-OH
group in octyl glucopyranosides and galactopyranosides.'®”
The effect of a counter ion in DMAP-catalyzed acylations was
studied by Albert and Kattnig."" Acylation is favored at hydroxy
functionalities either at C3, C4 or C6, depending on the nature
of the counter anion through the formation of non-covalently
linked cyclic transition state between acyl and hydroxy func-
tionalities. The ‘directed protecting group-induced regio-
selective functionalization’ of partially protected carbohydrates
was reported by Moitessier and co-workers, wherein the pro-
tecting group at C6 forms intramolecular hydrogen bonding
preferentially at the C3 hydroxy functionality and facilitates
regioselective acylation.'> A good regioselectivity ~was
observed for the pivaloylation of 4,6-O-benzylidene-protected
glycoside derivatives.'® Several other acylating agents, such as
benzoyl imidazole,"* BzCN,"® and 1-(benzoyloxy)benzotriazole
(BzOBt),'® were developed in the regioselective acylation of 4,6-
O-protected pyranoside derivatives. The selectivity was largely
dependent on the reaction conditions, acidity and nucleophili-
city of reactive functionalities. In the case of BzCN, benzoyla-
tion occurs at the axial hydroxy functionality in diols and triols
in the presence of DMAP (10 mol%, —78 °C)."” The formation

This journal is © The Royal Society of Chemistry 2024
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of monodentate hydrogen bonding with cyanide moiety and
acylation at the acidic axial hydroxy functionality under kinetic
control appeared to favor the regioselectivity, termed as the
‘cyanide effect’.

Several structurally-modified DMAP derivatives have been
reported to achieve the site-selective functionalization and
enantioselective acylation of racemic alcohol.'®>® Kawabata
and co-workers®” developed a 4-pyrrolidinopyridine (PPY)-
based C,-symmetric chiral catalyst based on r-tryptophan. A
good site-selectivity at the hydroxyl functionality at C4 was
observed for the installation of isobutyrate in octyl-p-p-gluco-
pyranoside. Kirsch and co-workers generated a library of
DMAP-based oligopeptides for the site-selective mono-O-ben-
zoylation in favor of functionalization at C2 in benzylidene-
protected a-p-glucopyranoside and at C3 in benzylidene-pro-
tected o-p-galactopyranoside derivatives.”® Besides DMAP-
derived catalysts, N-methyl imidazole (NMI) has been devel-
oped as an acyl transfer reagent. NMI-appended peptide-based
catalysts have been developed for the regioselective
functionalization of monosaccharides, as reported by Miller
and co-workers.?® Schreiner and co-workers recently reported
site-selective acylation employing oligopeptide and photo-
switchable azo-peptide NMI-catalyst.*® NMI-based chiral oxazo-
lidines catalyze the acylation of the hydroxyl functionality at
C3 and the intrinsically less reactive functionality at the C2
carbon in carbohydrate derivatives.’® Chiral benzotetramisole
(BTM) catalyst was employed by Tang and co-workers®*? to
accomplish the regioselective acylation of the trans-1,2-diol
moiety in pyranoside derivatives. The hydroxyl functionality at
C2 or C3 carbon underwent the reaction selectively by choice
of the enantiomeric catalyst. Regioselectivity was observed in
this case due to the lone pair of electrons-cation interaction
between the acylated catalyst intermediate and either an ether
or hydroxyl oxygen of the substrate. In a subsequent study,
S-adamantyl group-directed acylation using the same catalyst
was also reported.>??

Chiral NHC catalysis®® and chiral NHC-boronic acid dual
catalysis®® using aldehyde as an acyl source were applied suc-
cessfully for the site-selective acylation of carbohydrates. Miller
and co-workers developed the site-selective functionalization
of methyl 4,6-O-benzylidene-protected pyranosides employing
a chiral Ph-Box ligand with Cu(u).?® Site-selectivity was depen-
dent on the chirality of the ligands. Using similar Cu(u)-Ph-
Box complexes, Dong and co-workers reported the site-selec-
tive acylation of pyranoside-derived triols and furanoside-
derived diols.’® Chiral phosphoric acid (CPA) catalyzed the
site-selective acetalization of pyranoside-derived 1,2-diols.>”*
Recently, a polystyrene-supported reusable CPA was used for
this purpose and variably protected saccharide derivatives
were accomplished in an one-pot reaction.’’”” Methods were
also developed for the site-selective functionalization of unpro-
tected or partially protected pyranosides using salts of tin-,**3°
iron-,*® silicon-*' and copper-** silver-based®® reagents.
Although organotin reagents are considered largely for the
regioselective functionalization of unprotected carbohydrates,
a major shortcoming is the inherent toxicity of tin reagents.

This journal is © The Royal Society of Chemistry 2024
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Organoboron reagents, developed by Taylor and Shimada
groups, are non-toxic and used for site-selective acylation,**
sulfamoylation,*** sulfation,*®” sulfonylation,®*” carbamoyla-
tion,*® and glycosylation*>*® for unprotected carbohydrates
having the cis-1,2-diol moiety. The above developments illus-
trate the necessity to uncover methods that facilitate the site-
selective derivatization of multi-functional carbohydrate moi-
eties. An important functionalization in this direction is the
protection of the hydroxyl functionality as esters, which are
used routinely to derive, for example, partially-protected carbo-
hydrate derivatives. The ester protecting groups are installed
by treating the alcohol functionality with carboxylic acid anhy-
drides and acid chlorides in the presence of DMAP (cat.).”!
Several polymer-bound (dialkylamino)pyridine catalysts have
been reported to act as nucleophilic catalysts in organic trans-
formations.>® Portnoy and co-workers developed a series of
p-aminopyridine®* and imidazole-based®® nucleophilic
organocatalysts, functionalized further with either oligoether
or long alkyl moieties for the site-selective acylation and phos-
phorylation of amphiphilic diol and complex natural pro-
ducts.”*? The choice of base and catalyst were emphasized in
order to achieve orthogonal site-selectivities.

Multivalency in catalysis has gained importance in contem-
porary developments. The covalent attachment of multiple
catalytic moieties onto a branched structure leads to efficien-
cies in catalysis that are over and above the statistical increases
in the moieties.>® Elegant examples are in C-C bond for-
mations enabled by multivalent organometallic catalysts.’®
Multivalent organocatalysis by a variety of dendritic structures
have been reported in a number of reactions.’®”” Good to
excellent selectivities were achieved, and such possibilities are
not observed with monomeric organocatalysts alone.

The multivalent presentations of DMAP organocatalysts are
previously reported, which demonstrated the catalytic pro-
perties of Fréchet-type benzyl ether and aliphatic ester dendri-
tic polymers containing 4-(dialkylamino)pyridines in the
interior environment.”® Multivalent DMAP organocatalyst plays
an important role for the selective labelling of biopolymer
under mild and benign condition. Hamachi and co-workers
devised an efficient method of the site-selective chemical acy-
lation of different proteins enabled by multivalent affinity-
guided DMAP (AGD) catalysts.”>® The combined effects of cata-
lyst multivalency and affinity guidance imposed by the DMAP-
attached ligand were the key factors for achieving site-selective
protein acylation with acyl donors possessing the desired
probe. Chelation and coordination assistance in the catalytic
sites and substrates lead to increases in the catalytic activities
in the studied instances. Such an opportunity is studied
herein in the case of site-selectivities in multiple hydroxy func-
tionalities of monosaccharides with the aid of a trivalent
DMAP catalyst.

Selectivity herein pertains to the site-selectivity among the
secondary hydroxy functionalities. The coordination of a triva-
lent catalyst with the hydroxyl functionalities might improve
the reactivity at a particular site. A series of acylations was per-
formed using the trivalent catalyst, involving several monosac-
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charides that possess diols and triols and several carboxylic
acid anhydrides, with variable steric and electronic features, as
acylation agents. The details of the studies are described
herein.

Results and discussion
Synthesis of the catalyst

The site-selective functionalization of carbohydrates was
undertaken with the aid of a trivalent (dialkylamino)pyridine
(DAAP) catalyst. The synthesis of the new DAAP-based nucleo-
philic organocatalyst 1 was accomplished by the N-alkylation
of tris-halide 2°° with 4-N-methylamino pyridine 3 in the pres-
ence of NaH in THF solution. The reaction occurred in a facile
manner to afford the trivalent DAAP catalyst 1, after purifi-
cation by column chromatography (neutral Al,0;, CHCly/
MeOH, linear gradient), in 88% yield (Scheme 1).

The corresponding monovalent catalyst 5 was secured
through the N-alkylation of the corresponding halide 4°' with
dimethyl amine (40% in water) in MeOH. The newly syn-
thesized DAAP catalysts 1 and 5 were characterized by NMR
spectroscopy and mass spectrometry; the details are given in
the ESL.}

Study of the site-selective acylation of pyranoside-derived 1,2-
diols

The efficacies of catalysts 1 and 5 as acylation transfer agents
in monosaccharides having secondary 1,2-diol functionalities
were studied initially. Reactivity-based differences are not
obvious to equatorial secondary hydroxy functionalities, and
in practice, scarcely attainable. For DMAP-catalyzed acylations,
acyl halides or anhydrides are commonly employed. Trivalent
catalyst 1 might facilitate the reaction of N-acyl-pyridinium
intermediate with the hydroxy functionality than that with the
monomeric DMAP catalyst. The effect of steric factors on the
DMAP-catalyzed acylation was demonstrated by Zipse and co-
workers.®” The acylation of methyl 4,6-O-benzylidene-a-p-gluco-
pyranoside (6), presenting a 1,2-trans-diol, was conducted
using Ac,O (1.1 molar equiv.), DAAP catalysts 1 (1.5 mol%), 5
(4.5 mol%) and DMAP (4.5 mol%) in MeCN, at 0 °C to room
temperature for 3 h, and the formation of the acylation pro-
ducts was ascertained by "H NMR spectroscopy of the crude
reaction mixtures. Mono-O-acylations and di-O-acylation were
assessed, along with the overall yield of the reaction and site-
selectivity towards the formation of the 2-O-acyl product
(Table 1).

a cl a N
\
SNH \—LNFF ~ -
— N N N SN
x 2 g N AN |
‘ >\ N N Me;NH
_ NaH, THE SN ‘ (40 % in water) ‘ S
'; 0°C-tt,2h GO-DMAP); \\\N/ NG MeOH, i, 48 h =

1 (@8%) @ 4 5 (95%)
=N

Scheme 1 Synthesis of (a) trivalent DAAP catalyst 1 and (b) monovalent
(5) DAAP catalysts.
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Table 1 Acetylation of methyl 4,6-O-benzylidene-a-b-glucopyranoside
6 using 1, 5 and DMAP catalysts?

Catalyst o ph/TO
Phﬁ‘%% a0 Phﬁ&% : ;\‘20&%
HO (1.1 mol. equiv.) HO AcO HO
oM
s Oome CH4CN, 0°C - 1t, 3h OMe 8 ¢
AcO
AcO OMe
Entry  Catalyst (mol%) 7 (%) 8(%) 9(%) Conversion (%)
1 1(1.5) 65” 10 25 80
2 5 (4.5) 50 50 — 4
3 DMAP (4.5) 51 40 9 44

“Products ratio determined by com}zaring the anomeric proton inte-
grations in the "H NMR spectrum. ”Yield of the isolated product is
44%.

Reactions were conducted in MeCN as the substrates and
catalysts are more soluble freely in MeCN than in CHCl;,
CH,Cl, and THF solutions. After the desired duration, the
reaction mixture was quenched with MeOH, solvents evapor-
ated under reduced pressure and analyzed by 'H NMR
spectroscopy.

The acylation occurred at varying proportions, depending
on the catalyst. Among the catalysts, trivalent DAAP 1 led to an
efficient conversion to 2-O-acyl derivative 7 than monovalent 5
and DMAP catalysts. Further, an increase to 5 mol% of triva-
lent catalyst 1 led only to increased di-O-acylation product 9
(ESIY). As a result, the catalytic activities and site-selectivities
of acylations mediated by multivalent catalysts were assessed
using ~7 times reduced mol%. The monovalent catalyst 5 and
DMAP were maintained at 4.5 mol%, whereas the trivalent
catalyst 1 was maintained at one-third (1.5 mol%) throughout
the present study. When DMAP derivative 3 was used as the
catalyst (4.5 mol%), the conversion and site-selectivity were
less, presumably due to acylation at the amine site of 3. In
light of the highest site-selectivity afforded by the trivalent
catalyst 1, further acylations were performed with this catalyst
and in comparison, with DMAP. All the acylation experiments
were conducted under auxiliary base-free condition.®® Bases,
such as Et;N ®* and diisopropylethyl amine,*® alone mediate
the site-selective acylation of carbohydrate substrates.

Glucopyranoside 6 was subjected to acylation with few
anhydrides of variable electronic and steric nature, namely,
isobutyric  anhydride ((iPrCO),0), pivalic anhydride
((tBuC0),0) and benzoic anhydride ((PhCO),0), under the
optimized catalyst loading (1.5 mol%), and the observations
are given in (Table 2).

The acylation of glucopyranoside 6 with isobutyric anhy-
dride (1.1 molar equiv.) in the presence of catalyst 1 led to
excellent site-selectivity for the 2-O-isobutyroyl product. The
promising results of site-selective acetylation catalyzed by 1
warranted experiments using a sterically-hindered acylating
agent, pivalic anhydride ((tBuCO),0). DMAP catalysis is sensi-
tive to steric factors associated with reacting alcohols and car-

This journal is © The Royal Society of Chemistry 2024
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Table 2 Acylation of methyl 4,6-O-benzylidene-a-b-glucopyranoside 6 using variable acid anhydrides by 1 and DMAP catalysts?

Catalyst
Acid anhydride

Ph/Eo o
HO
HO OMe

oC -
6 MeCN, 0 °C - rt

Acid anhydride: isobutyric (1.1 mol.equiv.),
pivalic (2.2 mol. equiv.) and
benzoic anhydride (2.2 mol. equiv.).

Catalyst 1 = 1.5 mol%
DMAP = 4.5 mol% 15: R'=Bz; R?=H

ph” -0 o 10: R'=i-ProC, R?=H
2 11: R = H; R2 = i-PrOC
RO 12: R' = i-PrOC; R? = i-PrOC

OMe 43; R!= +BUOC; R2= H
14: R' = H; R? = t-BuOC

16: R'=H;R?=Bz
17: R'=Bz R?=Bz

Entry Reagent Time (h) Catalyst Products (%) Conversion (%) Yield” (%)
(i-Prc0),0 2 10 11 12

1 1 75 10 15 90 61

2 DMAP 47 30 23 89
(BuCO0),0 16 13 14

3 1 77 23 70 48

4 DMAP 64 36 45
Bz,0 10 15 16 17

5 1 54 12 34 90 42

6 DMAP 42 31 26 89

“ Products ratio determined by comparing the anomeric proton integrations in the "H NMR spectrum. ? Yield of the isolated major product for 1-

catalyzed acylation reactions.

boxylic acid anhydrides. The same was observed in the pivaloy-
lation of glucopyranoside 6 catalyzed by DMAP, which afforded
an overall yield of 45% for the mono-O-acylated products,
2-pivaloyl (13) and 3-pivaloyl (14) products, in the ratio of
1.7 :1. In these reactions, excess molar equiv. of pivalic anhy-
dride (2.2 molar equiv.) was used, with increased duration of
reaction to 16 h. Site-selectivity in benzoylation was conducted
subsequently to secure the corresponding benzoates. The reac-
tion was conducted using 2.2 mol. equiv. of benzoic anhydride
(PhCO),0, catalyzed by either 1 or DMAP catalyst for 10 h. In
this reaction, a considerable amount of 2,3-di-O-benzoyl
product 17 also formed, presumably due to excess benzoic
anhydride and longer reaction duration.

In all the cases, the overall conversion refers to the percen-
tages of all the acylated products; the rest of the percentages
were unreacted starting material, which were recovered during
the purification of the crude reaction mixtures.

Acylation was then undertaken with methyl 4,6-O-benzyli-
dene-a-p-galactopyranoside 18 possessing an equatorial 1,2-
trans diol moiety. In this instance, the reactivity at C2 and
C3 hydroxy functionalities are hardly distinguishable due to
the ‘axial oxy group effect’.’”” The acylation of derivative 18
using Ac,O (1.1 mol. equiv.) and catalyst 1 (1.5 mol%) afforded
an overall yield of 99% in 2 h of reaction duration (Table 3). A
ratio of 1:1 of products 19 and 20 was observed in this case.
Similar results were observed in the isobutyration and benzoy-
lation of derivative 18; the site-selectivity was comparable in
both cases. The facile site-selectivity for trivalent catalyst 1
might arise due to steric and electronic effects, favoring acyla-
tion at the C3 hydroxyl functionality.

Methyl 4,6-O-benzylidene-a-p-mannopyranoside 29, posses-
sing 1,2-cis-diol, was subjected to acylation subsequently. The
results of the acylation of mannopyranoside 29 are summar-
ized in Table 4. Slightly better yield (74%) was observed with
catalyst 1 as compared to the DMAP catalyst in the case of

This journal is © The Royal Society of Chemistry 2024

O-acetylation occurring at the hydroxyl functionality at the C3
carbon. The lack of a considerable distinction in the site-selec-
tive O-acylation of mannopyranoside 29 is likely due to the
higher reactivity of the C3 hydroxyl functionality of the 1,2-cis-
diol. In pyranoside 1,2-diols, the site-selectivity appears to
arise from the intrinsic reactivity difference. The hydrogen
bonding at 1,2-cis-diol and the ‘axial oxy group effect’ might
favor a site-selectivity towards the hydroxyl functionality at C3.

Methyl 4,6-O-benzylidene-a-p-glucopyranoside 6 afforded 2-
O-acyl functionalized products, whereas methyl 4,6-O-benzyli-
dene-a-p-galactopyranoside 18 and methyl 4,6-O-benzylidene-
a-p-mannopyranoside 29 produced 3-O-acylation products. The
synergistic effect of the hydrogen bonding, the disposition of
the diols and steric factor associated with the acyl transfer
process might play a role in the observed site-selectivities.
Other than methyl 4,6-O-benzylidene-a-p-mannopyranoside 29
with 1,2-cis-diol disposition at C2 and C3 hydroxyl functional-
ities, the remaining pyranoside derivatives possess 1,2-trans-
diol dispositions and afforded good yields and site-selectivities
using trivalent catalyst 1.

Acylation of 6-O-protected monosaccharides

The functionalization of the C6 primary hydroxyl functionality
of pyranosides is facile in the presence of the secondary
hydroxy functionalities. Advancements in the site-selective pro-
tection of 6-O-protected glycopyranosides are: (i) boron-
mediated regioselective acylation of 6-O-protected carbohydra-
tes;*** (ii) DMAP catalyst in the presence of sym-collidine by
Kawabata and Muramatsu,®® and (ii) Oriyama’s chiral catalyst
and TMEDA, as reported by Vasella and co-workers®”
(Scheme 2).

Site-selective acylation employing hydrogen bond acceptor-
type protecting groups at the C6 hydroxyl functionality were
also studied previously by Moitessier and co-workers."*>¢

Org. Biomol. Chem., 2024, 22, 5134-5149 | 5137
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Table 3 Acylation of methyl 4,6-O-benzylidene-a-p-galactopyranoside 18 using variable acid anhydrides using 1 and DMAP catalysts®

Ph
%O Catalyst
o Acid anhydride
HO o MeCN, 0 °C - it
18 OMe

Acid anhydride: acetic (1.1 mol. equiv.),
isobutyric (1.1 mol.equiv.), pivalic (2.2 mol. equiv.)
and benzoic anhydride (2.2 mol. equiv.).

Catalyst 1 = 1.5 mol%
DMAP = 4.5 mol%

Ph
o

o

-
Rzo&/ﬂ
R'0
19:
20: R
21:

22:
23: R

OMe

R'=Ac;R?=H 24: R = +-BuOC; R? = H
"=H;R?=Ac 25: R' = H; R2 = +-BuOC
R'=Ac;R?=Ac  26: R'=Bz;R2=H
R'=iPrOC;R®=H 27: R'=H:R?=Bz
'=H;R®=iPrOC 2g: R'=Bz R2=Bz

Entry Reagent Time (h) Catalyst Products (%) Conversion (%) yield” (%)

Ac,O 2 19 20 21
1 1 18 61 20 99 51
2 DMAP 49 51 — 25

(i-Prco),0 2 22 23
3 1 21 79 93 64 (22/23 = 30: 70)
4 DMAP 34 66 71

(t-BuC0),0 16 24 25
5 1 16 84 95 63 (24/25 = 21:79)
6 DMAP 38 62 27

Bz,0 10 26 27 28
7 1 17 58 25 87 52 (26/27 =23 :77)
8 DMAP 32 57 11 68

“ Products ratio determined by comparing the anomeric proton integrations in the "H NMR spectrum. ? Yield of the isolated major product for 1-

catalyzed acylation reactions.

Table 4 Acylation of methyl 4,6-O-benzylidene-a-p-mannopyranoside 29 using variable acid anhydrides catalyzed by 1 and DMAP?

oH Catalyst
ph/VOO o Acid anhydride
HO MeCN, 0 °C - rt
29 OMe

Acid anhydride: acetic (1.1 mol. equiv.),
isobutyric (1.1 mol.equiv.), pivalic (2.2 mol. equiv.)
and benzoic anhydride (2.2 mol. equiv.).

Catalyst 1 = 1.5 mol%

DMAP = 4.5 mol%

gRERLE

OR!

Ph/%o 0
R20

OMe
R'=AcR?=H 36: R' = H; R?= +BuOC
R'=H R?=Ac 37: R'=Bz;R?=H
CRZ=Ac 35 Rl-p RP=Bz
: R'=i-PrOC;R*=H 39. R1=py:R2=Bz
R!=H; R2=iProC
: R'=/-Proc; R? = iProC

Entry Reagent Time (h) Catalyst Products (%) Conversion (%) Yield” (%)
Ac,O 3 30 31 32
1 1 19 58 23 74 36
2 DMAP 16 75 9 60
(i-Prc0),0 2 33 34 35
3 1 5 81 14 95 68
4 DMAP 7 82 11 91
(t-BuCO),0 16 36
5 1 34 34 26
6 DMAP 28 28
Bz,0 10 37 38 39
7 1 11 83 6 78 56
8 DMAP 19 75 7 82

“ products ratio determined by comparing the anomeric proton integrations in the "H NMR spectrum. ” Yield of the isolated major product for 1-

catalyzed acylation reactions.

Studies were undertaken to assess the site selectivity in 6-O-
protected carbohydrate triols in the presence of trivalent 1 and
DMAP catalysts. The reactions were conducted using methyl 6-
O-trityl-a-p-glycopyranosides in CHCIl; solution. The acylation
of methyl 6-O-trityl-a-p-glucopyranoside (40) was conducted
using catalyst 1 (1.5 mol%), Ac,0 (1.1 mol. equiv.) at 0 °C to
room temperature for 45 min, followed by HPLC analysis. A

5138 | Org. Biomol. Chem., 2024, 22, 5134-5149

new intense peak at a retention time of 7.6 min (56%)
appeared, along with few other minor peaks. Unreacted start-
ing material 40 appeared at a retention time of 27 min (Fig. 1).

The crude reaction mixture was subjected to column
chromatography purification (SiO,) (pet. Ether/EtOAc linear
gradient) to secure a major product in 62% yield, which was
identified as the 3-O-acylated product. The peak at 9.70 min

This journal is © The Royal Society of Chemistry 2024
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g H DMAP (10 moi%)
s } RO RO
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OH —————— 97 on! HO ‘p,% HO
o PhCOCI, DIPEA Jeomn | R=MeoroTes o
HiCN,
OH CH;CN, 23T OH ' 61%, >99% selectivity
92% '
'
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Fig.1 HPLC chromatograms for the acetylation of glucopyranoside 40.
Chromatography conditions: Shimadzu Shim-pack (UC-X-Sil) 5 pm
column, EtOAc—hexane = 60 : 40, flow rate 1 mL min~%, PDA detector
(254 nm), retention times: 7.6 min (major isomer 41), 27.7 min (starting
material 40) and the remaining peaks correspond to the minor isomers.

corresponds to the 4-O-acetylated product 42. The remaining
peaks at 4.70 min and 6.29 min are related to multiple acetyl-
ated products, as evident from the mass spectrum of the crude
reaction mixture. However, the identities of these minor pro-
ducts were not studied due to very less conversion (Fig. 1).

The observation reiterated the role of trivalent catalyst 1 in
the elevated yields of the site-selective acylation product.
Acylation glucopyranoside 40 was investigated further with
varied acid anhydrides. Acetylation and isobutyration were
conducted using acid anhydride (1.1 mol. equiv.), whereas
benzoylation and pivaloylation were conducted using acid
anhydride (2.2 mol. equiv.). In these instances too, catalyst 1
led to excellent overall yields of the mono-O-acylated products,
with good site-selectivity in favor of the 3-O-acylated product.
Except acetylation, other acylations afforded only 3-O-acyl and
4-O-acyl products (Table 5). In the case of bulky pivalic anhy-
dride, the mono-3-O-pivaloate product 45 was formed in a
good yield (84%) mediated by catalyst 1 than that mediated by
the DMAP catalyst.

This journal is © The Royal Society of Chemistry 2024
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Site-selective acylations were also performed on methyl 6-O-
trityl-a-p-mannopyranoside 49 under similar reaction con-
ditions. In all the cases, the regio-isomers of the mono-O-acyl
product were observed by HPLC analyses. The acetylation of
mannopyranoside 49, mediated by catalyst 1, led to the prefer-
ential formation of mono 3-O-acetylated derivative. Mono
O-acetylated products were isolated as an inseparable mixture
of 2/3-O-acetylated products after purification (Table 6).
Isobutyration also provided good yield of the mono-O-isobuty-
rated products, and the major 3-O-isobutyrated product 52 was
isolated as a pure isomer. A good conversion of the pivaloyla-
tion also occurred, mediated by catalyst 1, in comparison to
DMAP catalysis. However, site-selectivity for acylation at the
C3-hydroxyl functionality reduced due to the formation of a
considerable amount of the C2-O-pivaloate 55, for example, in
the case of mono-O-benzoate 56, at C3-hydroxyl functionality,
in the presence of catalyst 1 (Table 6).

Galactopyranoside, namely, methyl 6-O-trityl-a-p-galactopyr-
anoside-derived triol 58, was subjected to O-acylation, wherein
only two regioisomeric products were formed, as evident from
the HPLC analysis of the crude reaction mixture. Isolation and
NMR characterization suggested the formation of the C3-O-acy-
lated product as the major regio-isomer (Table 7). In this
instance too, catalyst 1 afforded the mono-O-acylation products
in higher yields and site-selectivity, as compared to the DMAP
catalyst. Isobutyration reaction provided excellent overall con-
version of the mono-O-isobutyrate products, where C3-O-isobu-
tyrate 61 was isolated as the major product. Pivaloylation also
furnished good conversion with C3/C2-O-pivaloate (63 and 64)
as an inseparable mixture after purification. Finally, the ben-
zoylation reaction provided the mono-O-benzoyl derivatives 65
and 66, catalyzed by catalyst 1, in higher yields than that by
the DMAP catalyst (Table 7).

Although DMAP-catalyzed acylations of triols appear to
provide an edge on the site-selectivity as compared to the triva-
lent catalyst 1, however, striking differences are observed in
the overall conversion and the yield of the major mono-O-acy-
lated product. In all the cases, trivalent catalyst 1 mediated the
acylation of pyranoside triol derivatives, with excellent overall
conversion and yield of the major regioisomer.

The effect of base on the rate and site-selectivity of acylation
reaction is studied previously for monosaccharides'' and
acyclic amphiphilic diols.®® Besides being trivalent, catalyst 1
is also constituted with a tertiary amine functionality. In order
to assess the role of tertiary amine, the acetylation of 6 was
conducted with 4.5 mol% DMAP, 1.1 mol. equiv. Ac,O, along
with 1.1 mol. equiv. of Et;N. Interestingly, the reactions of
DMAP, with and without Et;N, led to similar conversions and
site-selectivities, as evident from the HPLC analyses of the
reaction mixtures (Fig. S25t). Further, several unidentified pro-
ducts were observed in the reaction with Et;N. The reaction
with Et;N suggests a minimal role, if any, on the enhanced
site-selectivities and reaction rates by the trivalent catalyst 1.

Ratios of the major and minor regioisomers were investi-
gated at different time intervals for trivalent 1-catalyzed acyla-
tion experiments for glucopyranoside diol 6 and triol 40. At
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Table 5 Site-selective acylation of methyl 6-O-trityl-a-p-glucopyranoside 40 catalyzed by 1 and DMAP?

OoTr

HO 0
HO
Ho OMe

Tr =-CPhy 40

Acid anhydride: acetic (1.1 mol. equiv.),
isobutyric (1.1 mol.equiv.), pivalic (2.2 mol. equiv.)
and benzoic anhydride (2.2 mol. equiv.).
Catalyst 1 = 1.5 mol%
DMAP = 4.5 mol%

Catalyst
Acid anhydride

CHCl3, 0°C - rt

41:
42:
43:
44:

OTr
R%0 0
R'O
HO Ome
R'=Ac;R?=H 45
R'=H; R?=Ac 46:
R'=i-PrOC;R2=H 47

R'=H; R?=/-PrOC 48:

: R'=t-BuOC; R2=H
: R'=H; R? = +-BuOC
: R'=Bz;R?=H
R'=H;R?=Bz

Entry Reagent Time Catalyst Products (%) Conversion (%) Yield” (%)
Ac,O 45 min 41 42
1 1 74 9 94 62
2 DMAP 19 — 19
(i-Prco),0 30 min 43 44
3 1 89 6 95 70
4 DMAP 35 3 38
(t-BuC0),0 16 h 45 46
5 1 84 14 98 72
6 DMAP 8 1 9
Bz,0 8h a7 48
7 1 73 23 96 61
8 DMAP 12 3 16

“ Product ratios determined by HPLC analysis. ? Yield of the isolated major product for 1-catalyzed acylation reactions.

Table 6 Site-selective acylation of methyl 6-O-trityl-a-D-mannopyranoside 49 catalyzed by 1 and DMAP?

0 OH Catalyst
HO 0 Acid anhydride
HO CHCl;, 0°C - rt
49 Ome
Tr =-CPhs

Acid anhydride: acetic (1.1 mol. equiv.),

TrO

&g

HO

R?0

50:

51:
isobutyric (1.1 mol.equiv.), pivalic (2.2 mol. equiv.) 52:

and benzoic anhydride (2.2 mol. equiv.).
Catalyst 1 = 1.5 mol%
DMAP = 4.5 mol%

53:

OR!

OMe
R'=H;R?=Ac 54
R'=Ac;R?=H 55
R'=H; R?=-PrOC 56:
R'=iPrOC;R?=H 57:

R'=H; R? = -BuOC
R' = +-BuOC; R? = H
R'=H; R2=Bz
R'=Bz; R2=H

Entry Reagent Time Catalyst Products (%) Conversion (%) yield” (%)
Ac,0 45 min 50 51
1 1 59 11 91 52 (50/51 = 70:30)
2 DMAP 21 4 26
(i-Prco),0 30 min 52 53
3 1 65 23 97 58
4 DMAP 24 4 32
(t-BuC0),0 16 h 54 55
5 1 55 33 91 42
6 DMAP 11 1 13
Bz,0 s$h 56 57
7 1 63 24 86 47
8 DMAP 5 6 11

“ product ratios determined by HPLC analysis. ” Yield of the isolated major product for 1-catalyzed acylation reactions.

different time intervals, an aliquot of the acylation reaction
mixture was analyzed by HPLC after quenching with methanol.
No significant change in the regioisomeric ratios was observed
at different time intervals for a particular acylation reaction
(ESTH).

In order to verify the efficiency of the reaction, the turn-
over-frequency (TOF) was calculated for the major regioisomers
in different acylations of substrates 6 and 40 catalyzed by triva-
lent catalyst 1. The results of the experiments are tabulated in

5140 | Org. Biomol. Chem., 2024, 22, 5134-5149

the ESL{ The TOF ranged between 7.8 after 4 h for pivaloyla-
tion of 6 and 184 after 15 min for the isobutylation of substrate
40 (ESI S71). All the acylation experiments were conducted in
the absence of any auxiliary base. We surmise that the tertiary
amine site in the catalyst acts as the protonation site as a
result.”?”

The above demonstrations of the site-selective acylation of
diols and triols mediated by the trivalent catalyst 1 illustrate
that a trimeric catalyst gains benefit from both the overall con-

This journal is © The Royal Society of Chemistry 2024
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Table 7 Site-selective acylation of methyl 6-O-trityl-a-p-galactopyranoside 58 catalyzed by 1 and DMAP?

HO HO _OTr
oTr Catalyst
o Acid anhydride K20 O,
HO ™ CHCI5, 0°C - 1t R0
Tr=-CPh Ohe ome
r=-Crhy 58 59: R'=H;R2=Ac  63: R'=H;R?=t-BuOC

Acid anhydride: acetic (1.1 mol. equiv.),
isobutyric (1.1 mol.equiv.), pivalic (2.2 mol. equiv.)
and benzoic anhydride (2.2 mol. equiv.).

Catalyst 1 = 1.5 mol%
DMAP = 4.5 mol%

60: R'=Ac;R?=H 64: R'=t-BuOC; R?=H
61: R'=H;R2=-PrOC 65: R'=H; R?=Bz
62: R'=/-PrOC;R2=H 66: R'=Bz R?=H

Entry Reagent Time Catalyst Products (%) Conversion (%) Yield” (%)
Ac,0 45 min 59 60
1 1 40 27 71 20
2 DMAP 24 7 31
(i-Prco),0 30 min 61 62
3 1 61 20 81 42
4 DMAP 27 10 38
(t-BuC0),0 16 h 63 64
5 1 57 15 72 45 (63/64 = 77 : 23)
6 DMAP 5 1 6
Bz,0 8h 65 66
7 1 61 25 86 44
8 DMAP 24 8 32

“ product ratios determined by HPLC analysis.  Yield of the isolated major product for 1-catalyzed acylation reactions.

version and site-selectivity. The site-selectivity is inferred due
to the internal hydrogen bonding among the hydroxy function-
alities and the associated increases in the nucleophilicity. The
internal hydrogen bonding scheme, coupled with the acyl
transfer efficiency of the trivalent catalyst 1, contributes to the
impressive site-selectivity of mono-O-acylation in the majority
of instances. Increasing the number of catalytic moieties
within a molecular scaffold increases the reactivities over and
above the statistical increase of the catalytic moiety. Such
trends of multivalent catalysis were observed in many
occasions earlier in organometallic and organocatalysis
reactions.”®*”*° Higher reaction efficiencies by multivalent
catalysts are accounted for by the stabilization of the active
catalytic moiety, in addition to kinetic advantages. The triva-
lent catalyst 1 studied herein is an organocatalyst based on
DMAP acyl transfer agent. The trivalent nature of catalyst 1 pre-
sumably leads to a statistical increase in the acyl transfer and,
as a result, the increased reactivity. It is likely that the individ-
ual DAAP moiety in 1 might aid in the deprotonation of the
pyridinium species and an efficient re-generation of catalyti-
cally active DAAP moiety, as advanced by Hamachi and co-
workers on multivalent affinity-guided DMAP (AGD) cata-
lysts.’*® These combined phenomena are inferred as a plausi-
bility for the observed significantly increased reactivity and
site-selectivity of reactions catalyzed by trivalent catalyst 1.

The a-anomeric methoxy moiety would participate in the
formation of an internal hydrogen bonding with the hydroxyl
functionality at C2 in glucopyranoside diol derivative 6, which
subsequently led to 2-O-acyl products predominantly. A similar
plausible mechanism of internal hydrogen bonding in the sub-
strate and an enhanced reactivity of the trivalent catalyst
would account for the site-selective formation of 3-O-acylation
product, in the case of galactopyranoside diol substrate 18.

This journal is © The Royal Society of Chemistry 2024

Catalyst development is critical to achieve both site-selecti-
vity and conversion efficiencies. Reaction conditions, such as
low temperatures and presence of a base, play an important
role in achieving good selectivities and conversions. Peptide-
based monovalent DMAP catalysts provide good selectivities
for benzoylations, although with limited conversion efficien-
cy.”® The selectivity and conversion efficiency of the present
method are comparable in case of the Cu-bis(oxazoline)-cata-
lyzed site-selective acetylation of glycoside 6 and benzoylation
for galactopyranoside 18 using Cu-(R,R)-PhBox’® catalysts. A
further case in point is the isobutyration, an acylation encoun-
tered with the sterically hindered isobutyryl moiety. Trivalent
catalyst 1 mediates this reaction with substrate 6 with good
selectivity and yield of C2-isobutyroyl ester. In the case of pyra-
noside-derived triols, it is noteworthy that the trivalent catalyst
1 affords C3 O-acylated product in much higher yields than
either DMAP or substrates possessing hydrogen bond acceptor
type protecting group at the C6 hydroxyl functionality in the
triol."*>¢ Several acylations on 6-O-trityl-protected glucopyrano-
side triol substrate 40 yielded C3 O-acylated products in higher
percentages than that known currently.'?”¢ Interestingly, the
benzoylation of pyranoside derivatives 40, 49 and 61 at C3,
employing the catalyst 1, was different from that observed by
Evtushenko, using benzoic anhydride, 2,4,6-collidine and
copper(n) trifluoroacetate as promoters.*> Under this con-
dition, benzoylation at C2 site was observed. MoO,(acac), as a
catalyst promoted benzoylation at C3, as reported in an earlier
study from the same group,”” which was similar with the
observation of the present studies. Without an amplification
of the intrinsic reactivity differences, acylations occur equally
at the available hydroxyl functionalities in diols and triols. We
undertook to exploit the enhanced reactivity of multivalent cat-
alysts. The beneficial effects of the valencies of catalytic sites
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in a catalyst pertaining to site-selectivity and conversion
efficiency are observed in the present study with varied acyla-
tions, ranging from acetyl, isobutyryl, pivaloyl and benzoyl
esters and with diols and triols derived from
p-glucopyranoside, galactopyranoside and mannopyranoside.

Conclusions

This work uncovers a catalytic, site-selective method for the
mono-O-acylation of several pyranoside-derived diols and
triols, employing a trivalent DAAP catalyst 1. Varied acid anhy-
drides were used for the acylation; the acylation and the site-
selectivity are largely dependent on the intrinsic reactivity of
the carbohydrate hydroxyl functionalities. 4,6-O-Benzylidene-
protected glucopyranoside diol furnished 2-O-acylated
product, whereas the corresponding galactopyranoside diol
enabled the formation of the 3-O-acylated derivative in good
yield and site-selectivity, mediated by trivalent 1 catalyst.
Experiments using monovalent DMAP led to considerably
lesser conversions of the desired mono-O-acyl derivatives, with
diminished site-selectivity in most instances. Among the glyco-
pyranoside derivatives, 6-O-trityl-protected glycopyranoside
triols furnished the 3-O-acylated derivatives in moderate to
good yields and good site-selectivities using catalyst 1.

Experimental
General methods

Unless otherwise noted, all reagents were purchased from
commercial sources and used as received. Solvents were dried
and distilled according to literature procedures. TLC analyses
were performed on commercial Merck plates coated with silica
gel or neutral alumina 60 F,s54 (type E, 0.2 mm), and visualiza-
tions were conducted by UV radiation or using I, as a staining
agent. Silica gel (100-200 and 230-400 mesh) and neutral
alumina were used for column chromatography purifications.
Mass spectral characterizations were performed on ESI-QTOF
operated in the positive ion mode on samples in either MeCN/
water or MeOH/water solution. "H and *C NMR spectral ana-
lyses were performed on a spectrometer operating at 400 and
100 MHz, respectively. Processing of the FID data was per-
formed on Bruker TopSpin™ and Mnova software with default
settings. Chemical shifts are reported with respect to tetra-
methylsilane (TMS) for 'H NMR and the central line
(77.0 ppm) of CDCI; for >C NMR spectra. Coupling constants
(J) are reported in Hertz. Standard abbreviations s, d, t, dd, td,
br. s, m, quint. and app. refer to singlet, doublet, triplet,
doublet of doublet, triplet of doublet, broad singlet, multiplet,
quintet and apparent, respectively. HPLC analyses were per-
formed using an analytical silica column attached with a
photodiode array detector and using pet.ether/EtOAc binary
gradient elution. The first 0 to ~3.5 min in the traces cover the
void volume of each HPLC analysis, and the HPLC traces are
given without the void volume.
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Catalyst 1: [GO-(DMAP);]. A solution of 4-(N-methylamino)
pyridine 3 (90.4 mg, 8.4 mmol) in THF (30 mL) was added
dropwise to a suspension of sodium hydride (53.6 mg,
13.44 mmol) THF (10 mL) under N, atmosphere at 0 °C. The
solution was stirred for an additional 2 h at room temperature.
A solution of tris(3-chloropropyl)amine 2% (0.28 g,
1.12 mmol) in THF (25 mL) was introduced to the mixture in a
0 °C ice bath via injection. The solution was stirred further for
24 h at 70 °C, filtered and the solution evaporated under
reduced pressure. The resulting crude product was purified by
column chromatography (neutral Al,O3) (eluant: MeOH/
CH,CIl, 1:99) to secure 1 (0.46 g, 88%) as a colorless gum. 'H
NMR (400 MHz, CDCl;) § 8.16 (app. d, J = 6.4 Hz, 6 H), 6.44
(app. d, J = 6.8 Hz, 6 H), 3.33 (t, ] = 7.2 Hz, 6 H), 2.91 (s, 9 H),
2.42 (t, ] = 7.2 Hz, 6 H), 1.68 (quint., J = 7.2 Hz, 6 H). "*C NMR
(100 MHz, CDCI;) § 153.4, 149.8, 106.6, 51.4, 49.5, 37.5, 24.4.
HRMS (ESI) m/z: [M + H]' caled for C,,H,0N>, 462.3345; found
462.3345.

4-[N-Methyl-N-(3-dimethylaminopropyl)Jamino]pyridine (5).
A solution of 4-[N-methyl-N-(3-hydroxypropyl)amino]pyridine>®
(0.15 g, 0.92 mmol) and SOCI, (0.1 mL, 1.38 mmol) in CHCl;
(40 mL) was stirred at 55 °C for 3 h, and the solvents were
removed under reduced pressure. The crude product was dis-
solved in EtOH (5 mL), warmed for 10 min and solvents
removed under reduced pressure. The resulting residue was
dissolved in EtOAc (40 mL) and washed with aq. NaHCO;
brine (3 x 5 mL), dried and evaporated under reduced
pressure, and the crude product was purified (alumina,
CH,Cl,/MeOH 99: 1) to secure intermediate 4 (0.14 g, 82%) as
a colorless liquid. "H NMR (400 MHz, CDCl3) 6 8.18 (app. d, ] =
6.4 Hz, 2 H), 6.48 (app. d, J = 6.4 Hz, 2 H), 3.55 (t, ] = 6.2 Hz, 2
H), 3.50 (t, / = 7 Hz, 2 H), 2.96 (s, 3 H), 2.02 (qn, J = 6.8 Hz, 2
H). ®C NMR (100 MHz, CDCl;): § 153.2, 149.9, 106.6, 48.5,
42.3, 37.8, 29.6. HRMS (ESI) m/z: [M + H]" caled for CoH;4N,Cl,
185.0849; found 185.0846.

A solution of 4 (0.11 g, 0.59 mmol) in MeOH (20 mL) and
Me,NH (40% in water) (0.25 mL, 1.47 mmol) was stirred for
48 h at room temperature. Solvents were removed under
reduced pressure, the resulting residue diluted with CHCI;
(25 mL), washed with saturated aq. NaHCOs;, brine, dried,
evaporated under reduced pressure and the resulting crude
product was purified (alumina, CH,Cl,/MeOH 99: 1) to secure
5 (0.11 g, 95%) as a colorless liquid. "H NMR (400 MHz, D,0) §
7.88 (d, J = 4 Hz, 2 H), 6.40 (d, J = 8.0 Hz, 2 H), 3.16 (t, ] = 7.2
Hz, 2 H), 2.75 (s, 3 H), 2.15 (t,/ = 8 Hz, 2 H), 2.02 (s, 6 H), 1.53
(quint, J = 8 Hz, 2 H). ">C NMR (100 MHz, D,0): § 154.0, 148.2,
106.7, 55.8, 48.8, 43.8, 36.7, 23.6. HRMS (ESI) m/z: [M + H|
calcd for C,;H,(N3, 194.1657, found 194.1658.

Acetylation with variable catalysts. The monosaccharide sub-
strate 6 (20 mg, 0.070 mmol) and the desired catalyst
(1.5 mol% of trivalent DMAP catalyst (1), 4.5 mol% of mono-
valent DMAP catalyst (5) or 4.5 mol% DMAP catalyst) in MeCN
(1 mL) was stirred at 0 °C, 1.1 molar equiv. of acetic anhydride
was added, and stirred at 0 °C to room temperature. After
being stirred for 3 h, the reaction was quenched with MeOH
(1 ml) and stirred for further 30 min. The solvent was evapor-
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ated under reduced pressure, the crude residue was dissolved
in CDCl;, and the regioselectivity and yield were determined
by '"H NMR spectra signal integrals.

General procedure A: regioselective acylation of pyranoside
diols catalyzed by trivalent 1 or DMAP. The carbohydrate start-
ing material (1 molar equiv.) and either 1.5 mol% of trivalent
DMAP catalyst (1) or 4.5 mol% of normal DMAP catalyst were
dissolved in MeCN, desired carboxylic acid anhydride
(1.1 molar equiv. of acetic and isobutyric anhydride) and
2.2 molar equiv. of pivalic and benzoic anhydride was added
and stirred at 0 °C to room temperature for a desired time.
Afterwards, the reaction was quenched with MeOH (1 mL) and
stirred for a further 30 min. The solvent was removed under
reduced pressure and the crude product purified by column
chromatography (SiO,) (eluant: n-hexane/EtOAc) to secure the
major regioisomeric product.

Methyl 2-0O-acetyl-4,6-O-benzylidene-a-p-glucopyranoside (7).
A mixture of methyl 4,6-O-benzylidene-a-p-glucopyranoside (6)
(30 mg, 0.106 mmol), 1 (0.92 mg, 0.002 mmol) and Ac,O
(11.0 pL, 0.12 mmol) was stirred in MeCN (1 mL) for 3 h and
worked-up, as given in the general procedure A. Compound
7% was secured after column chromatography (SiO,) (eluant:
n-hexane/EtOAc 1:1) as a colorless gum (15.2 mg, 44%). 'H
NMR (400 MHz, CDCl;): § 7.51-7.49 (m, 2 H), 7.38-7.37 (m, 3
H), 5.55 (s, 1 H), 4.95 (d, J = 3.6 Hz, 1 H), 4.80 (dd, J = 9.6, 3.6
Hz, 1 H), 4.30 (dd, J = 10, 4.4 Hz, 1 H), 4.18 (t, ] = 9.6 Hz, 1 H),
3.85 (td, J = 10, 4.4 Hz, 1 H), 3.76 (t, J = 10.2 Hz, 1 H), 3.57 (t, ]
=9.2 Hz, 1 H), 3.41 (s, 3 H), 2.16 (s, 3 H). "*C NMR (100 MHz,
CDCLy): & 170.8, 137.0, 129.5, 128.5, 126.4, 102.2, 97.7, 81.5,
73.7, 69.0, 68.8, 62.1, 55.6, 21.1. HRMS (ESI) m/z: [M + Na]"
caled for C;¢H,,0,Na, 347.1107, found 347.1107.

Methyl  4,6-O-benzylidene-2-O-isobutyryl-a-p-glucopyrano-
side (10). A mixture of methyl 4,6-O-benzylidene-a-p-glucopyra-
noside (6) (30 mg, 0.106 mmol), 1 (0.92 mg, 0.002 mmol) and
isobutyric anhydride (19.4 pL, 0.116 mmol) was stirred in
MeCN (1 mL) for 75 min and worked-up as given in the
general procedure A. Compound 10°°® was secured after
column chromatography (SiO,) (eluant: n-hexane/EtOAc 4 : 1),
as a colorless gum (22.8 mg, 61%). "H NMR (400 MHz, CDCl,):
8 7.50-7.48 (m, 2 H), 7.38-7.37 (m, 3 H), 5.54 (s, 1 H), 4.94 (d, J
=3.6 Hz, 1 H), 4.77 (dd, J = 9.6, 4 Hz, 1 H), 4.29 (dd, J = 10, 4.4
Hz, 1 H), 4.18 (t, J = 9.6 Hz, 1 H), 3.84 (td, J = 10, 4.8 Hz, 1 H),
3.75 (t,J = 10.2 Hz, 1 H), 3.55 (t, ] = 9.2 Hz, 1 H), 3.39 (s, 3 H),
2.66 (sept, J = 6.8 Hz, 1 H), 1.19 (dd, J = 6.8, 2.4 Hz, 6 H). *C
NMR (100 MHz, CDCls]: 6 177.0, 137.1, 129.4, 128.5, 126.4,
102.1, 97.7, 81.5, 73.4, 69.0, 68.9, 62.1, 55.6, 33.9, 19.1, 18.9.
HRMS (ESI) m/z: [M + Na]' caled for C,5H,,0,Na, 375.1420,
found 375.1420.

Methyl 4,6-O-benzylidene-2-O-pivaloyl-a-p-glucopyranoside
(13). A mixture of methyl 4,6-O-benzylidene-a-p-glucopyrano-
side (6) (30 mg, 0.106 mmol), 1 (0.92 mg, 0.002 mmol) and
pivalic anhydride (47.2 pL, 0.233 mmol) was stirred in MeCN
(1 mL) for 16 h and worked-up as given in the general pro-
cedure A. Compound 13" was secured after column chromato-
graphy (SiO,) (eluant: n-hexane/EtOAc 3: 1), as a colorless gum
(18.7 mg, 48%). 'H NMR (400 MHz, CDCl,): § 7.50-7.48 (m, 2
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H), 7.37-7.36 (m, 3 H), 5.54 (s, 1 H), 4.93 (d, J = 3.6 Hz, 1 H),
4.73 (dd, J = 9.6, 3.6 Hz, 1 H), 4.29 (dd, J = 10, 4.4 Hz, 1 H),
4.18 (t,J = 9.6 Hz, 1 H), 3.84 (td, J = 10, 4.8 Hz, 1 H), 3.75 (t, ] =
10.2 Hz, 1 H), 3.55 (t,J = 9.4 Hz, 1 H), 3.38 (s, 3 H), 1.24 (s, 9
H). *C NMR (100 MHz, CDCL,): § 178.3, 137.1, 129.4, 128.4,
126.4, 102.1, 97.8, 81.5, 73.5, 69.0, 68.9, 62.1, 55.7, 39.0, 27.1.
HRMS (ESI) m/z: [M + Na]" caled for CyoH,s0,Na, 389.1576,
found 389.1574.

Methyl 4,6-O-benzylidene-2-O-benzoyl-a-p-glucopyranoside
(15). A mixture of methyl 4,6-O-benzylidene-a-p-glucopyrano-
side (6) (30 mg, 0.106 mmol), 1 (0.92 mg, 0.002 mmol) and
benzoic anhydride (52.8 mg, 0.23 mmol) was stirred in MeCN
(1 mL) for 10 h and worked-up as given in the general pro-
cedure A. Compound 15 2*” was secured after column chrom-
atography (SiO,) (eluant: n-hexane/EtOAc 3:1), as a colorless
gum (17.2 mg, 42%). "H NMR (400 MHz, CDCl,): § 8.11-8.09
(m, 2 H), 7.60-7.57 (m, 1 H), 7.53-7.51 (m, 2 H), 7.48-7.44 (m,
2 H), 7.39-7.38 (m, 3 H), 5.58 (s, 1 H), 5.07 (d, J = 6.4 Hz, 1 H),
5.04 (dd, J = 9.6, 4 Hz, 1 H), 4.38-4.31 (m, 2 H), 3.92 (td, J = 10,
4.8 Hz, 1 H), 3.80 (t, / = 10.4 Hz, 1 H), 3.64 (t, J = 9.6 Hz, 1 H),
3.40 (s, 3 H). '*C NMR (100 MHz, CDCl,): § 166.4, 1371., 133.5,
130.1, 129.6, 129.4, 128.6, 128.5, 126.5, 102.2, 97.9, 81.6, 74.2,
69.1, 69.0, 62.2, 55.6. HRMS (ESI) m/z: [M + Na]" caled for
C,1H,,0,Na, 409.1263, found 409.1264.

Methyl 3-O-acetyl-4,6-O-benzylidene-o-p-galactopyranoside
(20). A mixture of methyl 4,6-O-benzylidene-a-p-galactopyrano-
side (18) (20 mg, 0.07 mmol), 1 (0.46 mg, 0.001 mmol) and
Ac,0 (7.4 pL, 0.078 mmol) was stirred in MeCN (1 mL) for 2 h
and worked-up as given in the general procedure
A. Compound 20°** was secured after column chromatography
(SiO,) (eluant: n-hexane/EtOAc 3:2) as a colorless gum
(11.7 mg, 51%)."H NMR (400 MHz, CDCl,): § 7.51-7.49 (m, 2
H), 7.38-7.36 (m, 3 H), 5.51 (s, 1 H), 5.12 (dd, J = 10.4, 2.8 Hz,
1 H), 4.95 (d, ] = 3.2 Hz, 1 H), 4.38 (d, J = 2.8 Hz, 1 H), 4.28 (d, J
=12.8 Hz, 1 H), 4.18-4.16 (m, 2 H), 4.07 (d, J = 12.4 Hz, 1 H),
3.73 (s, 3 H), 2.14 (s, 3 H). "*C NMR (100 MHz, CDCl3): § 171.5,
137.7, 129.1, 128.3, 126.3, 100.9, 100.4, 74.4, 71.8, 69.3, 66.8,
62.6, 55.8, 21.3. HRMS (ESI) m/z: [M + Na]  caled for
C16H,00,Na, 347.1107, found 347.1106.

Methyl 4,6-O-benzylidene-2/3-O-isobutyryl-a-p-galactopyra-
noside (22/23). A mixture of methyl 4,6-O-benzylidene-o-b-
galactopyranoside (18) (20 mg, 0.07 mmol), 1 (0.46 mg,
0.001 mmol) and isobutyric anhydride (13.0 pL, 0.078 mmol)
was stirred in MeCN (1 mL) for 2 h and worked-up, as given in
the general procedure A. Compound 22/23 was secured after
column chromatography (SiO,) (eluant: n-hexane/EtOAc 2:1)
as a colorless gum (15.9 mg, 64%) and as an inseparable 2/3-
O-isobutyrate regioisomers (30:70). 'H NMR (400 MHz,
CDCl,): 6 7.50-7.48 (m, 2.6 H), 7.36-7.35 (m, 3.9 H), 5.57 (s,
0.44 H), 5.52 (s, 1 H), 5.14 (dd, J = 10, 2.8 Hz, 0.43 H), 5.09 (dd,
J =10.4, 3.2 Hz, 1 H), 4.98 (d, J = 3.2 Hz, 0.45 H), 4.95 (d, ] =
3.2 Hz, 1 H], 4.38 [d,] =3.2 Hz, 1 H), 4.32-4.27 [m, 1.95 H),
4.18 (dd, J = 10, 3.2 Hz, 1 H), 4.13-4.05 (m, 2 H), 3.73 (s, 1.42
H), 3.47 (s, 3 H), 3.42 (s, 0.69 H), 2.66 (sept, J = 7 Hz, 1.44 H),
1.19 (d, J = 6.8 Hz, 7.88 H). "*C NMR (100 MHz, CDCL,): §
177.6, 177.5, 137.8, 137.5, 129.4, 129.0, 128.4, 128.3, 126.4,
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126.1, 101.5, 100.7, 100.4, 98.4, 77.3, 76.2, 74.3, 71.6, 71.2,
69.4, 67.4, 66.9, 62.7, 62.6, 55.9, 55.8, 34.1, 34.0, 19.3, 19.1,
19.0, 18.9. HRMS (ESI) m/z: [M + Na]" caled for C,4H,,0,Na,
375.1420, found 375.1422.

Methyl 4,6-O-benzylidene-2/3-O-pivaloyl-o-p-galactopyrano-
side (24/25). A mixture of methyl 4,6-O-benzylidene-a-p-galacto-
pyranoside (18) (20 mg, 0.07 mmol), 1 (0.46 mg, 0.001 mmol)
and pivalic anhydride (31.6 pL, 0.16 mmol) was stirred in
MeCN (1 mL) for 16 h and worked-up as given in the general
procedure A. Compound 24/25%%? was secured after column
chromatography (SiO,) (eluant: n-hexane/EtOAc 2:1) as a
colorless gum (16.3 mg, 63%) and as an inseparable 2/3-O-
pivaloate regioisomers (21:79). "H NMR (400 MHz, CDCl): §
7.51-7.48 (m, 2.5 H), 7.37-7.34 (m, 3.6 H), 5.57 (s, 0.3 H), 5.52
(s, 1 H), 5.06 (dd, J = 10.4, 3.2 Hz, 1 H), 4.97 (d, J = 3.6 Hz, 0.3
H), 4.93 (d, J = 3.6 Hz, 1 H), 4.38 (d, J = 3.2 Hz, 1 H), 4.30-4.27
(m, 1.5 H), 4.18 (dd, J = 10.4, 3.2 Hz, 1 H), 4.10-4.05 (m, 1.4 H),
3.80 (s, 0.14 H), 3.73 (s, 1 H), 3.47 (s, 3 H), 3.41 (s, 0.63 H), 1.24
(s, 10.9 H). >C NMR (100 MHz, CDCl;) § 178.9, 178.8, 137.8,
137.5, 130.0, 129.4, 128.9, 128.4, 128.2, 126.4, 125.9, 101.4,
100.5, 100.4, 98.5, 76.2, 74.2, 71.6, 71.2, 69.3, 67.4, 66.9, 62.6,
62.5, 55.9, 55.8, 39.1, 39.0, 27.2, 27.1. HRMS (ESI) m/z: [M +
Na]" caled for C,oH,40,Na, 389.1576, found 389.1574.

Methyl 4,6-O-benzylidene-2/3-O-benzoyl-a-p-galactopyrano-
side (26/27). A mixture of methyl 4,6-O-benzylidene-a-p-galacto-
pyranoside (18) (20 mg, 0.07 mmol), 1 (0.46 mg, 0.001 mmol)
and benzoic anhydride (35.3 mg, 0.16 mmol) was stirred in
MeCN (1 mL) for 10 h and worked-up as given in the general
procedure A. Compound 26/27 7' was secured after column
chromatography (SiO,) (eluant: n-hexane/EtOAc 3:2) as a
colorless gum (14.2 mg, 52%) and as an inseparable 2/3-O-ben-
zoate regioisomers (77:23). 'H NMR (400 MHz, CDCly): &
8.11-8.09 (m, 2.7 H), 7.63-7.54 (m, 1.5 H), 7.52-7.48 (m, 2.6
H), 7.46-7.42 (m, 2.6 H), 7.39-7.35 (m, 3.2 H), 5.60 (s, 0.34 H),
5.54 (s, 1 H), 5.39 (dd, J = 10, 3.6 Hz, 1.4 H), 5.13 (d, J = 3.2 Hz,
0.3 H), 5.01 (d, J = 3.6 Hz, 1 H), 4.50 (d, J = 3.2 Hz, 1 H),
4.36-4.30 (m, 3 H), 4.14-4.09 (m, 1.5 H), 3.80 (s, 1.4 H), 3.50 (s,
3 H), 3.44 (s, 0.8 H). **C NMR (100 MHz, CDCl;) § 166.9, 166.8,
137.8, 137.5, 133.8, 133.4, 130.3, 130.0, 129.9, 129.4, 129.0,
128.8, 128.6, 128.5, 128.4, 128.2, 126.4, 126.2, 101.6, 100.7,
100.5, 98.5, 76.3, 74.6, 72.3, 72.0, 69.4, 69.2, 67.5, 67.1, 62.8,
62.6, 55.9, 55.8. HRMS (ESI) m/z: [M + Na]' caled For
C,;1H,,0,Na, 409.1263, found 409.1263.

Methyl 3-O-acetyl-4,6-O-benzylidene-a-p-mannopyranoside
(31). A mixture of methyl 4,6-O-benzylidene-a-p-mannopyrano-
side (29) (25 mg, 0.09 mmol), 1 (0.60 mg, 0.0013 mmol) and
Ac,0 (9.2 pL, 0.097 mmol) was stirred in 1 mL of CH;CN for
3 h and worked-up as given in the general procedure
A. Compound 31°°* was secured after column chromatography
(SiO,) (eluant: n-hexane/EtOAc 3:1) as a colorless gum
(10.3 mg, 36%). "H NMR (400 MHz, CDCl;) § 7.46-7.44 (m, 2
H), 7.36-7.26 (m, 3 H), 5.55 (s, 1 H), 5.34 (dd, J = 10.4, 3.2 Hz,
1 H), 4.75 (s, 1 H), 4.29 (dd, J = 9.6, 4.4 Hz, 1 H), 4.15 (brs, 1
H), 4.08 (t,J = 9.6 Hz, 1 H), 3.93 (td, J = 10, 4.4 Hz, 1 H), 3.86 (t,
J =10 Hz, 1 H), 3.41 (s, 3 H), 2.13 (s, 3 H). *C NMR (100 MHz,
CDCl;) 6 169.9, 137.3, 129.9, 129.2, 128.4, 126.3, 102.0, 101.4,
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76.2, 70.8, 69.9, 68.9, 63.8, 55.2, 21.2. HRMS (ESI) m/z: [M +
Na]" caled for Cy6H,,0,Na, 347.1107, found 347.1105.

Methyl 4,6-O-benzylidene-3-0O-isobutyryl-a-p-mannopyrano-
side (34). A mixture of methyl 4,6-O-benzylidene-a-p-manno-
pyranoside (29) (25 mg, 0.09 mmol), 1 (0.60 mg, 0.001 mmol)
and isobutyric anhydride (16.2 pL, 0.097 mmol) was stirred in
MeCN (1 mL) for 2 h and worked-up as given in the general
procedure A. Compound 34°°® was secured after column
chromatography (SiO,) (eluant: n-hexane/EtOAc 3:1) as a
colorless gum (21.2 mg, 68%). "H NMR (400 MHz, CDCl;) &
7.45-7.43 (m, 2 H), 7.35-7.34 (m, 3 H), 5.56 (s, 1 H), 5.34 (dd, J
=10, 2.8 Hz, 1 H), 4.76 (s, 1 H), 4.29 (dd, J = 9.6, 4 Hz, 1 H),
4.14 (br, 1 H), 4.09 (t, J = 9.6 Hz, 1 H), 3.95-3.83 (m, 2 H), 3.41
(s, 3 H), 2.62 (sept, J = 7.2 Hz, 1 H), 1.18 (dd, ] = 6.8, 4 Hz, 6 H).
13C NMR (100 MHz, CDCl;) 6 176.1, 137.4, 129.0, 128.3, 126.1,
101.7, 101.5, 76.4, 70.4, 70.1, 68.9, 63.7, 55.2, 34.2, 19.3, 19.0.
HRMS (ESI) m/z: [M + Na]' caled for Cy5H,,0,Na, 375.1420,
found 375.1423.

Methyl 4,6-O-benzylidene-3-O-pivaloyl-a-p-mannopyranoside
(36). A mixture of methyl 4,6-O-benzylidene-a-p-mannopyrano-
side (29) (25 mg, 0.09 mmol), 1 (0.60 mg, 0.0013 mmol) and
pivalic anhydride (39.3 pL, 0.19 mmol) was stirred in MeCN
(1 mL) for 16 h and worked-up as given in the general pro-
cedure A. Compound 36 ** was secured after column chromato-
graphy (SiO,) (eluant: n-hexane/EtOAc 3 :1) as a colorless gum
(8.4 mg, 26%). '"H NMR (400 MHz, CDCl;) & 7.43-7.42 (m, 2
H), 7.35-7.33 (m, 3 H), 5.57 (s, 1 H), 5.33 (dd, J = 10.4, 3.2 Hz,
1 H), 4.75 (s, 1 H), 4.30 (dd, J = 9.6, 4 Hz, 1 H), 4.13-4.07 (m, 2
H), 3.94-3.85 (m, 2 H), 3.40 (s, 3 H), 1.23 (s, 9 H). *C NMR
(100 MHz, CDCl,) § 177.3, 137.4, 128.9, 128.3, 126.0, 101.6,
101.5, 76.4, 70.5, 70.1, 68.9, 63.7, 55.2, 39.2, 27.3. HRMS (ESI)
m/zz [M + Na]" caled for C;oH,c0,Na, 389.1576, found
389.1576.

Methyl 4,6-O-benzylidene-3-O-benzoyl-a-p-mannopyranoside
(38). A mixture of methyl 4,6-O-benzylidene-a-p-mannopyrano-
side (29) (25 mg, 0.09 mmol), 1 (0.60 mg, 0.0013 mmol) and
benzoic anhydride (43.9 mg, 0.19 mmol) was stirred in MeCN
(1 mL) for 10 h and worked-up as given in the general pro-
cedure A. Compound 38 7> was secured after column chromato-
graphy (SiO,) (eluant: n-hexane/EtOAc 3: 1) as a colorless solid
(19.1 mg, 56%)."H NMR (400 MHz, CDCl;) § 8.10-8.06 (m, 2
H), 7.63-7.55 (m, 1 H), 7.49-7.42 (m, 4 H), 7.32-7.31 (m, 3 H),
5.60 (s, 1 H), 5.56 (dd, J = 10, 3.2 Hz, 1 H), 4.80 (s, 1 H),
4.34-4.25 (m, 3 H), 4.00 (td, J = 10, 4.8 Hz, 1 H), 3.91 (t,/ = 10.4
Hz, 1 H), 3.44 (s, 3 H). >C NMR (100 MHz, CDCl;) § 165.6,
137.4, 133.4, 130.3, 129.9, 129.1, 128.6, 128.3, 126.3, 101.9,
101.6, 76.3, 71.6, 69.9, 69.0, 63.9, 55.3. HRMS (ESI) m/z: [M +
Na]" caled for C,,H,,0,Na, 409.1263, found 409.1262.

General procedure B: regioselective acylation of the 6-O-pro-
tected pyranoside triols. The carbohydrate starting material
(1 mol. equiv.) and desired catalyst (either 1.5 mol% of 1 or
4.5 mol% DMAP catalyst) were dissolved in CHCl;, desired car-
boxylic acid anhydride (1.1 molar equiv. of acetic anhydride,
isobutyric anhydride and 2.2 molar equiv. of pivalic and
benzoic anhydride) was added and stirred from 0 °C to room
temperature for a desired time. Afterwards, 1 mL of MeOH was
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added and stirred for a further 30 min to quench the reaction.
The solvent was evaporated under reduced pressure and the
residue analyzed by HPLC (Chromatography condition: analyti-
cal silica column (5 pm), n-hexane/EtOAc eluant system, flow
rate 1 mL min~', PDA detector (254 nm)) to determine the
ratio of the regioisomers. The crude product was purified by
column chromatography (SiO,) (eluant: n-hexane/EtOAc) to
secure the major regioisomeric product.

Methyl 3-O-acetyl-6-O-trityl-a-p-glucopyranoside (41). A
mixture of methyl 6-O-trityl-a-p-glucopyranoside (40) (25 mg,
0.057 mmol), 1 (0.39 mg, 0.001 mmol) and acetic anhydride
(6.3 pL, 0.063 mmol) was stirred in CHCl; (1 mL) for 45 min
and worked-up as given in the general procedure
B. Compound 41 ”® was secured after column chromatography
(SiO,) (eluant: n-hexane-EtOAc 3:2), as a colorless gum
(16.9 mg, 62%). "H NMR (400 MHz, CDCl;) § 7.46-7.44 (m, 6
H), 7.33-7.29 (m, 6 H), 7.26-7.23 (m, 3 H), 5.05 (t,J = 9.4 Hz, 1
H), 4.78 (d, J = 4 Hz, 1 H), 3.71-3.66 (m, 1 H), 3.61 (t, J = 9.2
Hz, 2 H), 3.44 (s, 3 H), 3.41-3.39 (m, 2 H), 2.15 (s, 3 H). *C
NMR (100 MHz, CDCl,) 6 172.4, 143.8, 128.8, 128.1, 127.3,
99.3, 87.4, 76.5, 71.0, 70.7, 70.3, 64.2, 55.4, 21.2. HRMS (ESI)
miz: [M + Na]" caled For C,gH;,0,Na, 501.1889, found
501.1888.

Methyl 3-O-isobutyryl-6-O-trityl-a-p-glucopyranoside (43). A
mixture of methyl 6-O-trityl-a-p-glucopyranoside (40) (25 mg,
0.057 mmol), 1 (0.39 mg, 0.001 mmol) and acetic anhydride
(10.5 pL, 0.063 mmol) was stirred in CHCl; (1 mL) for 45 min
and worked-up as given in the general procedure
B. Compound 43 was secured after column chromatography
(SiO,) (eluant:n-hexane-EtOAc 7:3), as a colorless gum
(20.3 mg, 70%). "H NMR (400 MHz, CDCl;) § 7.47-7.45 (m, 6
H), 7.33-7.29 (m, 6 H), 7.24-7.22 (m, 3 H), 5.03 (t,J = 9.4 Hz, 1
H), 4.79 (d, J = 4 Hz, 1 H), 3.73-3.68 (m, 1 H), 3.59-3.54 (m, 2
H), 3.46 (s, 3 H), 3.43-3.35 (m, 2 H), 2.63 (sept, / = 7 Hz, 1 H),
1.19 (dd, J = 6.8, 5.2 Hz, 6 H). >*C NMR (100 MHz, CDCl;) 6
178.7, 143.8, 128.8, 128.0, 127.3, 99.3, 87.3, 76.4, 71.0, 70.6,
70.5, 64.2, 55.4, 34.3, 19.1, 19.0. HRMS (ESI) m/z: [M + Na]"
caled For C30H;,05Na, 529.2202, found 529.2200.

Methyl 3-O-pivaloyl-6-O-trityl-a-p-glucopyranoside (45). A
mixture of methyl 6-O-trityl-a-p-glucopyranoside (40) (30 mg,
0.068 mmol), 1 (0.47 mg, 0.001 mmol) and pivalic anhydride
(30.3 pL, 0.15 mmol) was stirred in CHCI; (1 mL) for 16 h and
worked-up as given in the general procedure B. Compound 45
was secured after column chromatography (SiO,) (eluant:n-
hexane-EtOAc 4:1) as a colorless gum (25.7 mg, 72%). 'H
NMR (400 MHz, CDCl;) § 7.48-7.46 (m, 6 H), 7.33-7.29 (m, 6
H), 7.26-7.22 (m, 3 H), 5.02 (t, J = 9.4 Hz, 1 H), 4.80 (d, J = 3.6
Hz, 1 H), 3.76-3.71 (m, 1 H), 3.62 (br, 1 H), 3.54-3.52 (m, 1 H),
3.48 (s, 3 H), 3.45-3.44 (m, 1 H), 3.36 (dd, J = 10, 5.6 Hz, 1 H),
1.23 (s, 9 H). **C NMR (100 MHz, CDCl,) § 180.2, 143.9, 128.8,
128.0, 127.2, 99.2, 87.2, 76.6, 71.0, 70.6, 70.5, 64.1, 55.3, 39.1,
27.2. HRMS (ESI) m/z: [M + Na]" caled for CzH3c0,Na,
543.2359, found 543.2357.

Methyl 3-O-benzoyl-6-O-trityl-a-p-glucopyranoside (47). A
mixture of methyl 6-O-trityl-a-p-glucopyranoside (40) (25 mg,
0.057 mmol), 1 (0.39 mg, 0.001 mmol) and benzoic anhydride
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(28.3 mg, 0.125 mmol) was stirred in CHCl; (1 mL) for 8 h and
worked-up as given in the general procedure B. Compound 47
was secured after column chromatography (SiO,) (eluant:n-
hexane-EtOAc 3:2) as a colorless gum (18.8 mg, 61%). 'H
NMR (400 MHz, CDCl;) § 8.10-8.06 (m, 2 H), 7.63-7.54 (m, 1
H), 7.49-7.47 (m, 6 H), 7.45-7.41 (m, 2 H), 7.33-7.29 (m, 6 H),
7.25-7.23 (m, 3 H), 5.32 (t, / = 9.2 Hz, 1 H), 4.85 (d, J = 3.6 Hz,
1 H), 3.82-3.75 (m, 3 H), 3.48 (s, 3 H), 3.43 (td, J = 12, 4 Hz, 2
H). *C NMR (100 MHz, CDCl;) § 167.9, 143.8, 133.4, 130.2,
130.0, 128.7, 128.4, 128.0, 127.2, 99.3, 87.2, 76.8, 71.0, 70.7,
70.4, 64.1, 55.4. HRMS (ESI) m/zz [M + Na]  caled for
C,3H3,0,Na, 563.2046, found 563.2046.

Methyl 2/3-O-acetyl-6-O-trityl-o-p-mannopyranoside (51/50).
A mixture of methyl 6-O-trityl-a-p-mannopyranoside (49)
(30 mg, 0.068 mmol), 1 (0.47 mg, 0.001 mmol) and acetic
anhydride (7.0 pL, 0.074 mmol) was stirred in CHCl; (1 mL)
for 45 min and worked-up as given in the general procedure
B. Compound 51/507* was secured after column chromato-
graphy (SiO,) (eluant:n-hexane-EtOAc 3:2) as a colorless
foam (17.1 mg, 52%) and as an inseparable regioisomeric
mixture of 2-OAc/3-OAc (70 :30). "H NMR (400 MHz, CDCl;) &
7.31-7.3 (m, 7 H), 7.28 (br, 10 H), 7.27-7.26 (m, 2 H), 5.08 (d, J
=4 Hz, 1 H), 5.06 (d, J = 3.2 Hz, 0.4 H), 4.71 (s, 1 H), 4.68 (s,
0.5 H), 4.02 (br, 1 H), 3.97-3.96 (m, 2 H), 3.93-3.91 (m, 1.4 H),
3.87-3.80 (m, 1 H), 3.64-3.57 (m, 1.4 H), 3.38 (s, 3 H), 3.36 (s, 1
H). *C NMR (100 MHz, CDCl;) § 171.1, 170.9, 143.8, 143.7,
128.8, 128.7, 128.1, 128.0, 127.3, 127.1, 100.6, 100.5, 87.5, 87.2,
74.3, 71.9, 70.8, 70.7, 70.0, 69.4, 69.3, 67.8, 64.7, 62.8, 55.13,
55.10, 21.3, 21.2. HRMS (ESI) m/z: [M + Na]  caled for
C,sH300,Na, 501.1889, found 501.1886.

Methyl 3-O-isobutyryl-6-O-trityl-o-p-mannopyranoside (52). A
mixture of methyl 6-O-trityl-a-p-mannopyranoside (49) (30 mg,
0.068 mmol), 1 (0.47 mg, 0.001 mmol) and isobutyric anhy-
dride (12.3 pL, 0.074 mmol) was stirred in CHCl; (1 mL) for
30 min and worked-up as given in the general procedure
B. Compound 52 was secured after column chromatography
(SiO,) (eluant:n-hexane-EtOAc 7:3) as a colorless gum
(20.1 mg, 58%). "H NMR (400 MHz, CDCl;) & 7.47-7.45 (m, 6
H), 7.32-7.28 (m, 7 H), 7.26-7.22 (m, 2 H), 5.06 (dd, J = 10, 3.4
Hz, 1 H), 4.72 (d, J = 1.2 Hz, 1 H), 3.98 (br, 1 H), 3.91-3.87 (m,
1 H), 3.76-3.71 (m, 1 H), 3.45 (t, ] = 4.6 Hz, 2 H), 3.41 (s, 3 H),
2.64 (sept, J = 6.8 Hz, 1 H), 1.19 (d, J = 8 Hz, 6 H). >°C NMR
(100 MHz, CDCl;) § 177.3, 143.8, 128.7, 128.0, 127.3, 100.5,
87.4, 74.1, 71.0, 69.4, 67.9, 64.6, 55.1, 34.1, 19.15, 19.12. HRMS
(ESD) m/z: [M + Na]" caled for CsoH3,0,Na, 529.2202, found
529.2206.

Methyl 3-O-pivaloyl-6-O-trityl-o-p-mannopyranoside (54). A
mixture of methyl 6-O-trityl-a-p-mannopyranoside (49) (30 mg,
0.068 mmol), 1 (0.47 mg, 0.001 mmol) and pivalic anhydride
(30.3 pL, 0.149 mmol) was stirred in CHCI; (1 mL) for 16 h
and worked-up as given in the general procedure
B. Compound 54 was secured after column chromatography
(SiO,) (eluant:n-hexane-EtOAc 4:1) as a colorless gum
(15.0 mg, 42%). "H NMR (400 MHz, CDCl;) & 7.48-7.46 (m, 6
H), 7.32-7.28 (m, 7 H), 7.24-7.22 (m, 2 H), 5.03 (dd, J = 9.6, 3.2
Hz, 1 H), 4.73 (d, ] = 1.6 Hz, 1 H), 3.98-3.96 (m, 1 H), 3.89-3.82
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(m, 1 H), 3.76-3.71 (m, 1 H), 3.49-3.44 (m, 1 H), 3.42 (s, 3 H),
3.40 (s, 1 H), 1.23 (s, 9 H). "*C NMR (100 MHz, CDCl;) § 178.7,
143.8, 128.8, 128.0, 127.2, 100.5, 87.3, 74.2, 71.1, 69.4, 55.1,
39.1, 27.3. HRMS (ESI) m/z: [M + K] * caled For C3;H;z605K,
559.2098, found 559.2095.

Methyl 3-O-benzoyl-6-O-trityl-a-p-mannopyranoside (56). A
mixture of methyl 6-O-trityl-a-p-mannopyranoside (49) (30 mg,
0.068 mmol), 1 (0.47 mg, 0.001 mmol) and benzoic anhydride
(33.7 mg, 0.15 mmol) was stirred in CHCl; (1 mL) for 8 h and
worked-up as given in the general procedure B. Compound
56 7% was secured after column chromatography (SiO,) (eluant :
n-hexane-EtOAc 4:1) as a colorless gum (17.4 mg, 47%). 'H
NMR (400 MHz, CDCl;) § 8.12-8.07 (m, 4 H), 7.63-7.55 (m, 2
H), 7.49-7.42 (m, 8 H), 7.32-7.29 (m, 4 H), 7.24-7.22 (m, 2 H),
5.33 (dd, J = 9.6, 3.2 Hz, 1 H), 4.77 (d, J = 1.2 Hz, 1 H),
4.15-4.07 (m, 2 H), 3.84-3.79 (m, 1 H), 3.49 (d, J = 4.8 Hz, 2 H),
3.43 (s, 3 H). **C NMR (100 MHz, CDCl,) & 166.6, 143.7, 133.8,
130.3, 130.0, 128.7, 128.6, 128.1, 127.3, 100.6, 87.5, 75.0, 70.8,
69.4, 68.0, 64.7, 55.2. HRMS (ESI) m/z: [M + K] caled for
C33H3,0-K, 579.1785, found 579.1786.

Methyl 3-O-acetyl-6-O-trityl-o-p-galactopyranoside (59). A
mixture of methyl 6-O-trityl-a-p-galactopyranoside (58) (30 mg,
0.068 mmol), 1 (0.47 mg, 0.001 mmol) and acetic anhydride
(7.0 pL, 0.074 mmol) was stirred in CHCl; (1 mL) for 45 min
and worked-up as given in the general procedure
B. Compound 59 was secured after column chromatography
(SiO,) (eluant: n-hexane-EtOAc 3:2) as a colorless gum
(6.5 mg, 20%). 'H NMR (400 MHz, CDCl;) § 7.45-7.43 (m, 6
H), 7.32-7.28 (m, 6 H), 7.24-7.22 (m, 3 H), 5.03 (dd, J = 10, 2.8
Hz, 1 H), 4.86 (d, J = 4 Hz, 1 H), 4.09 (app. d, J = 2 Hz, 1 H),
4.05 (dd, J = 10, 3.6 Hz, 1 H), 3.86 (t,J = 5.2 Hz, 1 H), 3.44 (s, 3
H), 3.42-3.34 (m, 2 H), 2.16 (s, 3 H). *C NMR (100 MHz,
CDCl,) 5 171.0, 143.5, 128.5, 127.9, 127.2, 99.6, 87.2, 73.3, 69.1,
68.7, 67.3, 63.5, 55.4, 21.2. HRMS (ESI) m/z: [M + Na]" caled for
C,sH3,0,Na, 501.1889, found 501.1890.

Methyl 3-O-isobutyryl-6-O-trityl-a-p-galactopyranoside (61). A
mixture of methyl 6-O-trityl-a-p-galactopyranoside (58) (30 mg,
0.068 mmol), 1 (0.47 mg, 0.001 mmol) and isobutyric anhy-
dride (12.3 pL, 0.074 mmol) was stirred in CHCl; (1 mL) for
30 min and worked-up as given in the general procedure
B. Compound 61 was secured after column chromatography
(SiO,) (eluant:n-hexane-EtOAc 3:2) as a colorless gum
(14.6 mg, 42%). "H NMR (400 MHz, CDCl;) & 7.46-7.44 (m, 6
H), 7.32-7.28 (m, 6 H), 7.24-7.22 (m, 3 H), 5.02 (dd, J = 10.4,
2.8 Hz, 1 H), 4.86 (d, J = 4 Hz, 1 H), 4.05 (app. d, J = 2 Hz, 2 H),
3.87 (t, /= 5.4 Hz, 1 H), 3.45 (s, 3 H), 3.38 (d, J = 5.2 Hz, 2 H),
2.66 (sept, J = 7 Hz, 1 H), 1.20 (dd, J = 6.8, 5.2 Hz, 6 H). *C
NMR (100 MHz, CDCl,) § 177.3, 143.7, 128.7, 128.0, 127.3,
99.8, 87.3, 73.1, 69.2, 68.9, 67.5, 63.6, 55.5, 34.1, 19.2, 19.1.
HRMS (ESI) m/z: [M + Na]" caled for C;,H;,0,Na, 529.2202,
found 529.2206.

Methyl 3/4-O-pivaloyl-6-O-trityl-a-p-galactopyranoside (63/
64). A mixture of methyl 6-O-trityl-a-n-galactopyranoside (58)
(30 mg, 0.068 mmol), 1 (0.47 mg, 0.001 mmol) and pivalic
anhydride (30.3 pL, 0.149 mmol) was stirred in 1 mL of CHCl;
for 16 h and worked-up as given in the general procedure
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B. Compound 63/64 was secured after column chromatography
(SiO,) (eluant: n-hexane/EtOAc 3: 2) as a colorless gum and as
an inseparable mixture of 3-O-pivaloyl/2-O-pivaloyl (73:27)
regioisomers (15.6 mg, 45%). '"H NMR (400 MHz, CDCl;) &
7.47-7.44 (m, 8 H), 7.32-7.28 (m, 9 H), 7.24-7.22 (m, 2 H), 5.00
(dd, J = 10.4, 3.2 Hz, 1 H), 4.94 (dd, J = 10, 3.6 Hz, 0.37 H), 4.90
(d, J = 3.6 Hz, 0.36 H), 4.85 (d, J = 4 Hz, 1 H), 4.04-3.94 (m, 3
H), 3.89-3.85 (m, 1.52 H), 3.46 (s, 3 H), 3.42-3.38 (m, 1.27 H),
3.37 (s, 0.9 H), 3.36-3.33 (m, 0.6 H), 1.24 (s, 9 H), 1.23 (s, 2.50
H). "*C NMR (100 MHz, CDCl;) § 179.1, 178.5, 143.8, 143.7,
128.7, 128.1, 128.0, 127.3, 127.2, 99.7, 97.5, 87.2, 73.2, 71.7,
70.3, 69.1, 69.0, 68.6, 68.5, 67.6, 63.5, 55.6, 55.5, 39.1, 39.0,
27.3, 27.1. HRMS (ESI) m/z: [M + Na]' caled for C3;H;50,Na,
543.2356, found 543.2358.

Methyl 3-O-benzoyl-6-O-trityl-a-p-galactopyranoside (65). A
mixture of methyl 6-O-trityl-a-p-galactopyranoside (58) (30 mg,
0.068 mmol), 1 (0.47 mg, 0.001 mmol) and benzoic anhydride
(33.7 mg, 0.149 mmol) was stirred in CHCI; (1 mL) for 8 h and
worked-up as given in the general procedure B. Compound
65 7% was secured after column chromatography (SiO,) (eluant :
n-hexane-EtOAc 3:2) as a colorless gum (16.3 mg, 44%). 'H
NMR (400 MHz, CDCl;) 6 8.11-8.09 (m, 3 H), 7.63-7.54 (m, 2
H), 7.49-7.41 (m, 9 H), 7.32-7.29 (m, 4 H), 7.23-7.22 (m, 2 H),
5.26 (dd, J = 10, 2.8 Hz, 1 H), 4.92 (d, J = 4 Hz, 1 H), 4.24-4.20
(m, 2 H), 3.94 (dd, J = 10.8, 5.6 Hz, 1 H), 3.48 (s, 3 H), 3.41 (dd,
J =5.2, 2 Hz, 2 H). **C NMR (100 MHz, CDCl;) § 166.6, 143.6,
133.4, 130.3, 130.0, 128.7, 128.5, 128.0, 127.3, 99.8, 87.3, 74.1,
69.2, 68.9, 67.5, 63.5, 55.6. HRMS (ESI) m/z: [M + Na]+ caled for
C,3H,,0,Na, 563.2046, found 563.2048.
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