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1. Introduction

Chemistry laboratories at universities are often given a unique nickname based on their research
areas such as “metal catalyst specialist” or “natural product specialist” with or without knowing. Our
laboratory might be called “sugar specialist”.

Generally, saccharides have been synonymous for a “formidable” project for many chemists.
They misunderstand that the laboratory dealing with saccharides must require specialized techniques.
However, if one understands the properties of saccharides, the methods commonly used in organic
chemistry can be applied. Our laboratory is currently engaged in two research areas - saccharide chem-
istry and process chemistry. Although these two areas may seem totally different, they share fundamen-
tal principles of chemistry and are closely related to each other. From this standpoint, we have applied
saccharide chemistry as a basis of synthetic chemistry to approach various projects.

In this article we will describe our recent research for the synthesis of biologically active com-
pounds from saccharides and their usefulness in the organic synthetic chemistry and pharmaceutical
chemistry. We would be delighted if the readers would have a chance to feel more familiar with saccha-
ride chemistry through this article.

2. Chemistry of Saccharides

Various macromolecules that make up living systems can be roughly divided into proteins, lipids,
polysaccharides and nucleic acids, each constituted of amino acids, fatty acids, monosaccharides and
nucleotides, respectively. Importance of saccharides may be emphasized by the fact that both monosac-
charides and nucleotides contain D-ribose as their constituting unit. Carbohydrate chemistry widely
ranges from monosaccharides to polysaccharides. It is important to apply physical and chemical prop-
erties of monosaccharides to understand more complicated polysaccharides. For example, saccharide
chemistry includes stereochemistry of monosaccharides (micro-perspective) as well as macro-perspec-
tive physical analysis of structural polysaccharides such as peptideglycans in the cell wall. Chemistry of
saccharides is thus closely related to biological activities, and at the same time it extends to all the range
of synthetic chemistry. In the next section we will discuss several important aspects of saccharide
chemistry and especially synthetic chemistry using saccharides.

Saccharides contain multiple functional groups e.g. hydroxy and amino groups linked to their
backbone, forming chiral compounds. Due to this chirality, saccharides can be stereochemically compli-
cated. Such compounds should undergo reactions under mild conditions that are also used for various
chemicals. For example, reactions that can take place even when hydrated or complete at a neutral pH
are preferable. Such limitation may seem to hinder the experiment. But from our point of view, it means
that synthetic methods used for saccharides can be truly practical for almost all other chemicals. Those
are the “synthetic” reactions in the strict sense of the word.
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If we understand such characteristics of saccharides, we can benefit a lot from them. For
example, being inexpensive and easily accessible, saccharides are often used to synthesize chiral
natural compounds.® The essential role of saccharide chains and derivatives as biologically active
compounds draws an extensive attention in hopes of use for therapeutic drugs. Researchers engaged
in saccharide chemistry are able to participate in truly useful chemistry by applying elementary reactions
to the synthesis of saccharide chains or various compounds that are potentially bioactive. The next
section describes our approaches to the synthesis of saccharide-derived biologically active compounds,
in which we fully enjoyed the essence of organic synthetic chemistry.

3. Development of the synthetic method for optically active,
multisubstituted cyclohexane and its application to the synthesis
of biologically active compounds

As D-saccharides, typified by D-glucose, are inexpensive and easily obtainable in large
quantities, effective application of these compounds to the synthesis of optically active compounds is an
indispensable task in organic synthetic chemistry along with development of therapeutic drug in future.
We especially focused on the development of multisubstituted cyclohexane which is universally useful in
the total synthesis of biologically active compounds.

3.1 Development of the ring conversion reaction for saccharides using
palladium chloride?

There are many reports on the synthetic methods for optically active, multisubstituted cyclohex-
ane. Especially since Ferrier developed a cyclization reaction of saccharides using mercurate® [Ferrier
(I1) reaction] in 1979, the ring conversion of 5- and 6-membered rings using saccharides has been
intensively studied.* Because naturally-occurring, biologically active compounds often contain a ring
structure with multiple functional groups, stereochemical control of chiral centers on these rings
becomes crucial in the total synthesis of these compounds. Meeting this requirement, it is not too much
emphasis to mention that Ferrier (Il) reaction is remarkably useful for the total synthesis of compounds
with a complicated conformation.®

The Ferrier (ll) reaction converts 5-enopyranosides to cyclohexanone rings by a stoichiometric
quantity of mercurate in hydrous solvent (Fig. 1).

(0]
RO o HgCl Ro&
RO acetone-H,0O RO OH
RO

OMe RO
H,0
HgX MeOH o HgX
9] / RO

R%&ﬁ RO =0

HO RO

RoOMe
Fig. 1.

This is a ring conversion reaction from a tetrahydropyran ring to a cyclohexane ring, and the
reaction steps start with oxymercuration of olefin by mercurate, followed by dealcoholization and ring
opening of the resulting unstable hemiacetal, and intramolecular aldol condensation of diketone. Since
biogenesis of inositols from saccharides uses similar reaction mechanism,® there is an increasing
attention to the reaction. Thus, Ferrier (Il) reaction poses interesting aspects in its reaction mechanism.
At the same time, however, use of mercurate has been a serious concern. Although a catalytic quantity
of mercurate was recently reported to be sufficient by Lukacs et al.” and Ogawa et al.,® from the view-
point of both organic synthetic chemistry and drug chemistry, it is necessary to develop more practical
methods that will meet current needs for environmental consideration and human health. Thus, we
analyzed the Ferrier (1) reaction using other metallic salts.
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We focused on the first step of the reaction, addition of water to olefin, and searched for transition
metals that catalyzes oxymetallation similarly to mercury. As a result, we found that divalent palladium
has a favorable activity, and especially that the catalytic activity of palladium chloride is as high as
mercuric trifluoroacetate. The use of palladium chloride in Ferrier (Il) reaction was only reported by
Adam in 1988,° but its general application has not been discussed.!® However, because this reaction
undergoes in solvent at around neutral pH, there is no possibility of side reactions such as (-elimination
of oxygen groups or elimination of blocking groups. In addition, palladium chloride is easily handled.
Based on these aspects, we chose palladium chloride as a catalyst for the Ferrier (Il) reaction.

Table 1.
PdCl, (0.05 eq. Q
YTR o P
RO dioxane-H,0, 60 °C, 3 h RO
OMe RO
Entry 5-eno pyranoside Yield (%) a:p
(R)
1 Glc (Bz) 68 >99:1
2 Glc (Bn) 81 3:1
3 Gal (Bz) 68 >99:1
4 Gal (Bn) 94 9:1
5 Man (Bz) 95 >99: 1
6 Man (Bn) 91 >99:1

Although stability of palladium chloride was concerned at the beginning, we found that the com-
pound remains stable in hydrated dioxane. As shown in Table 1, with 0.05 equivalent amount of palla-
dium chloride, various substrates derived from glucose, galactose and mannose were converted to
cyclohexanones at a high yield.

5-Enopyranoside derived from glucose and galactose showed a difference in reactivity between
benzoyl and benzyl forms. Moreover, we found that stereochemical selectivity of newly formed hydroxy
groups varies with each substrate (Entry 1-4 ). In contrast, the mannose-originated substrate did not
show any difference between the protecting groups, and corresponding cyclohexanone was obtained
with a-selectivity at a very high rate (Entry 5, 6).

This ring conversion completes by a catalytic quantity (0.05 equivalent) of palladium chloride.
This reaction are more advantageous than the conventional methods, because 1) it is highly universal
and applicable to the ring conversion of various saccharides, 2) it proceeds under very mild conditions,
and 3) it produces various isomers through different stereochemical selectivity that arises from a mecha-
nism different from that of mercury. Moreover, because the catalyst palladium chloride and solvent do
not require purification, the reaction is practical and applied to the industrial manufacture. Using these
advantages, we applied the method to the total synthesis of biologically active compounds.

3.2 Total synthesis of cyclophellitol'*

Cyclophellitol is a B-D-glucosidase inhibitor isolated by Umezawa et al. in 1990.%2 In recent
years, it has been found that saccharide-related enzymes are closely related to the intercellular recogni-
tion,13 and inhibitors for these enzymes have been the focus of research for development of therapeutic
drugs for various diseases.!* Especially, cyclophellitol is known to have high activity, and its application
has been expected to extend from an antivirus and anti-HIV agent to an inhibitor of cancer metastasis.1®
The structure of cyclophellitol, an epoxy ring in the B-position on a multisubstituted cyclitol in the glu-
cose-conformation, resembles that of 3-D-glucoside.'® Development of synthetic methods for cyclophellitol
has been widely studied all over the world'”. We investigated synthetic methods of not only cyclophellitol
but also its epimers, ultimately aiming at the study of structure activity relationship.




T CINVLANLL
number 119

OHO C1 unit epoxide

HO — mﬁ?
HO OBn
oH BnO \/
o OBn

Cyclophellitol
B-D-glucosidase inhibitor
1C50< 0.8 pug/ mL

Fig. 2.

Fig. 2 shows the strategy for the synthesis of cyclophellitol and its epimers. Saccharides is used
as the initial substrate in Ferrier (I1) reaction and converted to a cyclohexane ring, and then an epoxy ring
is formed stereoselectively. Then, using the regio- and stereoselective nucleophillic addition to the
epoxy ring, a hydroxymethyl group is introduced as C1. Finally, an elimination reaction forms a -
configuration epoxy ring to complete the total synthesis of cyclophellitol, in which all the substituents are
stereochemically controlled. This route allows synthesis of various epimers of cyclophellitol.

In our experiment, 5-enoglucopyranoside 118 obtained by the conventional method was first used
in Ferrier (Il) reaction using a catalytic quantity of palladium chloride to obtain a cyclohexanone. The
obtained cyclohexanone was converted to an enone 2 via elimination. The enone was reduced under
Luche’s condition® to obtain a B-alcohol 3. Then a-form epoxide was formed stereoselectively, and the
hydroxyl group was protected by an MPM group to obtain an intermediate, epoxide 4 (Fig. 3).

The key reaction in this total synthetic pathway is the regio-selective and nucleophilic attack of
hydroxymethyl group to epoxide 4. Generally, a nucleophile predominantly attacks at the axial position
of epoxide in the open-ring reaction of cyclohexane.?° Therefore, we expected that the nucleophilic
substitution to this epoxide would occur at the axial position, C5, and would not show desired regio-
selectivity?! (Fig. 4).

We then thought that if we could change the conformation of the epoxide, we would be able to
introduce hydroxymethyl group from the C6 position.

o (0]
BnO a, b BnO c
BnO BnO I =
BnO BnO

OMe
1 2
HO, MPMQ 0o
BnO d, e
BnO BnO
3 4

Reagents and Conditions: 8)PdCl,, dioxane - H,0, 60 °C, 3 h, 81%; b) MsCl,
EtsN, CH,Cly, r.t., 9 h, 74%; c) CeCl3*7H,0, NaBH,4, MeOH, 0 °C, 15 min,
87%; d) mCPBA, Na,HPO,, CH,Cly, r.t., 4 days, quant.; €) NaH, MPMCI, DMF
- THF, r.t., 2 h, 93%.

Fig. 3.

O ; -,
chelation
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4
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3 K OR
Nu [ conformational change ] Nu OR
Fig. 4.
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In other words, as shown in Fig. 4, chelation between metals and oxygen atoms of the epoxide
and ether may drastically change the conformation of the cyclohexane ring, resulting in the axial nucleo-
philic attack at the C6 position, not C5. For such chelation, we used a boric reagent Mes,BCH,Li to
replace hydroxymethyl and studied the regio selectivity of ring cleavage of the epoxide using substrates
that are protected at C1, a coordinative position of attack, with various protecting groups (Table 2).22

Table 2.
RO rRo ©H
OBn ab BnO OH gho—
BHO OH ~BnO
BnO BnO
A
B OH
) Regioselectivity
0,
R Yield (%) AR
Bn 60 >99:1
MPM 78 >99:1
BOM 65 94:6
TBDMS® 83 <1:99

Ac 0 -

Reagents and Conditions: @) Mes,BCH,Li (10.0 eg), THF, r.t.,
6 h; b) NaOH, H,0,, THF - MeOH, r.t., ¢) Oxidation condition:
mMCPBA (9.0 eq), Na;HPO, (10.0 ), r.t.,, 30 h

Unfortunately, because acyl protective groups react with the boric reagent, we did not obtain
hydroxymethyl added products. Hydroxymethyl addition, however, occurred at a high rate in the sub-
strate with an ether protective group. Very interestingly, the substrate protected with benzyl, MPM and
BOM groups produced hydroxymethyl product A at the opposite position due to the chelation, but protec-
tion by TBDMS groups resulted in B. We assume that the bulky TBDMS group might block oxygen atom
of the ether, and as a consequence, the conformation of cyclohexane was not converted. Based on
these results, we selected the MPM group as the most appropriate protective group, and carried out the
synthesis illustrated below (Fig. 5).

MPMO MPMQ,

BnO o RQ OBn
n n
Bnom . an Bnmsn

,— 6R MPM
7R=H
i
8R=Ms
(0]
OH __HO
m o L-on T = A
/ OH OH
Cyclophellitol

Reagents and Conditions: f) Mes,BCH,Li, THF, r.t., 6 h; NaOH, H,0,,
THF - MeOH, r.t., 1 day, 78%; g) NaH, BnBr, DMF - THF, r.t., 4 days, 93%;
h) DDQ, CHzclz- Hzo, 0 OC, 15 h, 96%, I) MSC', Et3N, CH2C|2, rt., 12 h,
91%; j) Pd(OH),/C, MeOH, r.t., 1 day, 77%; k) 1.0M NaOH, 1 h, 82%.

Fig. 5.

After diol 5 was obtained through hydroxymethylation, it was protected by a benzyl group, and
the methyl group was exchanged with an MPM group. Then, all the benzyl groups were deprotected by
catalytic hydrogenation to obtain pentaols 9. The pentaols readily underwent cyclization of epoxide
under alkaline condition, and cyclophellitol was synthesized from 1 at the total yield of 14%.

In this synthetic method, the initial saccharides readily give rise to various epimers depending on
the conformation of saccharides and types of protective groups. The same method successfully pro-
duced the epimer of cyclophellitol with a different configuration at C3.23
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Inositol is one of the biologically active compounds found in both animals and plants, and it
exhibits a variety of function involved in cell proliferation and carcinogenesis.?> There are nine types of
inositol stereoisomers (Fig. 6), and myo-inositol has received special attention since recent advances in

understanding intracellular signaling pathways.26:27

OH
Ho (™ oH o Ho
HO HO OH H
HO OH Hom HO Ho
HO
HO OH
myo-inositol scyllo-inositol D-chiro-inositol
OH
OH OH HO OH
HO o OH HO
HO OH HO 3
HO HO HO
OH OH OH
epi-inositol L-chiro-inositol muco-inositol
HOOH HoOH
H
HO o OH o!
oH HO OH
OH OH
neo-inositol allo-inositol cis-inositol
Fig. 6.

For example, in response to the extracellular stimulus, myo-inositol-1,4,5-triphosphate [Ins (1,4,5)
P5] mobilizes Ca2* to increase cellular Ca2* concentration.?8 Also, myo-inositol-1,3,4,5-tetraphosphate
[Ins (1,3,4,5) P,] takes up Ca ions from outside the cell.?® Since inositol polyphosphates exert various
functions by changing the intracellular Ca2" concentration through these mechanisms, they are called
second messengers. Although more myo-inositol polyphosphates have been found recently, their acti-
vation mechanisms remain elusive because of their low concentration and difficulty for isolation.3° There-
fore, there is a pressing need to obtain inositol derivatives that act as a ligand for inositol receptors.3!
However, there are only four kinds of naturally-occurring inositol sterecisomers (scyllo-, neo-, D-chiro-,
and L-chiro-inositols), which may function as an agonist or an antagonist of myo-inositols, and the other
four (cis-, allo-, epi- and muco-inositols) are only obtained through chemical synthesis. Of those, only
two types are easily obtained but they are very costly. This solely owes to the rare existence of inositol
isomers and less practical synthetic methods. To establish a facile synthetic method for all nine types of
inositol isomers including the ones which were not the focus of previous studies, we designed a syn-
thetic pathway as shown in Fig. 7.

HO stereoselective reduction

HO e}
HO OH
Ay Qe o

OH RO
inositols
OAC OAc
Pd(I1)-mediated \ \ \ @ OR
Ferrier(I1) reaction RO e} (e}
RO Ro
Glc Gal Man
Fig. 7.
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With this route, we predicted 5-enopyranoside containing an acetoxy group at C6 would be con-
verted to cyclohexanone by Ferrier (ll) reaction, and reduction of the ketone part of the obtained cyclo-
hexanone would produce an inositol backbone.3? Using substrates derived from glucose, galactose and
mannose, this method would produce a great variety of isomers at the same time.

3.3.1 Examination on Ferrier (Il) reaction of 6-O-acetyl-5-enopyranoside

First, Ferrier (Il) reaction with the substrate, 6-O-acetyl-5-enopyranoside, using a catalytic quan-
tity of palladium chloride was examined. We especially focused on the effect on stereochemistry of enol
esters, and reactivity and stereoselectivity of Z- and E-form were compared (Table 3).

The Z-form of glucose-derived substrate 10 had higher reactivity than E-form, and produced a
mixture of four corresponding stereoisomers. A similar result was obtained in the galactose-originated
substrate 11. For each saccharide, there was no effect of the C6 conformation on the ratio of formation
of the four cyclohexanones obtained from Z-form or E-form. When mannose-derived substrate 12 was
used, both Z- and E-form produced a single conformation of cyclohexanone. On the basis of these
results, we found that any of these saccharides undergoes ring conversion effectively. We also found
that depending on the conformation of the original saccharide, the ratio of cyclohexanone formation is
different, that conformation of C6 of substrates is not retained, and that the conformation of C6 does not
affect the conformation of newly formed chiral centers.3® We analyzed the reaction also using Hg**, but
the reaction was slower than that of palladium chloride catalyzed, and produced different isomer ratios.
Therefore, we concluded palladium chloride would bring a favorable outcome, and investigated the next

steps.
Table 3.
X2 xt
\ PdCl,2 BnO BnO BnO o
B%?q& 2 BnO Ac BnO BnO BnO
BnOOMe
10 : Glc 13:Glc
11: Gal 14 : Gal
12 : Man 15 : Man
Entry  Substrates PdCl, Solvent Yield (%) A: B :C:DPV
1 Glc  10a x=0Ac, X2=H 0.05 eq dioxane - H,0 (4:1) 81 49 : 24 :17:10
2 10b  X!=H, X2=OAc 0.05 eq dioxane - H,0 (2:1) N.R. -
3 0.10 eq dioxane - H,0 (2:1) 75 50 : 23 :15:11
4 Gal 1la X=OAc, X2=H 0.05 eq dioxane - H,0 (2:1) 88 40 : 11 :42: 7
5 11b X!=H, X2=OAc 0.05 eq dioxane - H,0O (2:1) 15 44 : 12 :37:7
6 Man 12a X=OAc, X2=H 0.05 eq dioxane - H,0 (2:1) 76 100
7 12b  x1=H, X2=OAc 0.05 eq dioxane - H,0 (2:1) 58 100

2Conditions: 60°C, 3h
D The assignment of the ratio was based on the *H NMR (400 MHz) analysis of the diastereomixtures.

3.3.2 Examination on stereoselective reduction reaction

We tested two reduction methods for the cyclohexanones obtained above (Table 4). When
Me,NHB(OAC); 4 was used, the reaction did not proceed with 14c (Entry 11) but with others, produced
alcohols that were reduced in trans manner at 3-position of the carbonyl group. Especially with 13a,
13c, 14a and 15a, stereoselectivity was very high, and only B-form was obtained at high rate. We
consider this is because the reduction started at the hydroxyl group at 3-position of the carbonyl group.
On the other hand, when sodium borohydride was used, the reaction proceeded at the position with less
steric hindrance, and 13a, 14a, 14b, 14c and 15a gave rise to reduced products with high selectivity.
Because these two reduction reactions are complementary to each other, desired alcohols can be easily
obtained by changing the reaction. Thus, the method to stereoselectively obtain eight out of nine inositol
stereoisomers was established. The last isomer, cis-inositol was formed by 13a that was obtained at the
highest rate by ring conversion of the glucose-derived substrate.

As shown in Fig. 8, ketone of 13a was reduced by sodium borohydride to obtain only a-form
alcohol 13aa at a high yield. Then, the benzyl group was deprotected, and an acetonide group was used
to selectively protect the cis-diol. The configuration of the last hydroxy group was inverted to obtain cis-
inositol derivative 17. These inositol derivatives were all deprotected and confirmed to have similar
values to those of previously reported for the naturally occurring derivatives.3¢
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Thus, we succeeded in the stereoselective synthesis of all stereoisomers of inositol. This method
uses various cyclohexanone isomers obtained by Ferrier (II) reaction using palladium chloride, and
enables simultaneous synthesis of various isomers that cannot be obtained using mercuraic salt.

Table 4.
o) HO
BnO OAc method AorB 2 BnO OAC  Bno OAc
BnO OH BnO ~~OH Bno ~~OH
OBn C‘)H OBn OBn
13:Glc
14 : Gal o B
15: Man
Entry Substrate Method Conditions Yield a:pP
1 o 7% A 0°C,3h 91 % <1:[99}—  D-chiro-inositol
BnO
Bro—— 0°C,05h 0 .
2 BnO,, B 0. 84 % [87]: 13
13c ’*’ muco-inositol
3 N A rt,24h 46 % 70} 30
4 o o B -78°C,05h 90 % :
14b epi-inositol
5 o) A rt,3h 94 %
BnO OAc ) .
6 BnO—2 NS B 0°C,0.5h 97 % myo-inositol
OH
13a
7 o A rt,24h 37% :
EA——
8 Bno BnO B 0°C,05h 86 % 22:[78}—  scyllo-inositol
13d
9 G A 0°C,3h 93 % <1:{99}—  neo-inositol
OAc
10 B B"goo B -78°C, 0.5 h 88 %
H
14a
11 BnOO OAc A rt. 48 h N.R. .
BnO% allo-inositol
12 B 0°C,05h 96 % :
BnOOH
14c
13 Q. oBn A 0°C,3h 92 % L-chiro-inositol
BnOﬁ;OAC
14 Bno B -40°C,05h 92 %

15a°H

aConditions, method A : Mey;NBH(OAC)3 (5.0 eq), CHCN - AcO, method B : NaBH, (1.5 eg), MeOH
PThe assignment of the ratio was based on the 'H NMR (400 MHz) analysis of the diastereomixtures.

(@)
BnO OAC a BnO OAc
n
BnO OH HO OH
13a 13aa

o) oAc
pb,c HO ’ d, e
>t o
ﬁ\ox

16

Reagents and Conditions: (a) NaBH,4, MeOH, 0 °C, 30 min, 97 %. (b) H,
Pd(OH),/C, MeOH, r.t., 12 h, quant. (c) conc. H,SOy,, acetone, 0 °C, 1 h, 83 %.
(d) Tf,0, pyridine, CH,Cl,, r.t., 1h, 89 %. (€) (i) CF3COOCs, 18-crown-6,
toluene, DMF, 80 °C, 1.5 h. (ii) sat. NaHCOg, r.t., 1 h, 88 %.

Fig. 8.
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3.4  Synthesis of inositol polyphosphates

Next, we synthesized Ins (1,4,5) P; and Ins (1,3,4,5) P4, as shown in Figs. 9 and 10.

OTBDMS
S ab cd _ MPMO
MPMO g MPMO
MPMO MPMO MPMO
OBOM OBOM
_€& _ MPMO f.g MPMO/KSOAC hi  HO OH
MPMO MPMO —> "HO
BnO BnO
OBOM OBOM
22 23
OBOM OH
j (BnO),(O OP(0)(0Bn _ _
j )223 )(O)m (0)(OBn), k, =0 Pglo:’O OPOz=
BnO Ho
OBOM OH
24 D-myo-inositol 1,4,5-trisphosphate

Reagents and Conditions: @) TBDMSCI, imidazole, DMF, 0 °C, 30 min, 94 %; b) NaH, BnBr, DMF-THF, r.t.,
30 min, 82 %; c) TBAF, THF, r.t., 1 h, 95 %; d) (i) DCC, DMSO, TFA, PhH, r.t., 12 h, (ii) Ac,0, EtzN, DMAP,
CICH,CH,CI, reflux, 5 h, 80 %; €) PdCl,, dioxane-H,0, 60 °C, 8 h, 53 % ; f) Me;NBH(OAC)3, AcOH-CH3CN,
r.t., 3h, 81 %; g) BOMCI, iPrNEt, CICH,CH,CI, reflux, 5 h, 78 %; h) NaOH, MeOH, 60 °C, r.t., 10 min, 81 %;
i) DDQ, CH,Cl>-H,0, r.t., 1 h, 80 %; j) (i) (BnO),P(iProN) , tetrazole, CH,Cly, r.t., 12 h, (ii) mCPBA, Na;HPO,,
r.t., 1 h, 89%; k) Hp, Pd(OH),/C, MeOH, r.t., 12 h, 99 %.

Fig. 9.
MeOCgHs— \~O o
(©) _ 4, MPMO MPMO
MPMO MPMO > MPM
MPMO MPMO MPMO
OMe
25
OBOM OBOM
c f,g
MPMO MPMO OAc HO OH
—> MPMO 4> MPMO > HO
MPMO MPMO HO
OBOM OBOM
OBOM OH
h Bn0O),(O)PO OP(0O)(0OBn i PO OPO3=
h gngg(om T
(BnO),(0)PO =03P0O
OBOM OH
31 D-myo-inositol 1,3,4,5-tetrakisphosphate

) TMSCI, NaBH3CN, CH3CN, -20 °C, 30 min, 64 %; b) (i) DCC, DMSO, TFA, PhH, r.t., 12 h, (ii) Ac,0, EtsN,
DMAP, CICH,CH,Cl, reflux, 5 h, 63 %; c) PdCl, dioxane-H,0, 60 °C, 4 h, 29 % ; d) Me;NBH(OAC)s,
ACOH-CH4CN, r.t., 3h, 96 %; €) BOMCI, iProNEt, CICH,CH,Cl, reflux, 3 h, 86 %; f) NaOH, MeOH-THF, rt.,
2h, 94%; g) DDQ, CH,Cl-H,0, r.t., 3 h, 98 %; h) (i) (BnO),P(iProN), tetrazole, CH,Cly, rt., 24 h, (i) mCPBA,
NaHPO,, CH,Cl, 1.t., 2 h, 76 %; i) Hy, PA(OH),/C, MeOH, T.t., 48 h, 98 %.

Fig. 10.

Ins (1,4,5) P; and Ins (1,3,4,5) P, obtained in this method showed consistency with values of
naturally occurring compounds,®”-38 and their structures were confirmed.

In the next section, we will describe the effective application of lactone sugars to the synthesis of
various biologically active compounds and sugar chains.
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4. Application of glucono-D-lactone to the novel synthesis of L-sugars &

L-Saccharide occurs rarely in nature, but interestingly, it often plays a key role for the activity of
biologically active compounds.*® However, it is rare and the synthetic method has not been established,
the study of L-saccharides is far behind that of D-saccharides. To overcome such situation and to bring
about flourishing of chemistry of L-saccharides as in D-saccharides, we aimed at establishment of highly
practical methods for L-saccharides. To approach to the chemical synthesis, we attempted effective
conversion of D-form to L-form by inverting at the C5.

CHO CHO CHO CHO CHO CHO
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Fig. 11.

As shown in Fig. 11, inversion of D-glucose
at C5 produces L-idose. Similarly, D-galactose can
be converted to L-altrose, and D-mannose to L-
gulose. Though L-idose and L-gulose are com- tBOC H OH tBOC N
mercially available, they are very expensive. L- H,]\, H DEAD, PPhg H,]\‘ H
Altrose is not even on the market. Our method NHOCH,Ph 7/3\,\
may utilize inexpensive and easily obtainable D- o o OBn
saccharides to effectively synthesize L-saccha- y- 80-90 %
rides by simple steps. We attempted synthesis of
L-saccharides by intramolecular cyclization of Fig. 12.
hydroxamic derivatives of gluco-D-lactones by
Mitsunobu Reaction, a typical Sy 2-type reaction
in which D-saccharides are inverted at C5.

Miller et al. have already reported the intramolecular cyclization of B-hydroxyhydroxamic deriva-
tives of amino acids.*! This reaction has been used to synthesize various B-lactam antibiotics, because
nucleophilic attack of the nitrogen atom of amides mainly produces beta-lactams (Fig. 12). However, not
only the nitrogen atom of the amides, but also carbonyl oxygen may attack the compound. In fact, other
substrates may produce lactones,*? and we were interested in the outcome when saccharide-derived
substrate was used (Fig. 13).
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As shown in Fig. 13, nucleophilic attack of the amide N produces N-cyclized compounds, and
nucleophilic attack of the oxygen atom gave O-cyclized products. In this case, Mitsunobu Reaction
produces cyclic compounds all inverted at C5; N-cyclic compounds give L-aza sugar, and O-cyclic prod-
ucts yield L-saccharides. Based on this strategy, we analyzed intramolecular cyclization of -
hydroxyalkoxamic derivatives of D-glycono-1,5-lactones.

Table 5.
BnONH, (3.9eq) MesAl (3.9 eq)

OBn OBn
BnO © l l B”Ofﬁ}“
BnO solv., r.t. Bno OBn

BnO BnO
32 o 33 o
) Recover
Entry S.M. Solv. Time (min) Yield (%) of S.M. (%,%)
1 Glc toluene 20 81 i
2 Glc CH,Cl, 30 93 e
3 Glc THF 30 57 38
4 Gal CH,Cl, 50 92 —
5 Man CH,Cl, 30 quant. _

The substrate d-hydroxyhydroxamic derivatives were synthesized by the reaction of D-glucono-
pyrano-lactone, D-galactono-pyrano-lactone and D-mannono-pyrano-lactone with benzyloxyamines. We
predicted that this reaction might be facilitated by Lewis acids, and found that trimethylaluminum shows
a remarkable accelerating effect to produce &-hydroxyhydroxamic derivatives at a high yield as shown in
Fig. 5.4 Similarly, alkoxyamine hydrochloride showed a high yield, and proved effective for the synthe-
sis of various &-hydroxyhydroxamic derivatives. Provided these, we analyzed cyclization of the com-
pound using Mitsunobu Reaction.

Table 6.
OBn PPh3 (3.0 eq)
oH DEAD (3.0 eq) BnO BnO N~oBn
BnO N BnO + BnO
BnO ~O0Bn solv r.t., 10 min BnO™MN—o0Bn BnO™p
BnO
33 o- cychzed N- cycllzed
Yield (%)2
Entry S.M. Solv. O-Cyclized N-Cyclized O/N Ratio
1 Glc THF 71 13 55:1
2 CHCl, 67 28 24:1
3 DMSO 64 28 23:1
4 Gal THF 68 30 23:1
5 CH,Cl, 44 53 1:1.2
6 DMSO 17 25 1:15
7 Man THF 91 —
8 CH,Cl, 96 e
9 DMSO 79 -

Isolated yield.

Cyclization proceeded rapidly, and gave O-cyclized and N-cyclized &-hydroxyalkoxamic
derivatives at 71% and 13%, respectively, yielding O-cyclized form 5.5 times more than the N-cyclized.
This was not consistent with the result by Miller et al. in which pB-lactams were mainly obtained. The D-
galactose-derived substrate also predominantly produced O-cyclized form. Interestingly, D-mannose
produced only O-cyclized compounds but not N-cyclized product. Based on these results, we found that
d-hydroxyhydroxamic derivatives of saccharides always preferentially produce O-cyclized forms, though
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the ratio of O- to N-cyclized products varies with the type of original sugars. In addition, detailed analysis
of the effect of solvents revealed that the ratio of O- to N-cyclized products changes with the type of
solvents when D-glucose and D-galactose were used. The suggested mechanism of this cyclization
reaction is as follows (Fig. 14).
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Fig. 14.

First, the complex contained through the Mitsunobu reagent draws amide hydrogen of &-
hydroxyhydroxamic derivatives to produce the intermediate A that contains a negative ionic charge on
the nitrogen atom. The nucleophilic attack of this nitrogen atom to C5 results in an N-cyclized form. On
the other hand, the intermediate A produces the intermediate B by transferring the negative charge to
the oxygen atom. The nucleophilic attack of this oxygen forms O-cyclized products. So far the reason is
still unclear, but the cyclization via intermediate B formation is predominant when &-hydroxyhydroxamic
derivatives of saccharides are used.

Provided that any saccharide we used preferentially produced O-cyclized forms, we synthesized
L-pyranose (Fig. 15).

OBn BnONH; (3.9 eq) OBn PPh;3 (3.0 eq)
MesAl (3.9 e DEAD (3.0 eq)
BnO fe) Al ( ) Bno OH H
BnO CH.Cly, r.t., 30-50 min BnO TOBN  THF, r.t.,, 10 min
BnO BnO
0 D-Glc : 93 % 0
32 D-Gal : 92 % 33
D-Man : quant.
Bno%O BnOWR TSOHH,0 (1.0eq)  gno 0
BnO +  Bno Bnm
BnO) BnO "N—OR Bno) BnO ‘O acetone, r.t., 3.5-7 hr Bno) BnO Yo
34 35 L-ldo: 97 % 36
D-Glc : 71 % D-Glc : 13 % L-Altio : 9236
D-Gal : 68 % D-Gal : 30 % ’
D-Man : 91 % D-Man :—
DIBAL (1.2-12 eq) BnO o
o . BnO
CH,Cl,, -78 °C, 10-20 min BnO) BnO “on
L-Ido : 99 %
L-Altro : 98 %
L-Gulo : 99 %

Fig. 15.
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Because O-cyclized forms 34 derived from these three sugars are protected at C1 of
L-pyranolactone, we deprotected this under acidic condition to produce L-idonolactone derivatives,
L-altronolactone derivatives and L-gulonolactone derivatives, respectively, at a high yield. Then, the
carbonyl group at C1 was reduced by DIBAL, and L-idose, L-altrose and L-gulose derivatives were
effectively obtained. Especially, D-mannose showed 83% of total yield through the four steps, proving
that this method is highly effective. The final product, L-pyranose derivative, is unprotected only at C1,
and therefore it can be further used for glycosylation. Thus, we established the first synthetic method of
rare L-saccharides from inexpensive and easily obtainable D-saccharides through simple steps.

Next, we attempted the synthesis of L-ribose by applying this cyclization method to 1,4-lactone
derivatives of saccharides (Fig. 16). L-ribose is an enantiomer of D-ribose and very rarely occurs in
nature. Recently, development of synthetic methods for L-ribose has been increasingly expected,
because compounds containing L-ribose show various biological activities including antivirus effect.*4

><O 2{) BnONH, (1.4 eq) (o] Y i PPh3 (3.0 eq) \(
[e] o o MezAl (1.1 eq) o= O O N-OBn DEAD (3.0 eq) ooo (?Bn
CHoCly, r.t, 30 min |, O THF, rt, 20 min OJWN
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Fig. 16.

L-Ribose was synthesized based on the similar strategy. A lactone form 37 was derived from
commercially available D-manno-1,4-lactone by a conventional method, and after the ring was cleaved,
it was cyclized again by Mitsunobu Reaction. In this method, only O-cyclized form 39 that were inverted
at C4 were produced at high yield, but not N-cyclized product. Considering that mannose-derived 1,5-
lactones did not give N-cyclized product as described above, we concluded that in this method,
mannose only specifically produces O-cyclized product. It is yet to be explained, but the conformation of
hydroxy group at C2 of saccharides seems to affect the ratio of O- to N-cyclized products. Especially,
the result of D-mannono-1,4-lactone was favorable for the synthesis of L-ribose, as L-ribose was
effectively produced through several steps after the O-cyclized product obtained 39 were oxidatively
cleaved at C6.

As described above, this method is able to derive aza-sugars from the N-cyclized product that
are by-products of the intermolecular cyclization, and thus the application to the inhibitors of sugar
related enzymes may be possible.

5. Synthesis of sugar derivatives using sugar ortho esters

Sugar ortho ester is produced by combining sugar lactones with sugar diols to form a spiro ring.
Their unique structure was originally found in a series of orthosomycin antibiotics.*> This characteristic
bond, that is distinctive from glycoside bonds, has been studied along with the synthesis and structural
analysis of orthosomycins, focusing on the method for formation of ortho ester bond. As a result,
characteristics and reactivity of sugar ortho esters themselves have been left unknown as well as their
applications. However, the strategic application of this specific reactivity to development of effective
synthetic methods and use of ortho esters as sugar mimics with a fixed conformation seem to promise a
lot of possibilities. From this point of view, we analyzed various synthetic methods for sugar ortho esters
aiming at characterization of these compounds and their reactivity.
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5.1 Development of the efficient synthetic method of sugar ortho esters*®

When we started this research, there were only few reports on the synthesis of sugar ortho
esters, and there were a limited number of synthetic sugar ortho esters. We therefore attempted to
develop more effective methods. By analyzing the ketal synthetic method by Miyata et al.,*” we found
that sugar ortho ester is efficiently produced from sugar lactones and diols in the presence of the excess
amount of methyl trimethylsilyl ether (TMSOMe) and a catalytic amount of trimethylsilyl triflate. Removal
of by-product such as methanol and hexamethyldisilazane using toluene under reduced pressure during
the reaction improved the yield, and enabled production of various sugar ortho esters when equal amount
of lactones and diols were used (Fig. 17).
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Conditions: TMSOTf (5 mol%), TMSOMe (10 eq), toluene, r.t., under Ar, 4 hr

d : Ry=H, R,=0Bn, R3=0Bn, R4;=H, Rs=H (D-Fuc)
e : R;=H, R,=0Bn, R3=0Bn, R4=H (L-Fuc)

f : R;=0OBn, Ry=H, R3=H, R4=0Bn (Rha)
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Bnoﬁ? NPhin
o \(j/
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¢ : R;=0Bn, R,=H, R3=H, R4=0OBn, Rs=0OBn (Man)
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Fig. 17.

Sugar ortho ester forms two isomers based on the configurational structure around the spiro
carbon. Either one of these two isomers was selectively produced for these sugar ortho esters (47a-f,
48a-f, 49).

5.2  Structural analysis of sugar ortho esters*®

X-ray analysis is required to distinguish the configuration of two isomers of sugar ortho esters.
We analyzed the structure of sugar ortho esters combining X-ray analysis and conformational analysis
using a computer.
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For the ortho esters with 3-ring backbone of pyran-dioxane-pyran described in the previous sec-
tion, we analyzed the crystalline form 47c as well as the acetyl derivatives of 47f, 48c and 48f (50-52) by
X-ray, and the conformation of the spiro carbon was determined as R, R, S and S, respectively (Fig. 18).

47c 50

Fig. 18.

Next, presuming both R and S-conformation were obtained, we estimated the most stable confor-
mation for all of the obtained ortho esters by the LOMD method®° using MacroModel 6.0%° at the specific
force of mm2*. The more stable conformer was determined by calculating the energy for both conforma-
tions for each sugar ortho ester. In each compound, the difference between the energy of two isomers
was sufficiently large, and 47a-f were determined to have R-configuration, while 48a-f were determined
to have S-configuration at the spiro carbon. This result was consistent with the data reported by Yoshimura
et al®t

Analysis of the calculated structure of the sugar ortho esters revealed that the energy difference
between the two conformers stems from difference in stability of their backbone ring structures. Fig. 19
shows the estimated backbone ring structure of R and S-isomers of 47c.

D-Man

47c¢ (favored) 47¢ (disfavored)

Fig. 19.

In the R-configuration, which was estimated to be more stable, the oxygen atom of the pyran ring
from mannose is axial to the chair-form dioxane ring at the center, and this conformation is energetically
preferred due to the anomeric effect.5253 Similarly in the other eleven sugar ortho esters, overall struc-
ture of either one of their conformers was more stable than the other. It was speculated that the isomer
which was energetically unfavorable had a twisted boat-conformation of the dioxane ring to compensate
the equatorial position of the pyran oxygen as shown in Fig. 19.
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These results indicate that the difference in the conformation of hydroxyl groups, which is within
the range that does not affect the pyran-ring structure, does not affect the configuration of the spiro
carbon and conformation of the backbone rings of the conformer with the preferred structure. Therefore,
the synthesized sugar ortho esters can be divided into four structural groups: D- or L-forms at the
glycosyliden and glucose or galactose at the diol. As examples, Fig. 20 illustrates the structures of 47c,
47f, 48c and 48f viewed from two directions. In addition, when the conformation of 49 that is related to
47a was analyzed, it was also estimated that it has an A-type ring structure.
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i D-Gal

47¢ 47f 48¢ 48f

Fig. 20.

5.3 Development of reductive glycosylation via sugar ortho esters®

Organic chemical approaches to sugar ortho esters have been centered around their structural
analysis, and their reactivity is little known. We analyzed the reactivity of ortho esters with hydride
anions and methyl anions with the hope to develop a novel synthetic method.

Fig. 21 shows a generalized equation for the reaction of anions and sugar ortho esters.

BnO / BnO
BnO’%Q{SIY <: Bno&&<o/1\r/OH

A

C

Fig. 21.

Attacked by anions, cleavage of the ring at a-position produces acetal or ketal compounds, while
cleavage at b- or c-position yields glycosides. Each product has two conformers at the newly formed
chiral center. If we could control the regio-selectivity of ring-opening and stereoselectivity of the anion
attack, we would be able to develop a novel synthetic method for glycosylation. Although activation of
glycosyl donors has been focused in the research for development of the glycosylation method®®, we
attempted different approaches for more flexible strategy for sugar chain synthesis.
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When the sugar ortho ester 47a is reduced by hydride anion, there are four possible glycoside
products which have either a (1-4), B (1-4), a (1-6) or B (1 - 6) bonding. When we evaluated various
reducing agents for their efficiency, regio-selectivity and stereoselectivity, we found that two equivalent
amount of lithium aluminum hydride (LiAIH,) and aluminum chloride (AICI5) ¢ in ethermethylene chloride
selectively produced B (1 —4) glycoside 53a at 92% from 47a (Table 7, Entry 1). In this case, the other
predicted three glycosides were not formed, indicating highly regio-selective and stereoselective reac-
tion. Using this method, reduction of sugar ortho esters 47b-d, 48e and f showed 92-99% vyield and
selectively produced (3 (1 - 4) glycoside 53b-d, 54e and f (Table 7). However, reduction of other sugar
ortho ester 47e, f and 48a-d did not proceed efficiently. Reducing agents were further evaluated, and we
found that sodium cyanoborohydride and aluminum chloride in toluene-acetonitrile®” selectively pro-
duces B (1 - 6) glycoside 55a-d, 56e and f (Table 8). When we applied this method to the sugar ortho
esters 47a-d, 48e and f, however, it did not give favorable products.

Table 7.
s ES 0B
QBn R
Ry ko) o. A_ ,0Bn _ UAH4JAICI é@ OH Entry Orthoester  Glycoside Yield (%) @
BnO——"% TEROCHLC, Bio B0
20, r.t., under Ar, 1 hr 1 47a 53a 92
70" ToMe 2 47b 53b 98
4ra-d 53a-d 3 a7c 53¢ 98
O. OMe 4 47d 53d 92
o LiAIH4/AICI; %;R\ 5 48e S4e 96
o 0730 “0Bn  EROICHCl, OBn Ry BnO 6 48f 54f 99
“Toenl ° OB r.t., under Ar, 1 hr
R Ry n These reactions were carried out for 1 hr at r.t. under Arin
48e, 5de, t ,Cl, ([orthoester mM, LiAlH,: 2 eq, 32 eq).
3 f f Et,O/CH,CI hy =50 mM, LiAlH4: 2 eq, AICl3: 2
a) Isolated yield.
a: R;=H, R;=0Bn, R3=H, R4=0Bn, Rs=0Bn (Glc)
b : Ry=H, R,=0Bn, R3=0Bn, R4=H, Rs=0Bn (Gal)
¢ : R;=0Bn, Ry=H, R3=H, R4=0Bn, Rs=0Bn (Man)
d : Ry=H, R,=0Bn, R3=0Bn, R4=H, Rs=H (D-Fuc)
e : R;=H, R;=0Bn, R3=0Bn, Ry=H (L-Fuc)
f : R;=0Bn, R,=H, R3=H, R4=0Bn (Rha)
Table 8.
R; Rs
Ry Ry Rs
Ry -0 Ry
Bro~—-© R o
0 _NABH,CN/AICIs _ R, HO Entry Orthoester  Glycoside Time (hr) Yield (%) 2
(0] toluene/CH3CN fo)
B0 o UNGETAT Bno 1 47a 55a 2 93
: BnO Owme 2 47b 55b 2 97
48a-d o8n S5a-d 3 47¢ 55¢ 48 42°b
OBn 4 47d 55d 2 88
5 48e 56e 1 88
BnO,, OMe
Rt r LT RO 6 48f 56f 12 78°
o NABHZCN/AICI3 OBn
or Y IUIuene/CHrN Rs Ri HO O These reactions were carried out at r.t. under Ar in toluene/CH3CN
o7~o0— r.t., under Ar BnO ([orthoester] =50 mM, NaBH3CN: 7 eq, AlCl3: 5 eq, MS3A: 100mg/2ml
4 R, BnO ome solvents). a) Isolated yield. b) 91% yield based on conversion.
R?Bn R 47t 56e, f ) a-(1- 6)-1somer was detected (6%).

: Ry=H, R,=0Bn, R3=H, R4=0Bn, Rs=0OBn (Glc)
: Ry=H, R,=OBn, R3=0OBn, R,=H, Rs=0Bn (Gal)
: R1=0Bn, Ry=H, R3=H, R;=0Bn, Rs=0OBn (Man)
: Ry=H, R,=OBn, R3=0Bn, R4,=H, Rs=H (D-Fuc)
: Ry=H, R,=0Bn, R3=0OBn, R4=H (L-Fuc)

: R;=0Bn, R,=H, R3=H, R4;=OBn (Rha)

-0 aoo0oTw®

The difference in reactivity observed in these sugar ortho esters can be simply explained by their
conformational differences as described above. The backbone ring structure of 47a-d, 48e and f are
predicted to be A or D form in Fig. 20. The figure at the bottom has oxygen atom at C6 of the diol ring
axial to the pyran ring of the lactone. On the other hand, the compounds 47e, f and 48a-d are predicted
to have B or C form as shown in Fig. 20, but the C4 oxygen is axial. Due to the anomeric effect, we could
predict the pyran ring has higher reactivity at axial compared to equatorial®8, but in each sugar ortho
ester, the compound derived from axial cleavage was preferentially produced if used with appropriate
reducing agents. The high B-selectivity can be explained by that the reducing agent and hydride ap-
proached from the same axial side.
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We also carried out reduction of the sugar ortho ester 57a-c by LiAIH,/AICIl;. When major forms
of 57a-c were used, C3 oxygen, which was predicted to be axial, was selectively reduced and selectively
produced B (1 - 4) glycoside 58a-c at 92-97% (Table 9).

Table 9.
R; Rs Ry ,OBN
R1 Ry
Ry -O o OBn R, .0
BnO = LiAIH4/AICI3 BnO O _0Bn
el ieets B
20-/0 Et,0/CH,Cl, Rz Q
r.t., under Ar, 1 hr HO
B0 e BnO ome
57a - ¢ (major) 58a-c

a: Ry=H, Ry=0Bn, R3=H, R4=0Bn (GIc)
b : Ry=H, R,=0Bn, R3=0Bn, R4=H (Gal)
¢ : R1=0Bn, Ry=H, R3=H, R4=0Bn (Man)

Entry Orthoester  Glycoside Yield (%) @

1 57a 58a 95
2 57b 58b 92
3 57c 58¢c 97

These reactions were carried out for 1 hr at r.t. under Ar in
Et,O/CH,CIl, ([orthoester]=50 mM, LiAlH,: 2 eq, AICl3: 2 eq).
a) Isolated yield.

Under this reduction condition, the minor form of 57a-c hardly underwent the reaction. There-
fore, when the products were used for reduction without separating isomers, they gave (3 (1 - 4) glyco-
side without any practical problems.

OBn OBn
BnO Q :
BnO,
O~e">o" 0Bn

49 (R = NPhth)
) EDA/EtOH, 80 °C, 6 hr, 99%

59 (R = NHyp)
) NaH, BnBr, DMF, 60 °C, 8 hr, 94%
60 (R = NBny)
OBn
; OH
LiAIH,/AICI3 BnO o) o
R —— BnO O OBn
Et,0/CH,Cly BnO BNnO
r.t., under Ar, 1 hr NBn,
82 % 61

Fig. 22.

As shown in Fig. 22, ortho ester of glucosamine 49 was also analyzed. After converting 49 to
dibenzyl-protected form 60, reduction by LiAIH,/AICI; selectively produced B (1 - 4) glycoside 61. Unfor-
tunately glucosamine with a phthalimide group 49 or unprotected amino group 59 was not appropriate
as a substrate for the reaction.

The most intriguing aspect of this glycosylation method is that f-mannoside and -rhamnoside
are obtained with remarkably high selectivity. It is difficult to produce cis-1,2-B-glycoside by the conven-
tional method, but this novel strategy allowed selective production of 3-glycoside from either mannose or
rhamnose. The yield at both ortho ester formation and reduction was efficient, and it was equal to or
higher than the other synthetic method for cis-1,2-B-glycoside.5%6° Because this method produces un-
protected hydroxyl groups that are available for further glycosylation, it can be used to produce a branch
point of glycoside chains.
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61

6. Development of the synthesis of carba-sugars using sugar ortho esters

As previously described, the various synthetic methods for cyclitols have been extensively
studied. We developed a simple-step synthesis of carba-hexose by applying reaction of ortho esters
with methyl anions.

OBn OH TMSOMe OBn
n n
o) OH toluene
BnO r.t.,, under Ar, 2 hr BnO O
43a 62 63a 94 %
OBn OBn OBn
BnO o 0 _ AMes BnO OHO BnO OH oH
BnO :>< —_— BnO
BnO o oo, BnO Bno Ok
r.t., under Ar, 2 hr

63a 65a 93 % (Based on 63a)

Fig. 23.

When the excess amount of sugar ortho
ester 63a was allowed to react with trimethyl
aluminum, which is expected to be a methyl

anion donor, an enol ether compound 65a was
obtained at 93% yield (Fig. 23). Because the
ketal 64a was isolated as an intermediate, the
initial step of this reaction must be the ring cleav-
age by methyl anion introduction, shown as in

OBn
BnO OH
Bno“i//\a% OR
" OJ/(

65a (R =H) TBDMSCI, EtsN, DIMAP

DMF, r.t., 2 hr, 91%

Fig. 21. The reaction is followed by cleavage of 86a (R = TBOMS)

the carbon-oxygen bond of the dioxane ring®2 OBn

along with deprotonation by trimethyl aluminum DMSO/Ac,0 Bgﬂég% OTBDMS
to produce an enol ether 65a, and these are rt, 18 hr BnOOJ%
novel reaction observed with ortho esters. The 82% 67a

formed enol ether 65a have seven carbon

atoms, and thus it is useful as a precursor of Fig. 24.

carba-hexose. We then attempted to convert 65a
to aketone 67a (Fig. 24) and formation of cyclo-
hexane ring by aldol condensation.®3

As a result of our evaluation of novel reaction conditions for aldol condensation for alkyl enol
ethers, we found that heating with two equivalent amount of zinc chloride in hydrated tetrahydrofuran®4
converts 67a to a carba-sugar 68a at 90% vyield (Table 10, Entry 5).

Table 10.
OBn OBn OBn
BnO =0 Acid Catalysts BnO BnO
oo OTBDMS Y B“‘m +  BnoA =2
BHOOVQ THF or THF/H,O (19:1) HO OBn © BnO I
67a 68a 69
Yield (%)
Entry Reagent Reagent/67a Additive Conditions Time(h) 68a 69 67a
1 PPTS 1.0 - rt 18 28 51 nd
2 BF3*H,0 1.0 - rt 0.5 69 1 nd
3 ZnCl, 1.0 - rt 18 68 nd nd
4 ZnCl, 1.0 H,O rt 18 28 nd 67
5 ZnCl, 2.0 H,O reflux 4 90 nd nd
6 HCI 2.0 H,O rt 0.5 4 62 nd




As shown in Entry 3, when
zinc chloride was used in the
dehydrated solvent, the reaction
proceeded rapidly but produced by-
products, thus at the reduced yield
of the desired compound. However,
in the presence of small amount of
water, interestingly it produced 68a
at a high yield (Entry 5). Also, when
hydrochloric acid in hydrated
tetrahydroflan was used, it predomi-
nantly produced a diketone 69
(Entry 6). When we omitted silyl
protection to streamline the
procedure and used crude products
of direct oxidation of enol ether 65a
for aldol condensation, we obtained
68a at 73% yield (Fig. 25).

The major product of the first
oxidation reaction was dicarbonyl 70,
and after isolation and aldol conden-
sation, ketone was selectively
converted to 68a (Fig. 25). Similarly,
lactone of galactose 43b and man-
nose 43c produced carba-sugars
68b and c at 64% and 56% total
yield, respectively, via the simple-
step procedure (Fig. 26).

T CIIVIAILLL

1) DMSO/AC,0

number 119

r.t., under Ar, 24 hr

73 %
6

ZnClp, THF/H,0

OBn 2) ZnCl, THF/H,0
BnO OH reflux, 4 hr
Bno’gBo\/ OH _— >
0ok
5a

OBn
BnO
BnO T

HO OBn
68a

O

OBn OBn
BnO reflux, 4 hr BnO
Bn(;&O\\% -0 — > "BHO l
Bnoo 83 % HO OBn (0]
70 68a
Fig. 25.
BnO —~OBn BnO —OBn
fo) a, b, cd
S BnO
BnO=—N S0 64 % (over all) & OBNO
43b 68b
BnO OBn
B”Oﬁ&
BnO—— ~0
BnO—_ OBn HO
Bnoﬁ& abecd 68c (major)
BnO (0] 56 % (over all)
43¢ major:minor = 10:1 HO_OBn
BnOO
Bni
BnOJ 0
68c (minor)

Reagents and Conditions: a) 2,2-dimethylpropanediol, TMSOMe, TMSOTT, toluene,
rt. b) AIMe;s, CHCly, r.t.(or reflux) c) DMSO/AC,0, r.t. d) ZnCly, THF/H,0, reflux

Fig. 26.

When 68c was used, cyclization of aldol produced two isomers at 10 : 1. The conformation of two
isomers of 68b and 68c were determined by X-ray analysis (Fig. 27) and by the formation of cyclic

phenyl boronate derivatives.®

68a is a useful synton for the synthesis of the derivatives of valiolamines,®:%7 and we also
produced voglibose (Fig. 28), a diabetic drug, via two steps according to the method by Fukase et al.58

OH OH
HO HO
HO I HO 1
HO OH HO OH

NH,

valiolamine

Fig. 28.

OH
NH{
OH

voglibose
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7. Conclusion

Although the synthetic methods described in this paper are all targeted at saccharides, we apply these
methods to novel synthetic methods by focusing on enols or lactones within the sugars and by using common
reactions. Saccharides are inexpensive and easily obtainable resources of optically active compounds. We be-
lieve the strategic use of these sugars may greatly contribute to the field of medical chemistry as well as organic
synthetic chemistry. There are many areas left unexplored in the chemistry of saccharides, and we would like to
encourage more researchers to tackle these problems.
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ARYLBORONIC ACIDS

( )
T1772 2-Thiopheneboronic Acid  (contains trimer) (1a) 19
T1975 3-Thiopheneboronic Acid (contains trimer) (1b) 59 1g

OBu OBu 1a)
Br _ II/\>
N7 . T B(OH), Pd(PPhs), (cat) . N)E/ks
BUO )%)NE/ Q MeO(CH,),0Me, Na,COs Bu O)%N
1 TRV

The introduction of a thienyl group often enhances the biological activities as well as their
electrical conductivities in certain molecules, and thus a large number of compounds have been
experimented. Thiopheneboronic acidare useful reagents for the introduction of this thienyl
group to a molecule. As shown in the following examples, the Suzuki-Miyaura coupling reactions
of 1 with 5-bromouracil derivatives in the presence of palladium catalyst furnished 5-(2-thienyl)
uracil derivatives in a 63% and 73% yield, respectivély
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1) Synthesis of various thienyl compounds
a) S. Gronowitz, A.-B. Hornfeldt, V. Kristjansson, T. Musthemica Scripta26, 305 (1986).
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USEFUL SILYL COMPOUND
( )
B2299 1,2-Bis(trimethylsilyl)benzene (1) 19
. 1)
SiMe3 SiMeg
@ PhI(OAC),, TIOH @ _ BuNE [©| l
—_—
) CH,Cl,, 0°Ctor.t. CH2C|2 r.t
SiMes I—Ph
1 (IJTf Y. 100%
2 Y.86%

TeCl
ii) ZnI’PrOH
TeCl3

Silyl compoundL reacts with iodobenzene diacetate in the presence of trifluoromethanesulfonic
acid to give hypervalent iodine compou2d Treatment of compoun® with tetrabutylammonium
fluoride at room temperature generates benzynehich in turn give several types of cyclic com-
pounds in the presence of a trapping agent such as'fugince the generation 8from 1 is carried out
under mild conditions, this methodology can be utilized in various fields.

The reaction of with 1,2-bis(trichlorotelluro)benzene can also provide tellurantédéhe
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H1049 2-[4-(Hydroxymethyl)-2-nitrophenoxy]acetic Acid

Methyl Ester (1) 1g 100mg
B2322 2-[4-(tert-Butyldimethylsilyloxymethyl)-2-nitrophenoxy]-
acetic Acid (2) 1g 100mg

O,N O,N
OH OTBS
eO HO.
R e
1 2

BnO BnO
i) ClsCCN, DBU OPEG /k,
if) PEGOH, TMSOTS D/\ Aco z BnO

iii) LIOH, MeOH, H,0O EDC, DMAP NIS, TESOTf

Y
Y

\ § 0 _Sn(sPhy, ﬁw T ]@/\OPEG
BnO /%
NGO (o) o PhSH EtsN Bzo%%% OMP
BzO BnO OMP
BnO

TBS = tert-butyldimethylsilyl group; PEG = poly(ethylene glycol)methyl ether; EDC =
1-ethyl-3-(3-dimethylaminopropyl)carbodiimide-HCI; NIS = N-iodosuccinimide; TESOTf =
triethylsilyl trifluoromethanesulfonate; MP = 4-methoxyphenyl! group

Linkers1 and2 developed by Manabef al.can be utilized for oligosaccharide synthesis.
Polymer3 derived froml has a strong electron-withdrawing nitro group, and is stable under acidic
condition. Thus, glycosylation under acidic conditions can be carried out. After reaction, due to
intramolecular cyclization occured by reduction of nitro group, cleavage of oligosaccharide from
the polymer can be readily accomplishRedrhese linkers are not only useful for oligosaccharide
synthesis, but also they are expected to be utilized for many other reactions with combination of
Lewis acid.

References
1) Linker for polymer support oligosaccharide synthesis
S. Manabe, Y. ItoChem. Pharm. Bull 49, 1234 (2001).
S. Manabe, Y. Nakahara, Y. It8ynlett, 2000, 1241.
2) A new phenoxyacetate-based linker system for the solid-phase synthesis of oligosaccharides
X. Wu, M. Grathwohl, R. R. Schmid®rg. Lett.,3, 747 (2001).
3) Review
S. ManabeYakugaku Zassi22 295 (2002).
S. ManabeKagaku To Kogyab5, 145 (2002).

Related Products

D2707  2,4-Dimethoxy-4'-hydroxybenzophenone 259 5g
HO0769  4-Hydroxymethylbenzoic Acid 10g
H0961  4-(Hydroxymethyl)phenoxyacetic Acid 19
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POWERFUL CHIRAL AUXILIARIES

for Resolution of Chiral Carboxylic Acids and Alcohols,
and Simultaneous Determination of Thier Absolute Configuration

~
C1325 (-)-10,2-Camphorsultam (1a) 19
C1324 (+)-10,2-Camphorsultam  (1b) 19
C1682 N-(2-Carboxybenzoyl)-(-)-10,2-camphorsultam  (2a) 500mg
C1766 N-(2-Carboxybenzoyl)-(+)-10,2-camphorsultam  (2b) 500mg
C1683 N-(2-Carboxy-4,5-dichlorobenzoyl)-(-)-10,2-camphorsultam
(3a) 500mg
C1767 N-(2-Carboxy-4,5-dichlorobenzoyl)-(+)-10,2-camphorsultam
(3b) 500mg
Me
- / é@  tinker }-coH = é@ \’(@
O// \\O \\ CO,H
la 2a R=H
3a R=Cl

Camphorsultamd,aandlb, are useful chiral auxiliaries, and thisitbenzoy! derivatives can be
used as activated chiral dienophiles to produce Diels-Alder adducts in high asymmetric yields. In con
nection with the study of asymmetric induction potency, Hastdd. have developed a method to
determine the optical resolution and the absolute configuration of chiral carboxylic acid$.tising
addition, they have examined a method to introduce linkers connéatiitg alcohol moiety to apply
this method further to the alcohols, and it was found that phthalic acid was an excellent linker.

Me

HO
OH Alcohols  Solvent?® a Rs  X-Ray Abs. Config. 1st Fr.
Bf©—< 4 HEA=31 11 13 2nd,Fr. R
Me OO 5b H/EA=7/1 1.18 1.06 2nd, Fr. 3R, 3R

@ EA=ethyl acetate, H=n-hexane. ° 3a was used instead of 2a.

4 5

For example, the diastereomers prepared by the reactiawith alcohol4 were separated by
HPLC on silica gel, and the single crystal suitable for X-ray analysis has been obtained from the second
fraction, thus, making it possible to determine that the alcohol moiety of the second fractiS) has (
configuration by X-ray analysf For the poorly soluble ester obtained, the elution time was long, and
the single crystal suitable for X-ray analysis could not be obtained. However, this obstacle was ove
come when dichlorophthalic ac&was used as the link&. Therefore, it is possible to determine the
optical resolution and the absolute configuration of various compounds by using camphorsutams
or 3.
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