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Abstract

The binding constants of crown ethers prepared from tetra-O-substituted myo- and scyllo-inositol derivatives and 2-O-substituted myo- and
scyllo-inositol-1,3,5-orthoformates, with metal picrates show that the O-substituents and the relative orientation of the crown ether oxygen atoms
contribute significantly to the binding of crown ethers with metal ions. In particular, the binding efficiency of myo-inositol derived crown ethers
to silver and potassium ions could be enhanced by introducing benzyl ethers in the inositol ring. Hence binding efficacy and selectivity of metal
ions to inositol derived crown ethers can be tuned by varying substituents on the myo-inositol ring and/or the relative orientation of crown ether

oxygen atoms.
© 2007 Elsevier Ltd. All rights reserved.

Keywords: Crown ether; Cyclitol; Inositol; Supramolecule; Ligand; Metal complex

1. Introduction

Due to a revival in interest in the chemistry of inositols over
the last two decades, naturally occurring inositols and their de-
rivatives have been explored as (i) starting materials for the
synthesis of natural products and their analogs,' (ii) core mole-
cules for the preparation of cation binding ligands,? (iii) chiral
auxiliaries for asymmetric synthesis,” and (iv) for the study
of chemical® and physical transformations® in single crystals.
Although inositols and their derivatives have been known to
form complexes® or suspected to chelate with metal ions’ dur-
ing reactions, inositol derived metal complexing agents were
only synthesized and studied in the recent past.”*® Central to
these efforts is the availability of methods for the selective
protection and deprotection of inositol hydroxyl groups.’
Based on the selective reactions of hydroxyl groups exhibited
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by inositol derivatives, we had designed and synthesized
myo-inositol based podands and crown ethers, which exhibited
preferential binding to lithium, potassium, and silver ions.'® In
particular, the relative orientation of the crown-ether oxygen
atoms in myo-inositol derived crown ethers appeared to play
a significant role in their binding to metal picrates.'*>® The
six secondary hydroxyl groups of inositols allow the construc-
tion of isomeric crown ethers as well as the introduction of
pendant groups that can affect the binding of ions. It was in-
teresting to see whether such a simple approach could be
used to tune the binding of a particular metal ion to crown
ethers derived from inositols. The continued interest in the
tuning of metal ion binding ability of neutral complexing
agents is mainly because of the various applications that
they find in different areas of chemistry,'" biology,'? and medi-
cine."® Various approaches™'%'* including crown ethers de-
rived from cyclohexane diols and tetrols'® for improving the
complexation and transport of cations have earlier been attemp-
ted, with varying degrees of success. We herein present the
synthesis and metal ion binding studies with scyllo-inositol
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and myo-inositol derived crown ethers, which show that the
efficiency of metal picrate binding is influenced by (i) the rel-
ative stereo-disposition of the inositol oxygen atoms involved
in crown ether formation, (ii) substituents present on the oxy-
gen atoms not involved in crown ether formation, and (iii) the
relative disposition of the C2-substituent in inositol orthoester
derived crown ethers.
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Scheme 1. Reagents and conditions: (a) DMF, NaH, Mel, rt, 10 min, 92%; (b)
Mg/MeOH, rt, 3 h, 94%; (c) THF, NaH, TsO(CH,CH,0);Ts, reflux, 24 h; (d)
MeOH, NaOMe, reflux, 12 h, 37% (over two steps); (¢) MeOH, 10% Pd/C,
H,, rt, 3h; (f) DMF, NaH, Mel, 0°C to rt, 1 h, 52%; (g) THF, NaH,
TsO(CH,CH,0)5Ts, reflux, 24 h.
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2. Results and discussion

myo-Inositol derived crown ethers (4, 8, 11, and 16)16 hav-
ing different relative orientation of the crown ether oxygen
atoms and containing auxiliary methyl and benzyl ethers
were prepared from suitably protected myo-inositol derivatives
1,7,9, and 12. The crown ether 6 was prepared from the pre-
viously reported myo-inositol derived crown ether 5.'°° The
yield of the crown ether 6 from a reaction of the diol 13 and
tetraethyleneglycol ditosylate was too low to be of practical
value. Hence the di-O-benzyl crown ether 5 was converted
to 6 by hydrogenolysis of the benzyl ethers followed by
O-methylation (Scheme 1).

The crown ethers 11 and 16 (Scheme 2) were prepared
from the diol 9'7 and the diisopropylidene derivative 12,'®
respectively. The crown ethers 11 and 16 were prepared to
investigate the effect of the relative position of the benzyl
groups in the binding of metal ions to myo-inositol derived
crown ethers.

The scyllo-inositol derived crown ethers 18, 19, 20, and 23
were prepared from the diols 17 and 7 as shown in Scheme 3.
The scyllo-inositol orthoformate derived crown ether 27 was
prepared from ditosylate 24. During the preparation of most
of the inositol derived crown ethers (Schemes 1—3) the prod-
uct was contaminated with a considerable amount of the
corresponding oligoethyleneglycol ditosylate used. The re-
spective oligoethyleneglycol ditosylate could not be separated
from the crown ethers by column chromatography. Hence, the
crude crown ethers were refluxed with sodium methoxide in
methanol to convert the unreacted oligoethyleneglycol ditosyl-
ate to the corresponding dimethyl ether, from which the crown
ethers could be separated. Metal picrate extraction constants
for all the crown ethers were estimated by Cram’s method'’
(Tables 1 and 2).
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Scheme 2. Reagents and conditions: (a) DMF, NaH, Mel, 0 °C to rt, 20 h, 87%; (b) acetic acid—water (4:1), 100 °C, 3 h, 82% (for 10), 77% (for 15); (c) THF, NaH,
TsO(CH,CH,0)5Ts, reflux, 24 h; (d) MeOH, NaOMe, reflux, 8—10 h, 68% (for 11), 74% (for 16); (¢) DMF, NaH, Mel, 0 °C to rt, 30 min, 61%; (f) dichloro-
methane—MeOH (2:1), camphorsulphonic acid (cat), rt, 2.5 h, 87%; (g) DMF, NaH, BnBr, 0 °C to rt, 1 h, 53%.
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Scheme 3. Reagents and conditions: (a) THF, NaH, TsOCH,CH,OCH,(CH,0OCH,),,CH,OTs, reflux, 24 h; (b) MeOH, NaOMe, reflux, 12 h, 14% (for 18), 57% (for
19), 75% (for 20), 66% (for 23) (over two steps); (c) benzene, PPh;, C¢HsCOOH, DIAD, 3 A molecular sieves, 80 °C, 16 h, 69%; (d) MeOH, NaOH, reflux, 2 h,
77%; (e) THF, NaH, TsO(CH,CH,0)sTs, reflux, 24 h, 53% (for 27); (f) DMF, BnBr, NaH, rt, 10 min, 97%; (g) MeOH, NaOMe, reflux, 24 h, 97%.

Table 1
Association constants (K,x10™*dm® mol™') of myo-inositol derived crown
ethers with metal picrates in CDCl; at 27 °C

Picrate Crown
4 6 8 11 16

Li 16 290 1.8 9.7 8
Na 24 2.9 6.5 22 28
K 0.7 2.2 48 550 460
Cs 0.3 0.8 1.3 11 37
NH{ 0.1 0.6 22 139 933
Ag 0.2 4.6 63 286 348
Table 2

Association constants (K,x 10~* dm> mol™!) of scyllo-inositol derived crown
ethers with metal picrates in CDClj at 27 °C

Picrate Crown
18 19 20 23 27

Li 33 13 6.3 54 17
Na 1.5 2.3 2.1 1.7 58
K 0.7 1.5 8.5 6.8 722
Cs 0.7 3.2 8.8 2 22
NH; 0.8 1.6 86 1.6 193
Ag 10 12 1900 21 245

2.1. myo-Inositol derived crown ethers

The crown-6-ethers 8 and 11 showed better binding to
potassium and silver picrate as expected, while crown ether
16 exhibited the highest binding with ammonium picrate.

The dimethyl crown-5-ether 6 exhibited the highest binding
constant for lithium picrate among the newly synthesized
crown ethers. Calculation of the ratio of association constants
(which reveals the magnitude of the preference of a crown
ether for the binding of a particular metal ion) between differ-
ent metal picrates, for binding to the same crown ether showed
that highest selectivity is exhibited by crown ether 6 for the
binding of lithium picrate (K /Ka(NHI) =490, see Supple-
mentary data) and the lowest selectivity was exhibited by
crown ether 16 for the binding of potassium (Kyky/Kaag=1)
and ammonium (K, np;)/Kax) =2) picrates. The lower range
of selectivity exhibited by the crown ethers 11 and 16 (for the
binding of metal picrates tested) as compared to crown ether 6
(most selective for lithium) could be due to the presence of
benzyl ether groups in the former two crown ethers. The pres-
ence of aromatic rings in crown ethers is known to influence
their selectivity toward the binding of metal picrates (picrate
effect:*° preferential extraction of metal picrates due to the
presence of aromatic rings in crown ethers; however, see
below).

A comparison of the metal picrate extraction constants of
the tetramethyl crown ether 8 to the corresponding dibenzyl
crown ethers 11 and 16 shows that the latter two crown ethers
exhibit better binding of potassium, ammonium, and silver
picrates. The extent of selectivity for these picrates is in gen-
eral better in the case of dibenzyl crown ethers 11 and 16 than
the selectivity exhibited by the tetramethyl crown ether 8.
However, selectivity between any two of potassium, ammo-
nium, and silver picrates, exhibited by 11 and 16 is marginal.
Furthermore, it is interesting to note that picrates of silver,
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potassium, and ammonia bind better to the crown ethers 8, 11,
and 16, respectively (compared to other picrates tested for
a given crown ether). If benzyl ethers were merely contribut-
ing to the binding of picrates due to picrate effect,’® the
dibenzyl ethers 11 and 16 should have exhibited worse
selectivity for potassium and silver picrates as compared to
the corresponding tetramethyl crown ether 8. Hence these re-
sults clearly show that selective binding of metal picrates can
be tuned by changing the protecting groups (methyl to benzyl)
on the inositol hydroxyl groups.

The results discussed above prompted us to compare the
metal picrate extraction characteristics of the crown ethers
reported in the present study with those containing only benzyl
groups (28, 29, 32) on the myo-inositol ring (Fig. 1).'°>¢ We
had earlier determined the association constants for the bind-
ing of crown ethers 28,' 29,'°° and 32'°® to metal picrates
(28: Ka(L,)_Z 72x10°; Ka(K)—6 9%10%; K aNHp) = 2.1 103;
Kaag=9x 10%  29: Kaiy=9.57x% 10%; Ka(K)fZ 59 104
Kyomp) = 8.1 % 10%; Kyag=3. 42x10%; 32: K,,=3.52x10%
Kd(CS)—l 18x10°; Kyagy=4.95x10"" dm® mol ). A compari-
son of the ratios (see Supplementary data) of picrate extraction
constants between crown ethers with methyl groups (4, 6, 8)
and the corresponding crown ether with benzyl groups (28,
29, 32) showed that benzyl ethers contribute significantly to
the binding of potassium and silver picrates, especially in
the crown-6-ether 32. It is known that olefinic'***' and aroma-
tic'*® mt-electron systems contribute significantly to the forma-
tion of silver complexes and, binding of potassium to
calixarene'™" derived crown ethers is enhanced by aromatic
groups, near the crown ether moiety. Although all the myo-
inositol derived crown ethers containing benzyl groups bind
metal picrates better than the corresponding crown ethers con-
taining methyl ethers, an unusually high ratio of association
constants is exhibited for the binding of silver picrate
(Ka32)/Ka8y=78,500), followed by potassium picrate (K,az)/
K.s)=730). If the contribution of benzyl ethers to the binding
of metal picrates was only due to picrate effect,”® then the ratio
of binding constants for silver picrate between the crown
ethers (as above) should have been comparable to that of other
picrates.

Figure 1. myo-Inositol derived crown ethers containing auxiliary benzyl
ethers.'0>*

We also calculated the ratio of extraction constants between
lithium picrate and other picrates for crown-4 and crown-5-
ethers and similar ratios for the extraction of potassium and
silver picrates for crown-6-ethers, since these ethers exhibited
the highest binding constants for lithium, potassium, and silver
picrates. A comparison of these values for a given crown ether
containing methyl/benzyl protecting groups was interesting
(also see Supplementary data). The extent of the picrate effect
was revealed by the selectivity of metal picrate binding ex-
hibited by methyl crown ethers as compared to benzyl crown
ethers. For example, the selectivity for the binding of lithium
picrate to the methyl crown-4-ether 4 was K, /Ka(NHI) =
160, while the corresponding value for the benzyl crown 28
was Ky /Ka<NH4+) = 130. Similarly, the highest selectivity
for the binding of lithium picrate to the methyl crown-5-ether
6 observed was K, /K, (NH}) = = 490, while the corresponding
value for the benzyl crown 29 was Kywi) /K, i) = 12. In
contrast, the selectivity for the binding of potassmm and silver
picrates to the methyl crown-6-ether 8 were K,k )/Kycsy=37
and Kyag)/Kacsy=48, respectively, while the corresponding
values for the benzyl crown 32 were K,x)/Kycs=2980 and
Kaagy/Kacs=4.2% 10°. In the former crown ethers (4 vs 28
and 6 vs 29) this result is in accordance with the picrate
effect’® (reduction in selectivity due to the presence of aro-
matic groups in crown ethers) reducing the selectivity among
metal picrates. However, for the crown-6-ethers (8 vs 32) the
selectivity pattern is the opposite to that expected for the
picrate effect.® Hence these results also reveal that the selec-
tivity for the binding of metal ions to myo-inositol derived
crown ethers could be tuned by varying the auxiliary groups
on the inositol ring. These results clearly show that the benzyl
groups in myo-inositol derived crown-6-ether 32 are indeed
necessary for the better binding of K* and Ag™ ions.

A comparison of the binding constants for the isomeric crown
ethers 11 and 16 with metal picrates reveals that the relative po-
sitions of the benzyl groups in crown-6-ethers does not have
much bearing on their metal picrate binding abilities. However,
the ratio of metal picrate binding constants for dibenzyl crowns
(11, 16) and tetramethyl crown ether 8 shows that the presence
of two benzyl groups in the former increases their binding to
metal picrates. Similarly, the ratio of the binding constants for
tetrabenzyl crown-6-ether 32 to the corresponding dibenzyl
crowns (11, 16) shows that the binding of potassium and silver
picrates increases dramatically due to the presence of two
additional benzyl groups (K,32/Ka11)=17,000 and K,aay/
Kaa6)= 14,100 for the binding of silver picrate). These results
suggest that benzyl protecting groups in myo-inositol derived
crown ethers interact with cations'*"?! rather than enhancing
the binding of metal picrates by merely interacting with picrate
ions. It is likely that the unusually large binding of tetrabenzyl
crown-6-ether 32 with silver picrate observed could be due to
co-operative binding between silver picrate and crown ethers
rather than the formation of 1:1 complexes. This is schemati-
cally represented in Figure 2. The results presented so far clearly
suggest that the binding and selectivity of myo-inositol derived
crown ethers to metal picrates depend on the auxiliary groups
present on the myo-inositol ring.
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Figure 2. Co-operative binding between silver picrate and myo-inositol derived
crown ethers containing benzyl groups.

2.2. scyllo-Inositol derived crown ethers

Among the newly synthesized crown ethers, crown-4-ether
18 showed the highest binding to lithium picrate, while the
crown-6-ether 20 showed the highest binding to silver picrate
and the crown-6-ether 27 showed the highest binding to potas-
sium picrate. The ratio of association constants for the binding
of picrates to a given crown ether, revealed the selectivity ex-
hibited by that crown ether. The crown-4-ether 18 was more
selective for lithium picrate as expected (K,uwi/Kax)=47;
Koi/Kanay=22); the crown-5-ether 19 was also selective
for lithium picrate, but the extent was much less (Kuqriy/
Kax)=9; Kywiy/Kanay = 6); the crown-6-ether 20 was selective
for silver picrate (Kyag/Kawiy=300; Kyag/Kanay=900;
Kaag/Kaxy=220). On the other hand the crown-6-ether 23
was marginally selective for silver (Kyag/Kax)=3; Kaag)/
Kanay=12). The crown-6-ether 23 exhibited almost no selec-
tivity for potassium (K,ky/Kawiy=1; Kaxy/Kana)=4; Kax/
Kycs)=3) whereas the diaxial crown-6-ether 27 showed better
selectivity for potassium (Kyky/Kawiy =42; Kaky/Kanay=12;
KaxyKacs)=33).

A comparison of the ratio of association constants between
the crown-6 ethers 20 and 23 showed that the presence of benz-
yl groups in scyllo-inositol derived crown-6 ether aides the
binding of ammonium and silver picrates (K,20y/K,23)=54
and 90 for the extraction of ammonium picrate and silver pic-
rate, respectively). A comparison of the selectivities exhibited
by these crown ethers shows that the presence of methyl
groups in scyllo-1,2-crown ethers makes the crown ether mar-
ginally selective for potassium picrate, while the presence of
benzyl groups enhances the selectivity for the binding of silver
picrate. In particular, for selectivity between Ag® and K*,
which have more or less same ionic radii, the benzyl crown-
6-ether 20 is much more selective for silver (Kyag)/
K,x)=220) as compared to the methyl crown-6-ether 23
(Kaag)/Kay=3).

2.3. scyllo-Inositol derived crown ethers versus myo-inositol
derived crown ethers

It is of interest to compare the picrate extraction constants
of scyllo-crown ethers with the corresponding myo-crown
ethers as this gives an indication of the effect of the relative
stereochemical disposition of the two of the oxygen atoms
in the inositol derived crown ethers or the effect of an auxiliary
C2-oxygen atom in the inositol orthoester derived crown
ethers. The scyllo-crown ethers 18, 19, 20, 23 and the myo-
crown ethers 30, 31, 32, 8 only differ in the disposition of
the C2-oxygen, which is axial in myo-inositol derived crown
ethers and equatorial in scyllo-inositol derived crown ethers.

In orthoesters 33 and 27 although the myo-crown ethers as
well as the scyllo-crown ethers have two axial oxygen atoms
that form the crown ether, the C2-oxygen in the former is
anti- with respect to the crown ether moiety but syn- in the lat-
ter. These differences appear to considerably influence the
metal picrate extraction ability of these molecules. A compar-
ison of the metal picrate extraction constants shows that by
and large myo-inositol derived crown ethers extract metal pic-
rates better than the corresponding scyllo-inositol derived
crown ethers. But, in orthoester based crown ethers, the
scyllo-crown ether appears to be slightly better for the extrac-
tion of metal picrates (except for potassium picrate). This var-
iation in the stereochemical disposition of one oxygen atom in
the inositol ring has a very large effect for the extraction of
potassium  (K,(32)/Ka20)=4100) and silver picrate (Kua1y/
Ka19)=2300; Ku32y/Ka200=2600). It is interesting to note
that although the myo-crown-6-ether 32 exhibits a very high
binding constant with silver picrate, the extent to which the
picrate binding is affected due to change in stereochemistry
from myo- to scyllo-configuration matters more for the binding
of potassium than silver. For other cations tested, the change in
stereochemistry does not have as big an influence on their
binding to crown ethers.

A comparison of the picrate binding constants of the myo-
and the corresponding scyllo-crown ethers also reveals that the
enhanced binding observed for picrates of sodium, potassium,
and silver, to myo-crown ethers 31 and 32, is mainly due to the
change in the disposition of one of the oxygen atoms of the
inositol ring. If the enhanced picrate extraction was mainly
due to the presence of aromatic rings in the crown ether
(picrate effect®™®), scyllo-crown ethers should have exhibited
comparable binding constants to those of myo-inositol crown
ethers, since all the crown ethers possess four benzyl groups.
This is further supported by a comparison of the picrate
extraction constants of 8 and 23; the myo-crown ether 8 shows
better binding for sodium, potassium, ammonium, and silver
picrates as compared to the scyllo-crown ether 23. As men-
tioned earlier, binding of myo-inositol crown ethers (such as
8) to metal picrates could be enhanced by replacing the methyl
groups with benzyl groups. Although this effect is seen for
scyllo-derived crown-6-ether also, the extent of increase is
much smaller (scyllo Ky0/Ka23y=1 and myo K,aa
K.s) =730 for potassium picrate; scyllo K,a0/Ky23=90
and myo K,32)/K,s)=78,500 for silver picrate).

3. Conclusion

The metal picrate binding ability of inositol derived crown
ethers varies depending on the relative orientation of crown
ether oxygen atoms. The extent of metal ion binding to the
inositol derived crown ethers can be tuned by changing the
auxiliary protecting groups on the hydroxyl groups not in-
volved in crown ether formation. Further, the results suggest
that the efficiency of metal picrate binding is a result of a con-
certed effect of all these factors rather than primarily due to
one factor, which enhances metal picrate binding. Binding of
inositol-based crown ethers to silver can be enhanced without
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the introduction of any soft ligating sites such as sulfur or
nitrogen. Due to the presence of six hydroxyl groups in inosi-
tols, the hydroxyl groups unutilized for the construction of
crown ethers can be derivatized to modulate the binding effi-
ciency of cations to crown ethers. We are currently investigat-
ing the possibility of such fine tuning of cyclitol derived crown
ethers for the selective binding of other metal ions.

4. Experimental section
4.1. General methods

All the solvents used were purified according to literature
procedures.”” Sodium hydride used in experiments was 60%
suspension in mineral oil and it was washed with dry petro-
leum ether prior to use. All air or moisture sensitive reactions
were conducted under argon or nitrogen atmosphere. Thin
layer chromatography was performed on E. Merck pre-coated
60 F,s4 aluminum plates and the spots were rendered visible
either by shining UV light or by charring the plates with chro-
mic acid. Flash column chromatography was carried out on
silica gel (230—400 mesh). Compounds previously reported
in the literature were characterized by comparison of their
melting points and/or 'H NMR spectra with the reported
data. IR spectra were recorded in CHCI; solution or in Nujol
or as thin film (neat) on a Shimadzu FTIR-8400 spectropho-
tometer. NMR spectra were recorded in CDCl3 solutions on
Bruker AV200 spectrometer unless otherwise mentioned and
chemical shifts (0) reported are referred to TMS as an internal
standard. Microanalytical data were obtained using a Carlo-
Erba CHNS-0 EA 1108 elemental analyzer. All the melting
points were recorded on a Biichi B-540 electro-thermal melt-
ing point apparatus and are uncorrected. Yields refer to chro-
matographically and spectroscopically pure compounds.
Procedures for the preparation of crown ethers and estimation
of their binding constants (with metal picrates) were as
reported earlier.'%*¢

4.1.1. 2-O-Methyl-4,6-di-O-tosyl-myo-inositol 1,3,5-
orthoformate (2)

A mixture of ditosylate 1,2 (3.05 g, 6.11 mmol), sodium
hydride (0.488 g, 12.20 mmol), in dry DMF (10 mL) was
stirred for 5 min and methyl iodide (1.14 mL, 18.31 mmol)
was added and stirring continued for another 5 min. The reac-
tion was quenched by the addition of ice and the solvents were
evaporated under reduced pressure. Usual workup of the resi-
due with dichloromethane, followed by column chromatogra-
phy (eluent: 20% ethyl acetate in light petroleum) gave the
methyl ether 2 (2.88 g, 92%) as a white solid. R=0.2 (25%
ethyl acetate in light petroleum); mp 138—140 °C; '"H NMR
(200 MHz; CDCl3): 6=2.46 (s, 6H; ArCHj;), 3.40 (s, 3H;
OCH;), 3.57—3.65 (m, 1H; Ins-H), 4.12—4.22 (m, 1H;
Ins-H), 4.25—4.35 (m, 2H; Ins-H), 5.09 (t, /=3.9 Hz, 2H;
Ins-H), 5.42 (d, J/=1.0 Hz, 1H; HCO3;), 7.37 (d, J=8.3 Hz,
4H; Ar-H), 7.83 (d, J=8.8Hz, 4H; Ar-H); ’C NMR
(50.3 MHz, CDCl3): 6=21.5 (ArCHj;), 56.8 (OCH3), 67.1
(Ins-C), 67.4 (Ins-C), 68.5 (Ins-C), 71.6 (Ins-C), 102.5

(HCO5), 127.8 (Ar-C), 130.0 (Ar-C), 132.4 (Ar-C), 145.7
(Ar-C). Anal. Calcd for C,,H,40,0S,: C, 51.55; H, 4.72; S,
12.51. Found: C, 51.76; H, 4.95; S, 12.14%.

4.1.2. 2-O-Methyl-myo-inositol 1,3,5-orthoformate (3)

The ditosylate 2 (4.8 g, 9.35 mmol) was dissolved in a mix-
ture of dry methanol (90 mL) and dry THF (30 mL). Magne-
sium turnings (3.40 g) were added and the mixture was
stirred at room temperature for 3 h. Silica gel was added to
the reaction mixture and the solvent was evaporated under
reduced pressure. The diol 3 (1.80 g, 94%) was isolated by
flash column chromatography of this residue (eluent: 30%
light petroleum in ethyl acetate) as a white solid. R=0.6
(70% light petroleum in ethyl acetate); mp 173—175 °C; 'H
NMR (200 MHz; DMSO-dg): 6=3.35 (s, 3H; OCH3;), 3.65—
3.70 (m, 1H; Ins-H), 4.00—4.10 (m, 1H; Ins-H), 4.10—4.20
(m, 2H; Ins-H), 4.25—4.40 (m, 2H; Ins-H), 5.44 (s, 1H;
HCO3), 5.50 (d, J=6 Hz, 2H; OH, D,O Exchangeable); '*C
NMR (50.3 MHz, DMSO-dg): 6=56.0 (OCH3;), 67.5 (Ins-C),
68.4 (Ins-C), 69.7 (Ins-C), 71.3 (Ins-C), 102.1 (HCO5); IR
(Nujol): v,,=3323, 3523 cm~'. Anal. Caled for CgH;,Og:
C, 47.06; H, 5.92. Found: C, 46.91; H, 5.90%.

4.1.3. 2-O-Methyl-4,6-(13-crown-4)-myo-inositol 1,3,5-
orthoformate (4)

The diol 3 (0.204 g, 1.00 mmol), sodium hydride (0.16 g,
4.00 mmol), triethyleneglycol ditosylate (0.596 g, 1.30 mmol),
and dry THF (100 mL) were used to prepare the crown ether 4
as reported earlier'°° and was isolated as a pale yellow gum
(0.108 g, 37%) by column chromatography (eluent: 35% ethyl
acetate in light petroleum). R,=0.1 (35% ethyl acetate in light
petroleum); '"H NMR (200 MHz; CDCly): 6=3.53 (s, 3H;
OCH3;), 3.58—3.81 (m, 12H; OCH,CH,0), 3.85 (dd, J;=7 Hz,
J>=2 Hz, 1H; Ins-H), 4.25 (t, J=4 Hz, 2H; Ins-H), 4.31—4.41
(m, 2H; Ins-H), 4.49—4.60 (m, 1H; Ins-H), 5.52 (s, 1H;
HCO3); '*C NMR (50.3 MHz; CDCl5): 6=56.4 (OCH3), 67.4
(Ins-C), 69.1 (Ins-C), 69.5 (CH,), 69.6 (Ins-C), 70.2 (CH,),
70.7 (CH,), 744 (Ins-C), 103 (HCOs3); IR (Neat):
Vmax—=3390—3640 cm ', Anal. Calcd for C,4H»,05-2H,0: C,
47.45; H, 7.39. Found: C, 47.85; H, 7.13%.

4.1.4. Racemic 1,2-O-isopropylidene-3,6-di-O-methyl-4,5-
(15-crown-5)-myo-inositol (6)

A mixture of racemic 1,2-O-isopropylidene-3,6-di-O-benz-
yl-4,5-(15-crown-5)-myo-inositol'” (5, 0.136 g, 0.24 mmol)
and 10% Pd/C (0.040 g) in methanol (7 mL) was stirred at
room temperature, under hydrogen atmosphere for 3 h. The re-
action mixture was filtered and the filtrate was concentrated on
rotary evaporator to get the corresponding crude diol as a gum
(0.087 g, 95%). This experiment was repeated to get more of
the crude diol, which was further methylated. A mixture of
the diol (0.188 g, 0.49 mmol) obtained above, sodium hydride
(0.080 g, 2.00 mmol), and DMF (4 mL) was stirred for 10 min
at 0—5°C and then a solution of methyl iodide (0.31 mL,
5.00 mmol) in DMF (1 mL) was added dropwise. The reaction
mixture was allowed to come to room temperature and stirred
for further 1 h. Excess sodium hydride was destroyed by the



2166 S.S. Dixit, M.S. Shashidhar | Tetrahedron 64 (2008) 2160—2171

addition of methanol (1 mL) and the reaction mixture was
concentrated under reduced pressure to a semi-solid. This
was dissolved in chloroform (80 mL), washed with water
(20 mL x3) followed by brine, and the organic layer was dried
over anhyd sodium sulfate and the solvent was removed under
reduced pressure to get a gum. This was purified by flash col-
umn chromatography (eluent: 35% ethyl acetate in light petro-
leum) to get the crown ether 6 as a gum (0.105 g, 52%), which
turned to a colorless solid on storing in a refrigerator. R,=0.2
(35% ethyl acetate in light petroleum); mp 57 °C; "H NMR
(200 MHz; CDCl3): 6=1.36 (s, 3H; CH3), 1.53 (s, 3H; CH3),
3.10 (t, J=9 Hz, 1H; Ins-H), 3.33—3.43 (m, 2H; Ins-H), 3.54
(s, 3H; OCH3), 3.57 (s, 3H; OCHj3;), 3.60—4.03 (m, 18H; 2
Ins-H and OCH,CH,0), 4.39 (dd, J,=5 Hz, J,=4 Hz, 1H;
Ins-H); '*C NMR (50.3 MHz; CDCls): 6=25.8 (CH3), 27.7
(CH3), 59.0 (OCHj3), 60.1 (OCHj3), 70.3 (CH,), 70.4 (CH,),
70.6 (CH,), 71.09 (CH,), 71.11 (CHp), 72.2 (CH,), 72.3
(CH,), 73.6 (Ins-C), 78.6 (Ins-C), 79.5 (Ins-C), 80.8 (Ins-C),
82.5 (Ins-C), 84.4 (Ins-C), 109.7 (CMe,); IR (Neat):
Vmax=3400—3600 cm~!. Anal. Calcd for C,9H3404-0.75H,0:
C, 54.33; H, 8.52. Found: C, 54.39; H, 8.27%. A small amount
(0.07 g, 38%) of 1,4-di-O-methyl-5,6-(15-crown-5)-myo-ino-
sitol was also obtained (as revealed by "H NMR spectrum)
but it was not characterized completely.

4.1.5. Racemic 14.,5,6-tetra-O-methyl-myo-inositol (7)

The racemic tetramethyl ether 7 was prepared as reported
earlier™ except that sodium hydride was used instead of
silver(I) oxide for the O-methylation of racemic 1,2-O-isopro-
pylidene-myo-inositol. The product was crystallized from
ethyl acetate—light petroleum, to give colorless needles, mp
105—106 °C (1it** mp 102—104 °C); '"H NMR (500 MHz;
CDCls): 6=2.56 (s, 1H; OH, D,O exchangeable), 2.68 (s, 1H;
OH, D,0 exchangeable), 3.0 (t, /=9 Hz, 1H; Ins-H), 3.05 (dd,
J1=7Hz, J,=3 Hz, 1H; Ins-H), 3.34—3.42 (m, 2H; Ins-H),
3.45 (t, J=9 Hz, 1H; Ins-H), 3.50 (s, 3H; OCH3;), 3.61 (s, 3H;
OCHy), 3.62 (s, 3H; OCH3), 3.65 (s, 3H; OCHj3;), 4.20—4.25
(m, 1H; Ins-H); >C NMR (50.3 MHz; CDCl;): 6=58.1
(OCH3), 60.5 (OCH3;), 60.8 (OCH3), 68.4 (Ins-C), 71.2 (Ins-C),
81.6 (Ins-C), 82.6 (Ins-C), 82.8 (Ins-C), 85.1 (Ins-C); IR
(CHCI3): ¥1nax=3210—3600 cm ™.

4.1.6. Racemic 1,2-(18-crown-6)-3,4,5,6-tetra-O-methyl-
myo-inositol (8)

The diol 7 (0.236 g, 1.00 mmol), sodium hydride (0.16 g,
4.00 mmol),  pentaethyleneglycol ditosylate  (0.710 g,
1.30 mmol), and dry THF (100 mL) were used to prepare the
crown ether 8, which was isolated as a gum (0.163 g, 37%) after
flash column chromatography (eluent: 3% methanol in dichloro-
methane). R=0.4 (5% methanol in chloroform); 'H NMR
(200 MHz; CDCl3): 6=2.85—2.98 (m, 2H; Ins-H), 3.05 (dd,
J1=10 Hz, J,=2 Hz, 1H; Ins-H), 3.35—3.85 (m, 32H; OCHs;,
OCH,CH,0), 3.97 (t, J=6 Hz, 2H; Ins-H), 4.07 (t, /=3 Hz,
1H; Ins-H); '3C NMR (50.3 MHz; CDCls): 6=57.9 (OCH;),
58.7 (OCH;), 60.5 (OCH3), 70.2 (CH,), 70.6 (CH,), 71.4
(CH,), 71.6 (CH,), 74.1 (Ins-C), 81.2 (Ins-C), 82.0 (Ins-C),
82.6 (Ins-C), 82.7 (Ins-C), 85.3 (Ins-C); IR (Neat):

Vmax—=3200—3650 cm ™', Anal. Caled for C,yoH33049-H,0: C,
52.61; H, 8.83. Found: C, 52.66; H, 8.73%.

4.1.7. Racemic 14-di-O-benzyl-5,6-di-O-methyl-myo-
inositol (10)

Racemic 1,2-O-isopropylidene-3,6-di-O-benzyl-myo-inosi-
tol'”” (9, 0.8g, 2.00mmol), sodium hydride (0.32g,
8.00 mmol), and DMF (8 mL) were stirred at 0—5 °C under ni-
trogen atmosphere for a few minutes. Then methyl iodide
(0.74 mL, 12.00 mmol) was added dropwise. The reaction mix-
ture was allowed to come to room temperature and stirred for
further 20 h. The reaction was quenched by adding methanol
(0.5 mL); DMF was removed under reduced pressure to get a
solid. This solid was dissolved in dichloromethane (200 mL),
washed with water (50 mL x3) followed by brine and the or-
ganic layer dried over anhyd sodium sulfate. The solvent was re-
moved under reduced pressure; the residue was purified by
column chromatography (eluent: 15% ethyl acetate in light pe-
troleum) to get racemic 1,2-O-isopropylidene-3,6-di-O-benzyl-
4,5-di-O-methyl-myo-inositol as a gum (0.753 g, 87%). R;=0.5
(25% ethyl acetate in light petroleum); '"H NMR (200 MHz;
CDCl3): 6=1.35 (s, 3H; CHj3), 1.50 (s, 3H; CH3y), 3.01-3.14
(m, 1H; Ins-H), 3.51-3.59 (m, 2H; Ins-H), 3.59 (s, 3H;
OCHs;), 3.62 (s, 3H; OCH3), 3.68 (dd, J,=2 Hz, J,=1 Hz, 1H;
Ins-H), 4.07 (t, J=6 Hz, 1H; Ins-H), 4.24 (dd, J,=6 Hz,
J>=3 Hz, 1H; Ins-H), 4.70—4.90 (m, 4H; CH,Ph), 7.30—7.50
(m, 10H; Ar-H); 3C NMR (50.3 MHz; CDCl3): 6=254
(CHj3), 27.3 (CHj), 60.1 (OCHs3), 72.9 (CH,Ph), 73.4
(CH,Ph), 74.3 (Ins-C), 76.3 (Ins-C), 78.4 (Ins-C), 81.6
(Ins-C), 82.3 (Ins-C), 83.9 (Ins-C), 109.4 (CMe,) 127.2 (Ar-
O), 127.5 (Ar-C), 127.6 (Ar-C), 128.0 (Ar-C), 128.1 (Ar-C),
138.1 (Ar-C), 138.3 (Ar-C). 1,2-O-Isopropylidene-3,6-di-O-
benzyl-4,5-di-O-methyl-myo-inositol (0.720 g, 1.68 mmol) ob-
tained above was dissolved in acetic acid—water (4:1, 10 mL)
and stirred at 100 °C for 3 h. The solution obtained was cooled
to ambient temperature and evaporated at reduced pressure to
get a gum. Co-evaporation of the gum with dry benzene
(10 mL x3) gave 10 as a white solid (0.538 g, 82%), mp 109—
111 °C; crystallization from dichloromethane—light petroleum
gave colorless needles, mp 111—112 °C. '"H NMR (200 MHz;
CDCl3): 0=2.51 (br s, 2H; OH, D,O exchangeable), 3.09
(t, J=9 Hz, 1H; Ins-H), 3.31 (dd, J,=10 Hz, J,=3 Hz, 1H;
Ins-H), 3.41 (dd, J,=10 Hz, J,=3 Hz, 1H; Ins-H), 3.58 (t, /=
9 Hz, 1H; Ins-H), 3.67 (s, 3H; OCH3), 3.68 (s, 3H; OCH,),
3.69—3.76 (m, 1H; Ins-H), 4.16 (t, /=3 Hz, 1H; Ins-H), 4.65—
5.10 (m, 4H; CH,Ph), 7.25—7.45 (m, 10H; Ar-H); '°C NMR
(50.3 MHz; CDCl3): 6=60.9 (OCH3;), 61.1 (OCHj3), 69.3 (Ins-
C©), 71.4 (Ins-C), 72.5 (CH,Ph), 75.2 (CH,Ph), 79.5 (Ins-C), 81.1
(Ins-C), 83.4 (Ins-C), 85.2 (Ins-C), 127.6 (Ar-C), 127.7 (Ar-C),
1279 (Ar-C), 12837 (Ar-C), 128.39 (Ar-C), 137.9 (Ar-C),
138.6 (Ar-C); IR (CHCl3): Vpax=3220—3568 cm ™. Anal. Calcd
for C,,H,30¢: C, 68.02; H, 7.26. Found: C, 68.16; H, 7.27%.

4.1.8. Racemic 1,2-(18-crown-6)-3,6-di-O-benzyl-4,5-di-O-
methyl-myo-inositol (11)

The racemic diol 10 (0.200 g, 0.51 mmol), sodium hydride
(0.124 g, 3.07 mmol), pentaethyleneglycol ditosylate (0.365 g,
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0.67 mmol), and dry THF (75 mL) were used to prepare the
crown ether 11, which was isolated as a gum (0.207 g, 68%)
after column chromatography (eluent: 30% ethyl acetate in
light petroleum). R~=0.3 (35% ethyl acetate in light petro-
leum); '"H NMR (200 MHz; CDCl3): 6=3.04 (t, J=9 Hz, 1H;
Ins-H), 3.12 (dd, J,=10 Hz, J,=2 Hz, 1H; Ins-H), 3.19 (dd,
J1=10 Hz, J,=2 Hz, 1H; Ins-H), 3.50—3.85 (m, 26H; OCHs;,
OCH,CH;0), 392 (t, J=5Hz, 1H; Ins-H), 4.00 (dd,
J1=5Hz, J,=4 Hz, 1H; Ins-H), 4.06 (t, /=2 Hz, 1H; Ins-H),
4.55—4.95 (m, 4H; CH,Ph), 7.25—7.45 (m, 10H; Ar-H); 1*C
NMR (50.3 MHz; CDCl;): 6=60.8 (OCHj3), 60.9 (OCHy),
70.31 (CH,), 70.37 (CH,), 70.38 (CH,), 70.42 (CH,), 70.43
(CH,), 70.55 (CHy), 70.61 (CH,), 70.63 (CH,), 70.66 (CH,),
71.8 (CH,), 72.4 (CHy), 75.28 (Ins-C), 75.3 (CH,), 80.2
(Ins-C), 81.2 (Ins-C), 83.2 (Ins-C), 85.4 (Ins-C), 127.2
(Ar-C), 127.3 (Ar-C), 127.8 (Ar-C), 128.0 (Ar-C), 128.1 (Ar-C),
138.4 (Ar-C), 139.0 (Ar-C); IR (CHCl3): y0=3300—
3500 cm~!. Anal. Caled for C3,H46019-H,O: C, 63.14; H,
7.94. Found: C, 63.35; H, 8.03%.

4.1.9. Racemic 1,2-O-isopropylidene-3,6-di-O-methyl-myo-
inositol (13)

A mixture of racemic 1,2:4,5-diisopropylidene-myo-inosi-
tol'® (12, 3.161 g, 12.15 mmol), sodium hydride (1.94 g,
48.63 mmol), and DMF (28 mL) was stirred at 0—5 °C for
10 min under nitrogen atmosphere, then methyl iodide (3 mL,
48.63 mmol) was added. The reaction mixture was allowed to
come to room temperature and stirred for 30 min. Excess
sodium hydride was destroyed by the addition of methanol
(0.5 mL) and solvent was evaporated under reduced pressure
to obtain a solid. The solid was dissolved in dichloromethane
(200 mL), washed with water (50 mL x3) and brine. Organic
layer was dried over anhyd sodium sulfate, and solvent was
removed under reduced pressure to obtain crude 1,2:4,5-di-
O-isopropylidene-3,6-di-O-methyl-myo-inositol. The crude
dimethyl ether, on filtration through a column of silica gel (elu-
ent: 20% ethyl acetate in light petroleum), gave the dimethyl
ether as a white solid (2.136 g, 61%), mp 81—83 °C. Crystalli-
zation from dichloromethane—light petroleum, gave colorless
crystals. R=0.4 (25% ethyl acetate in light petroleum); mp
83 °C; 'H NMR (200 MHz; CDCl5): 6=1.33 (s, 3H; CH3), 1.39
(s, 3H; CH3), 1.41 (s, 3H; CHy), 1.52 (s, 3H; CHj3), 3.27 (dd,
J1=10 Hz, J,=9 Hz, 1H, Ins-H), 3.40—3.50 (m, 1H; Ins-H),
3.52 (s, 6H; OCH3), 3.59 (dd, J,=10 Hz, J,=4 Hz, 1H; Ins-
H), 3.80—3.95 (m, 1H; Ins-H), 4.00—4.13 (m, 1H; Ins-H), 4.50
(t, J=5 Hz, 1H; Ins-H); "*C NMR (50.3 MHz; CDCl3): 6=25.3
(CH3), 26.4 (CH3),27.5 (CH3), 57.4 (OCH3), 58.2 (OCH3), 75.1
(Ins-C), 76.2 (Ins-C), 77.7 (Ins-C), 80.7 (Ins-C), 82.3 (Ins-C),
109.3 (CMe,), 111.5 (CMe,). The racemic 1,2:4,5-di-O-isopro-
pylidene-3,6-di-O-methyl-myo-inositol (0.576 g, 2.00 mmol)
obtained above was dissolved in dry dichloromethane—metha-
nol (2:1, 15 mL) and was stirred in the presence of catalytic
amount of camphorsulfonic acid for 2.5 h at room temperature
under nitrogen atmosphere. The reaction was quenched by the
addition of triethylamine (2 mL). The solvent was evaporated
under reduced pressure to give a white solid. This crude product
was purified by filtration through a column of silica gel (ethyl

acetate—light petroleum, gradient elution) to obtain 13 as a white
solid (0.435 g, 87%). Crystallization from ethyl acetate—light
petroleum gave colorless crystals. R=0.2 (70% acetate—light
petroleum); mp 143—144 °C; '"H NMR (200 MHz; CDCl5):
0=1.39 (s, 3H; CH3), 1.56 (s, 3H; CH3), 2.98 (br s, 2H; OH,
D,O exchangeable), 3.25—3.45 (m, 3H; Ins-H), 3.57 (s, 3H;
OCHj;), 3.60 (s, 3H; OCHj3), 3.88 (t, /=9 Hz, 1H; Ins-H),
4.00—4.15 (m, 1H; Ins-H), 4.52 (dd, J,=5 Hz, J,=4 Hz, 1H;
Ins-H); '*C NMR (50.3 MHz; CDCl3): 6=25.9 (CHj), 28.0
(CHj3), 58.0 (OCH3;), 59.6 (OCH3), 71.4 (Ins-C), 72.8 (Ins-C),
79.0 (Ins-C), 79.1 (Ins-C), 84.0 (Ins-C), 109.9 (CMe,); IR
(CHCL3): #1nax=3400—3600 cm~'. Anal. Calcd for C;,Ha0Og:
C, 53.21; H, 8.11. Found: C, 53.22; H, 8.35%.

4.1.10. Racemic 1,2-O-isopropylidene-3,6-di-O-methyl-4,5-
di-O-benzyl-myo-inositol (14)

A mixture of racemic 13 (1.045 g, 4.21 mmol), sodium
hydride (2.524 g, 63.12 mmol), and DMF (10 mL) was stirred
at 0—5 °C under nitrogen atmosphere and then benzyl bromide
(5 mL, 42.08 mmol) was added dropwise. The reaction mixture
was allowed to attain room temperature and stirred for 1 h. Ex-
cess sodium hydride was destroyed by adding methanol
(0.5 mL) and the mixture concentrated under reduced pressure
to get a semi-solid. This was dissolved in chloroform (200 mL),
washed with water (30 mLx4) followed by brine, and dried
over anhyd sodium sulfate. The solvent was evaporated under
reduced pressure to get crude 14 as an oily liquid. This was pu-
rified by column chromatography (eluent: 10% ethyl acetate in
light petroleum) to get the dibenzyl ether 14 as a gum (0.965 g,
53%). R=0.2 (10% ethyl acetate in light petroleum); '"H NMR
(200 MHz; CDCl3): 6=1.41 (s, 3H; CH3), 1.59 (s, 3H; CHj3),
3.37 (t, J=9 Hz, 1H; Ins-H), 3.45—3.56 (m, 2H; Ins-H), 3.60
(s, 3H; OCH3), 3.63 (s, 3H; OCH3), 3.89 (t, /=9 Hz, 1H; Ins-
H), 4.12 (dd, J,=7 Hz, J,=6 Hz, 1H; Ins-H), 4.48 (dd,
J1=5Hz, Jo,=4 Hz, 1H; Ins-H), 4.70—4.95 (m, 4H; CH,Ph),
7.30—7.55 (m, 10H; Ar-H); '*C NMR (50.3 MHz; CDCl5):
0=25.6 (CHy), 27.6 (CHj3), 59.0 (OCH3;), 60.0 (OCHj3), 73.5
(Ins-C), 74.94 (CH,Ph), 74.98 (CH,Ph), 78.6 (Ins-C), 79.5
(Ins-C), 80.5 (Ins-C), 82.0 (Ins-C), 84.3 (Ins-C), 109.7
(CMe,), 127.5 (Ar-C), 127.8 (Ar-C), 128.2 (Ar-C), 138.5
(Ar-C). Anal. Calcd for C,5H3,04: C, 70.07; H, 7.52. Found:
C, 69.63; H, 7.33%.

4.1.11. Racemic 1,4-di-O-methyl-5,6-di-O-benzyl-myo-
inositol (15)

A mixture of racemic 14 (0.924 g, 2.15 mmol) and acetic
acid—water (4:1, 10 mL) was stirred at 100 °C for 3 h. The re-
action mixture was cooled to ambient temperature and concen-
trated under reduced pressure to get a gum. Co-evaporation of
the residue with dry benzene (7 mLx3) gave a white solid.
This was purified by filtration through a column of silica gel
(eluent: 50% ethyl acetate in light petroleum) to obtain the
diol 15 as a white solid (0.647 g, 77%). R=0.2 (50% ethyl
acetate in light petroleum); mp 112—114°C; 'H NMR
(400 MHz; CDCl3): 6=2.62 (br s, 1H; OH, D,O exchange-
able), 2.69 (br s, 1H; OH, D,O exchangeable), 3.20 (dd,
J1=9 Hz, J,=3 Hz, 1H; Ins-H), 3.39 (t, /=9 Hz, 1H; Ins-H),
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3.45 (dd, J,=10 Hz, J,=3 Hz, 1H; Ins-H), 3.53 (s, 3H; OCH5),
3.54—3.59 (m, 1H; Ins-H), 3.66 (s, 3H; OCHs), 3.85 (t,
J=9 Hz, 1H; Ins-H), 4.26 (t, /=3 Hz, 1H; Ins-H), 4.75—4.90
(m, 4H; CH,Ph), 7.25—7.40 (m, 10H; Ar-H); '*C NMR
(50.3 MHz; CDCl3): 6=58.3 (OCHj;), 61.3 (OCH;), 68.5
(Ins-C), 71.6 (Ins-C), 75.4 (CH,Ph), 75.6 (CH,Ph), 81.4
(Ins-C), 82.1 (Ins-C), 82.9 (Ins-C), 83.0 (Ins-C), 127.4 (Ar-C),
127.7 (Ar-C), 127.8 (Ar-C), 128.2 (Ar-C), 138.4 (Ar-C), 138.6
(Ar-C); IR (CHCL3): 7,x=3270—3585 cm ™. Anal. Caled for
C,,H,50¢: C, 68.02; H, 7.26. Found: C, 67.62; H, 7.31%.

4.1.12. Racemic 1,2-(18-crown-6)-3,6-di-O-methyl-4,5-di-
O-benzyl-myo-inositol (16)

Racemic 15 (0.200 g, 0.51 mmol), sodium hydride (0.124 g,
3.10 mmol), pentaethyleneglycol ditosylate (0.365 g, 0.67 mmol),
and dry THF (75 mL) were used to prepare the crown ether 16,
which was isolated as a gum (0.222 g, 74%) after column chroma-
tography (eluent: 25% ethyl acetate in light petroleum). R=0.2
(25% ethyl acetate in light petroleum); 'H NMR (200 MHz;
CDCl): 6=3.00—3.19 (m, 2H; Ins-H), 3.31 (t, /=9 Hz, 1H; Ins-
H), 3.50 (s, 3H; OCH3), 3.61—3.82 (m, 23H; OCH3;, OCH,CH,0),
399 (t, J=6Hz, 2H; Ins-H), 4.12 (t, /=2 Hz, 1H; Ins-H),
4.55—5.05 (m, 4H; CH,Ph), 7.25—7.45 (m, 10H; Ar-H); "°C
NMR (50.3 MHz; CDCl;): 6=58.2 (OCH3;), 61.0 (OCH3), 70.38
(CH,), 70.43 (CH,), 70.5 (CH,), 70.7 (CH,), 70.8 (CH,), 70.9
(CHy), 71.7 (CHyp), 71.8 (CHy), 74.3 (Ins-C), 75.6 (CH,Ph), 75.7
(CH,Ph), 81.4 (Ins-C), 81.6 (Ins-C), 82.7 (Ins-C), 83.1 (Ins-C),
83.5 (Ins-C), 127.3 (Ar-C), 1274 (Ar-C), 127.8 (Ar-C), 128.2
(Ar-C), 138.8 (Ar-C), 1389 (Ar-C); IR (Neat): v,,=3481—
3587 cm™ . Anal. Calcd for C3,Hu6040-Ho0: C, 63.14; H, 7.94.
Found: C, 63.34; H, 7.81%.

4.1.13. Racemic 1,2,3 4-tetra-O-benzyl-5,6-(12-crown-4)
scyllo-inositol (18)

The diol 17*° (0.300 g, 0.55 mmol), sodium hydride
(0.133 g, 3.33 mmol), triethyleneglycol ditosylate (0.331 g,
0.72 mmol), and dry THF (80 mL) were used to prepare the
crown ether 18 and was isolated as a white sticky solid
(0.05 g, 14%) by column chromatography (ethyl acetate—light
petroleum, gradient elution). R=0.1 (25% ethyl acetate—light
petroleum); '"H NMR (200 MHz; CDCls): 6=3.22—3.37 (m,
2H; Ins-H), 3.44—3.53 (m, 4H; Ins-H), 3.54—4.09 (m, 12H;
OCH,CH,0), 4.43—5.00 (m, 8H; CH,Ph), 7.23—7.35 (m,
20H; Ar-H); '*C NMR (50.3 MHz; CDCl;): 6=70.6 (CH,),
71.1 (CH,), 72.9 (CH,), 75.87 (CH,), 75.93 (CH,), 82.4
(Ins-C), 82.8 (Ins-C), 83.4 (Ins-C), 127.59 (Ar-C), 127.65
(Ar-C), 127.8 (Ar-C), 1279 (Ar-C), 128.3 (Ar-C), 128.4
(Ar-C), 138.4 (Ar-C), 138.5 (Ar-C); IR (Neat): v,,,=3269—
3517 cm~!. Anal. Caled for C4oHy4605-H,0: C, 71.40; H,
7.19. Found: C, 71.79; H, 7.21%.

4.1.14. Racemic 1,2,3 4-tetra-O-benzyl-5,6-(15-crown-5)
scyllo-inositol (19)

The diol 17%° (0.200 g, 0.37 mmol), sodium hydride
(0.118 g, 2.96 mmol), tetraethyleneglycol ditosylate (0.214 g,
0.48 mmol), and dry THF (65 mL) were used to prepare the
crown ether 19 and was isolated as a white solid (0.147 g,

57%) by column chromatography (eluent: 25% ethyl acetate
in light petroleum). R=0.2 (25% ethyl acetate in light petro-
leum); mp 119—121 °C; '"H NMR (200 MHz; CDCl;): 6=
3.10—3.36 (m, 2H; Ins-H), 3.37—3.58 (m, 4H; Ins-H), 3.60—
3.81 (m, 12H; OCH,CH,0), 3.83—3.95 (m, 2H; OCH,CH,0),
3.96—4.14 (m, 2H; OCH,CH,0), 4.43—5.00 (m, 8H; CH,Ph),
7.25—7.40 (m, 20H; Ar-H); '>*C NMR (50.3 MHz; CDCl5):
0=69.3 (CH,), 70.5 (CHp), 70.56 (CH,), 70.6 (CH,),
71.1 (CHy), 73.0 (CHy), 73.1 (CHy), 75.8 (CH,), 82.7 (Ins-C),
82.9 (Ins-C), 83.0 (Ins-C), 127.5 (Ar-C), 127.53 (Ar-C), 127.57
(Ar-C), 127.6 (Ar-C), 127.78 (Ar-C), 127.82 (Ar-C), 128.3 (Ar-
C©), 128.33 (Ar-C), 138.39 (Ar-C), 138.42 (Ar-C). Anal. Calcd
for C4,Hs000: C, 72.18; H, 7.21. Found: C, 72.24; H, 7.20%.

4.1.15. Racemic 1,2,3 4-tetra-O-benzyl-5,6-(18-crown-6)
scyllo-inositol (20)

The diol 17*° (0.200 g, 0.37 mmol), sodium hydride
(0.088 g, 2.22 mmol), pentaethyleneglycol ditosylate (0.263 g,
0.48 mmol), and dry THF (65 mL) were used to prepare the
crown ether 20 and was isolated as a white solid (0.206 g, 75%)
by column chromatography (ethyl acetate—light petroleum,
gradient elution). R=0.2 (30% ethyl acetate—light petroleum);
mp 107—109 °C; '"H NMR (200 MHz; CDCls): 6=3.22—3.39
(m, 2H; Ins-H), 3.40—3.52 (m, 4H; Ins-H), 3.60—3.79 (m,
16H; OCH,CH,0), 3.82—4.00 (m, 2H; OCH,CH,0), 4.09—
423 (m, 2H; OCH,CH,0), 4.52—4.91 (m, 8H; CH,Ph),
7.23—7.39 (m, 20H; Ar-H); 13C NMR (50.3 MHz; CDCl5):
0=70.5 (CH,), 70.6 (CH,), 70.7 (CH,), 70.9 (CH,), 73.0
(CH,), 75.8 (CH,), 82.58 (Ins-C), 82.62 (Ins-C), 83.2 (Ins-C),
127.49 (Ar-C), 127.52 (Ar-C), 127.8 (Ar-C), 127.9 (Ar-C),
128.25 (Ar-C), 128.27 (Ar-C), 1384 (Ar-C), 138.5 (Ar-C).
Anal. Calcd for C44H54,0,0: C, 71.13; H, 7.32. Found: C, 70.77,
H, 7.13%.

4.1.16. Racemic 1-O-benzoyl-2,3 4,5-tetra-O-methyl scyllo-
inositol (21)

A mixture of diol 7** (0.600 g, 2.54 mmol), triphenylphos-
phine (0.939 g, 3.22 mmol), benzoic acid (0.389 g, 3.22 mmol),
diisopropyl azidodicarboxylate (DIAD) (0.725 mL,
3.68 mmol), and 3 A molecular sieves was stirred in dry benzene
(20 mL) at 80 °C for 16 h. The reaction mixture was allowed to
attain ambient temperature and filtered. The filtrate was evapo-
rated under reduced pressure to get a gum, which was purified
by column chromatography (eluent: 25% ethyl acetate in light pe-
troleum) to get racemic 21 as a white solid (0.595 g, 69%). R=0.2
(35% ethyl acetate in light petroleum); mp 107—108 °C; '"HNMR
(200 MHz; CDCl3): 6=2.54 (br s, 1H; OH, D,0 exchangeable),
3.05—3.32 (m, 4H; Ins-H), 3.49 (s, 3H; OCH3), 3.53—3.61 (m,
1H; Ins-H), 3.64 (s, 6H; OCHs), 3.65 (s, 3H; OCHs), 5.15
(t, J=10 Hz, 1H; HCOBz), 7.35—7.65 (m, 3H; Ar-H), 8.08 (dd,
J1=8 Hz, J,=1.5Hz, 2H; Ar-H,;,); °C NMR (50.3 MHz;
CDCl3): 6=60.7 (OCH3), 60.8 (OCH3), 60.9 (OCHs), 61.1
(OCHj;), 72.0 (Ins-C), 74.6 (Ins-C), 82.3 (Ins-C), 83.8 (Ins-C),
84.4 (Ins-C), 128.3 (Ar-C), 129.7 (Ar-C), 129.9 (Ar-C), 133.0
(Ar-C), 166 (C=0); IR (CHCL): wpnh.=1724, 3337—
3566 cm™'. Anal. Calcd for C,7H,407: C,59.98; H, 7.10. Found:
C, 60.16; H, 7.13%.
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4.1.17. Racemic 1,2,3 4-tetra-O-methyl scyllo-inositol (22)

The racemic benzoate 21 (0.590 g, 1.73 mmol) and sodium
hydroxide (0.277 g, 6.93 mmol) were refluxed in methanol
(15 mL) for 2 h. The reaction mixture was cooled to ambient
temperature, neutralized with 2% HCI, and the solvent was
evaporated under reduced pressure. The solid residue was
extracted with ethyl acetate and filtered; the filtrate was evap-
orated under reduced pressure and the residue was purified by
column chromatography (ethyl acetate—light petroleum, gra-
dient elution) to get 22 as a white solid (0.315g, 77%).
R=0.2 (ethyl acetate); mp 129—131°C; 'H NMR
(200 MHz; CDCl3): 6=2.78—3.12 (m, 6H; 4 Ins-H and 2
OH, D,0 exchangeable), 3.31—3.40 (m, 2H; Ins-H), 3.62 (s,
6H; OCH;), 3.64 (s, 6H; OCH;); '*C NMR (50.3 MHz;
CDCl;3): 0=60.7 (OCHj3;), 60.9 (OCH3), 73.4 (Ins-C), 83.7
(Ins-C), 84.9 (Ins-C); IR (Nujol): v,.=3178—3521 cm~ L
Anal. Calcd for C;gH,yO4: C, 50.83; H, 8.53. Found: C,
50.74; H, 8.86%.

4.1.18. Racemic 1,2,3 4-tetra-O-methyl-5,6-(18-crown-6)
scyllo-inositol (23)

The diol 22 (0.150 g, 0.63 mmol), sodium hydride (0.152 g,
3.80 mmol), pentaethyleneglycol ditosylate (0.451 g, 0.82 mmol),
and dry THF (100 mL) were used to prepare the crown ether
23 and was isolated as a gum (0.185 g, 66%) by column chro-
matography (ethyl acetate—light petroleum, gradient elution).
R=0.1 (ethyl acetate); '"H NMR (400 MHz; CDCly): 6=2.93
(dd, J,=7Hz, J,=2.6 Hz, 1H; Ins-H), 2.95—3.08 (m, 2H;
Ins-H), 3.10 (dd, J,=6.7 Hz, J,=2.6 Hz, 1H; Ins-H), 3.38 (s,
3H; OCH3), 3.53—3.56 (m, 2H; OCH,CH,0), 3.60 (s, 6H; 2
OCHj3;), 3.60—3.67 (m, 15H; OCH; and OCH,CH,0), 3.67—
3.78 (m, 6H; OCH,CH,0), 3.83—3.88 (m, 1H; Ins-H), 4.02—
4.09 (m, 1H; Ins-H); *C NMR (50.3 MHz; CDCl;): 6=58.8
(OCHj;), 60.7 (OCHj3), 60.8 (OCHj3), 70.29 (CH,), 70.37
(CH,), 70.39 (CH,), 70.53 (CH;), 70.58 (CH,), 70.7 (CH,),
71.7 (CHp), 72.6 (CHp), 82.9 (Ins-C), 84.18 (Ins-C), 84.26
(Ins-C); IR (Nujol): vp,.,=3440—3560 cm~ ', Anal. Caled for
Cy0H35019:2H,0: C, 50.62; H, 8.92. Found: C, 50.30;
H, 9.09%.

4.1.19. 2-0O-Benzyl-4,6-di-O-tosyl-scyllo-inositol 1,3,5-
orthoformate (25)

To a solution of 2,4-di-O-tosyl-scyllo-inositol 1,3,5-ortho-
formate (24)'" (1.000 g, 2.00 mmol) and benzyl bromide
(0.342 g, 2.00 mmol) in dry DMF (5 mL), sodium hydride
(0.084 g, 2.10 mmol) was added and stirred for 5 min. The re-
action was quenched by the addition of ice, and the mixture
concentrated under reduced pressure. Usual workup of the
residue with dichloromethane followed by crystallization of
the product from a mixture of chloroform and light petroleum
gave 25 as a white solid (1.150 g, 97%), mp 147—149 °C; 'H
NMR (CDCl3, 200 MHz): 6=2.43 (s, 6H; Ar-CH3), 4.21—4.33
(m, 1H; Ins-H), 4.33—4.40 (m, 1H; Ins-H), 4.41—4.48 (m, 2H;
Ins-H), 4.53 (s, 2H; CH,Ph), 5.18—5.23 (t, /=3.5 Hz, 2H;
Ins-H), 5.47 (s, 1H; HCO3), 7.12—7.30 (m, 9H; Ar-H), 7.65—
7.75 (d, J=8.6 Hz, 4H; Ar-H); >*C NMR (CDCls, 50.3 MHz):
0=21.6 (Ar-CHj), 67.5, 67.9, 69.4, 71.2, 102.5 (HCO,),

127.3 (Ar-C), 127.8 (Ar-C), 128.1 (Ar-C), 129.8 (Ar-C),
132.9 (Ar-C), 137.2 (Ar-C), 145.0 (Ar-CSOs3). Anal. Calcd
for C,rgH»3010S,: C, 57.13; H, 4.79. Found: C, 56.90; H,
4.76%.

4.1.20. 2-O-Benzyl-scyllo-inositol 1,3,5-orthoformate (26)

The ditosylate 25 (0.588 g, 1.00 mmol) and sodium meth-
oxide (0.562 g, 10.41 mmol) were dissolved in dry methanol
(10 mL) and refluxed for 24 h. The reaction mixture was cooled
to ambient temperature, ice was added and solvents were evap-
orated under reduced pressure. Usual workup with dichloro-
methane followed by purification of the crude product by
flash column chromatography (ethyl acetate—light petroleum,
gradient elution) gave the diol 26 as a white solid (0.272 g,
97%). R=0.1 (20% ethyl acetate—light petroleum); mp 124—
125°C; 'H NMR (CDCl;, 200 MHz): 6=3.31 (d, J=8 Hz,
2H; OH, D,O exchangeable), 4.36—4.39 (m, 1H; Ins-H),
4.39—4.43 (m, 1H; Ins-H), 4.44—4.49 (m, 2H; Ins-H), 4.49—
4.54 (m, 2H; Ins-H), 4.71 (s, 2H; CH,Ph), 5.48 (s, 1H; HCO3),
731741 (m, 5H; Ar-H); >C NMR (CDCl;, 125 MHz):
0=67.1 (Ins-C), 69.1 (Ins-C), 70.6 (Ins-C), 72.2 (CH,Ph),
73.2 (Ins-C), 102.1 (HCO3), 128.0 (Ar-C), 128.4 (Ar-C), 128.7
(Ar-C), 136.5 (Ar-C); IR (CHCl3) 7pax=3153—3600 cm .
Anal. Caled for C;4HcO6: C, 60.00; H, 5.75. Found: C,
59.84; H, 5.58%.

4.1.21. 2-0O-Benzyl-4,6-(18-crown-6)-scyllo-inositol 1,3,5-
orthoformate (27)

The diol 26 (0.200 g, 0.71 mmol), sodium hydride (0.160 g,
4.00 mmol), and pentaethyleneglycol ditosylate (0.438 g,
0.80 mmol) were refluxed in dry THF (105 mL) for 15 h.
Methanol (1 mL) was added to destroy excess of sodium
hydride. The reaction mixture was cooled to ambient tem-
perature and concentrated under reduced pressure to get a
gum. This was dissolved in dichloromethane and washed
several times with water (20x5 mL) over 24 h. Dichloro-
methane layer was then dried over anhyd sodium sulfate and
concentrated under reduced pressure to get 27 as a gum
(0.185 g, 53%). '"H NMR (CDCls, 200 MHz): 6=3.40—3.96
(m, 22H; 2 Ins-H and OCH,CH,0), 4.20—4.30 (m, 2H; Ins-
H), 4.42—4.55 (m, 2H; Ins-H), 4.60—4.69 (m, 2H; CH,Ph),
5.49 (s, 1H; HCOs), 7.27—7.47 (m, 5H; Ar-H); °C NMR
(CDCl;, 50.3 MHz): 0=68.4 (Ins-C), 68.5 (Ins-C), 69.6
(CH,), 70.5 (CH,), 70.6 (CH,), 70.8 (CH,), 72.00 (Ins-C),
73.6 (Ins-C), 102.9 (HCO;), 127.4 (Ar-C), 128.2 (Ar-C),
138.1 (Ar-C); IR (CHCl3) vpmax=3380—3604 cm '. Anal.
Calcd for Cp4H34049°0.25H,0: C, 59.18; H, 7.14. Found: C,
59.02; H, 7.29%.

Acknowledgements

S.S.D. thanks the Council of Scientific and Industrial
Research, New Delhi, for a Senior Research Fellowship. We
appreciate Mr. Manash P. Sarmah’s expert help during the
preparation of the diols 3 and 26.



2170 S.S. Dixit, M.S. Shashidhar | Tetrahedron 64 (2008) 2160—2171

Supplementary data

Supplementary data associated with this article can be
found in the online version, at doi:10.1016/j.tet.2007.12.034.

References and notes

1. (a) Billington, D. C. The Inositol Phosphates. Chemical Synthesis and
Biological Significance; VCH: New York, NY, 1993; (b) Chida, N.; Koi-
zumi, K.; Kitada, Y.; Yokoyama, C.; Ogawa, S. J. Chem. Soc., Chem.
Commun. 1994, 111—113; (c) Potter, B. V. L.; Lampe, D. Angew.
Chem., Int. Ed. Engl. 1995, 34, 1933—1972; (d) Gauthier, D. R.; Bender,
S. L. Tetrahedron Lett. 1996, 37, 13—16; (e) Phosphoinositides: Chemis-
try, Biochemistry and Biomedical applications; Bruzik, K. S., Ed.; Amer-
ican Chemical Society: Washington, DC, USA, 1999; (f) Sarmah, M. P.;
Shashidhar, M. S. Carbohydr. Res. 2003, 338, 999—1001; (g) Sarmah,
M. P.; Shashidhar, M. S. Trends Carbohydr. Chem. 2005, 9, 61—63; (h)
Sarmah, M. P.; Shashidhar, M. S.; Sureshan, K. M.; Gonnade, R. G.;
Bhadbhade, M. M. Tetrahedron 2005, 61, 4437—4446; (i) Sato, K.-i.;
Akai, S.; Sugita, N.; Ohsawa, T.; Kogure, T.; Shoji, H.; Yoshimura, J.
J. Org. Chem. 2005, 70, 7496—7504; (j) Min, L.; Wu, A.; Zhou, P.
Tetrahedron Lett. 2006, 47, 3707—3710.

2. (a) Hegetschweiler, K. Chem. Soc. Rev. 1999, 28, 239—249 and references
cited therein; (b) Angyal, S. J. Carbohydr. Res. 2000, 325, 313—320; (c)
Paquette, L. A.; Tae, J.; Gallucci, J. C. Org. Lett. 2000, 2, 143—146; (d)
Paquette, L. A.; Tae, J. J. Am. Chem. Soc. 2001, 123, 4974—4984; (e)
Grote, Z.; Lehaire, M.-L.; Scopelliti, R.; Severin, K. J. Am. Chem. Soc.
2003, /25, 13638—13639; (f) Hilmey, D. G.; Paquette, L. A. J. Org.
Chem. 2004, 69, 3262—3270.

3. (a) Akiyama, T.; Nishimoto, H.; Ozaki, S. Tetrahedron Lett. 1991, 32,
1335—1338; (b) Akiyama, T.; Nishimoto, H.; Ishikawa, K.; Ozaki, S.
Chem. Lett. 1992, 447—450; (c) Akiyama, T.; Hara, M.; Fuchibe, K.;
Sakamoto, S.; Yamaguchi, K. Chem. Commun. 2003, 1734—1735.

4. (a) Praveen, T.; Samanta, U.; Das, T.; Shashidhar, M. S.; Chakrabarti, P.
J. Am. Chem. Soc. 1998, 120, 3842—3845; (b) Sureshan, K. M.;
Murakami, T.; Miyasou, T.; Watanabe, Y. J. Am. Chem. Soc. 2004, 126,
9174—9175; (c) Sarmah, M. P.; Gonnade, R. G.; Shashidhar, M. S.;
Bhadbhade, M. M. Chem.—Eur. J. 2005, 11, 2103—2110; (d) Murali,
C.; Shashidhar, M. S.; Gonnade, R. G.; Bhadbhade, M. M. Eur. J. Org.
Chem. 2007, 1153—1159.

5. (a) Sureshan, K. M.; Shashidhar, M. S.; Gonnade, R. G.; Puranik, V. G.;
Bhadbhade, M. M. Chem. Commun. 2001, 881—882; (b) Gonnade,
R. G.; Bhadbhade, M. M.; Shashidhar, M. S.; Sanki, A. K. Chem. Com-
mun. 2005, 5870—5872; (c) Manoj, K.; Gonnade, R. G.; Bhadbhade,
M. M.; Shashidhar, M. S. Cryst. Growth Des. 2006, 6, 1485—1492.

6. (a) Angyal, S. J.; Greeves, D.; Littlemore, L. Aust. J. Chem. 1985, 38,
1561—1566; (b) Angyal, S. J. Complexes of Metal Cations with Carbohy-
drates in Solution; Tipson, R. S., Harton, D., Eds.; Advances in Carbohy-
drate Chemistry and Biochemistry; Academic: New York, NY, 1989; Vol.
47; (c) Mayr, G. W. Methods in Inositide Research; Irvine, R. F., Ed.;
Raven: New York, NY, 1990; pp 83—108; (d) Bieth, H.; Schlewer, G.;
Spiess, B. J. Inorg. Biochem. 1991, 41, 37—44; (e) Xu, P.; Price, J.;
Wise, A.; Aggett, P. J. J. Inorg. Biochem. 1992, 47, 119—130; (f)
Hancock, R. D.; Hegetschweiler, K. J. Chem. Soc., Dalton Trans. 1993,
2137—2140; (g) Matsumura, K.; Komiyama, M. J. Inorg. Biochem.
1994, 55, 153—156; (h) Mernissi-Arifi, K.; Wehrer, C.; Schlewer, G.;
Spiess, B. J. Inorg. Biochem. 1994, 55, 263—277; (i) Mernissi-Arifi, K.;
Schlewer, G.; Spiess, B. J. Inorg. Biochem. 1995, 57, 127—133; (j)
Persson, H.; Tuerk, M.; Nyman, M.; Sandberg, A.-S. J. Agric. Food
Chem. 1998, 46, 3194—3200.

7. (a) Billington, D. C.; Baker, R.; Kulagowski, J. J.; Mawer, I. M.; Vacca,
J. P.; deSolmes, S. J.; Huff, J. R. J. Chem. Soc., Perkin Trans. 1 1989,
1423—1429; (b) Das, T.; Shashidhar, M. S. Carbohydr. Res. 1997, 297,
243—249; (c) Sureshan, K. M.; Shashidhar, M. S. Tetrahedron Lett.
2000, 41, 4185—4188; (d) Sureshan, K. M.; Shashidhar, M. S. Tetrahe-
dron Lett. 2001, 42, 3037—3039; (e) Praveen, T.; Das, T.; Sureshan,

10.

11.

13.

14.

K. M.; Shashidhar, M. S.; Samanta, U.; Pal, D.; Chakrabarti, P.
J. Chem. Soc., Perkin Trans. 2 2002, 358—365; (f) Devaraj, S.;
Shashidhar, M. S.; Dixit, S. S. Tetrahedron 2005, 61, 529—536.

. (a) Zheng, Y.-J.; Ornstein, R. L.; Leary, J. A. THEOCHEM 1997, 389,

233—240; (b) Paquette, L. A.; Tae, J.; Branan, B. M.; Eisenberg,
S. W. E.; Hofferberth, J. E. Angew. Chem., Int. Ed. 1999, 38,
1412—1414; (¢) Yang, L.; Wang, Z.; Zhao, Y.; Tian, W.; Xu, Y.; Weng,
S.; Wu, J. Carbohydr. Res. 2000, 329, 847—853; (d) Hegetschweiler,
K.; Finn, R. C.; Rarig, R. S., Jr.; Sander, J.; Steinhauser, S.; Worle, M.;
Zubieta, J. Inorg. Chim. Acta 2002, 337, 39—47; (e) De Stefano, C.;
Milea, D.; Pettignano, A.; Sammartano, S. Anal. Bioanal. Chem. 2003,
376, 1030—1040; (f) Paquette, L. A.; Selvaraj, P. R.; Keller, K. M.;
Brodbelt, J. S. Tetrahedron 2005, 61, 231—-240; (g) Hegetschweiler, K.;
Egli, A.; Herdtweck, E.; Herrmann, W. A.; Alberto, R.; Gramlich, V.
Helv. Chim. Acta 2005, 88, 426—434; (h) §ala, M.; Kolar, J.; Strlic, M.;
Kocevar, M. Carbohydr. Res. 2006, 341, 897—902.

. Sureshan, K. M.; Shashidhar, M. S.; Praveen, T.; Das, T. Chem. Rev. 2003,

103, 4477—4504.

(a) Sureshan, K. M.; Shashidhar, M. S.; Varma, A. J. J. Chem. Soc., Perkin
Trans. 2 2001, 2298—2302; (b) Sureshan, K. M.; Shashidhar, M. S.;
Varma, A. J. J. Org. Chem. 2002, 67, 6884—6888; (c) Dixit, S. S.;
Shashidhar, M. S.; Devaraj, S. Tetrahedron 2006, 62, 4360—4363.

(a) Jedlinski, Z. Pure Appl. Chem. 1993, 65, 483—488; (b) Botti, P.; Ball,
H. L.; Rizzi, E.; Lucietto, P.; Pinori, M.; Mascagni, P. Tetrahedron 1995,
51, 5447—-5458; (c) van Nostrum, C. F.; Picken, S. J.; Schouten, A.-J.;
Nolte, R. J. M. J. Am. Chem. Soc. 1995, 117, 9957—9965; (d) Molecular
Recognition: Receptors for Cationic Guests; Gokel, G. W., Ed.; Compre-
hensive Supramolecular Chemistry; Pergamon: New York, NY, 1996; Vol.
1; (e) Itoh, T.; Takagi, Y.; Murakami, T.; Hiyama, Y.; Tsukube, H. J. Org.
Chem. 1996, 61, 2158—2163; (f) Shephard, D. S.; Johnson, B. F. G;
Matters, J.; Simon, P. J. Chem. Soc., Dalton Trans. 1998, 2289—2292.

. (a) Otoda, K.; Kimura, S.; Imanishi, Y. J. Chem. Soc., Perkin Trans. 1

1993, 3011—3016; (b) Reetz, M. T.; Huff, J.; Rudolph, J.; Toellner, K.;
Deege, A.; Goddard, R. J. Am. Chem. Soc. 1994, 116, 11588—11589.
(a) Crown Compounds; Cooper, S. R., Ed.; VCH: New York, NY, 1992;
(b) Dumont, B.; Joly, J.-P; Chapleur, Y.; Marsura, A. Bioorg. Med.
Chem. Lett. 1994, 4, 1123—1126.

For carbohydrate crown ethers see: (a) Jarosz, S.; Listkowski, A. Curr.
Org. Chem. 2006, 10, 643—662 and references cited therein. For biphenyl
crown ethers see: (b) Costero, A. M.; Pitarch, M.; Andreu, C.; Ochando,
L. E.; Amigd, J. M.; Debaerdemaeker, T. Tetrahedron 1996, 52, 669—676;
(c) Resch-Genger, U.; Li, Y. Q.; Bricks, J. L.; Kharlanov, V.; Rettig, W.
J. Phys. Chem. A 2006, 110, 10956—10971; For bipyridyl crown ethers
see: (d) Gund, A.; Keppler, B. K. Angew. Chem., Int. Ed. Engl. 1994,
33, 186—188; For calixarene crown ethers see: (e) Bakker, W. L. L;
Verboom, W.; Reinhoudt, D. N. J. Chem. Soc., Chem. Commun. 1994,
71-72; (f) Casnati, A.; Pochini, A.; Ungaro, R.; Ugozzoli, F.; Arnaud,
F.; Fanni, S.; Schwing, M.-J.; Egberink, R. J. M.; de Jong, F.; Reinhoudt,
D. N.J. Am. Chem. Soc. 1995, 117, 2767—2777; (g) Casnati, A.; Pochini,
A.; Ungaro, R.; Bocchi, C.; Ugozzoli, F.; Egberink, R. J. M.; Struijk, H.;
Lutenberg, R.; de Jong, F.; Reinhoudt, D. N. Chem.—Eur. J. 1996, 2,
436—445; (h) Blanda, M. T.; Farmer, D. B.; Brodbelt, J. S.; Goolsby,
B. J. J. Am. Chem. Soc. 2000, 122, 1486—1491; (i) Beer, P. D.; Gale,
P. A. Angew. Chem., Int. Ed. 2001, 40, 486—516; (j) Lee, S. H.; Kim,
J. Y.; Ko, J.; Lee, J. Y.; Kim, J. S. J. Org. Chem. 2004, 69, 2902—2905;
(k) Talanova, G. G.; Talanov, V. S.; Hwang, H.-S.; Park, C.; Surowiec,
K.; Bartsch, R. A. Org. Biomol. Chem. 2004, 2, 2585—2592; (1) Tu, C.;
Surowiec, K.; Bartsch, R. A. Tetrahedron Lett. 2006, 47, 3443—3446;
For phenolphthalein crown ethers see: (m) Tsubaki, K.; Tanima, D.;
Kuroda, Y.; Fuji, K.; Kawabata, T. Org. Lett. 2006, 8, 5797—5800; For
camphor crown ethers see: (n) Brisdon, B. J.; England, R.; Mahon,
M. F.; Reza, K.; Sainsbury, M. J. Chem. Soc., Perkin Trans. 2 1995,
1909—1914; For cage crown ethers see: (0) Marchand, A. P.; Kumar,
K. A.; McKim, A. S.; Mlinari¢-Majerski, K.; Kragol, G. Tetrahedron
1997, 53, 3467—3474; (p) Marchand, A. P.; Chong, H.-S.; Alihodzic, S.
Tetrahedron 1999, 55, 9687—9696; (q) Marchand, A. P.; Chong, H.-S.
Tetrahedron 1999, 55, 9697—9706; (r) Mlinari¢-Majerski, K.; Kragol,
G. Tetrahedron 2001, 57, 449—457; (s) Marchand, A. P.; Hazlewood,


http://dx.doi.org/doi:10.1016/j.tet.2007.12.034

15.

16.

S.S. Dixit, M.S. Shashidhar | Tetrahedron 64 (2008) 2160—2171

A.; Huang, Z.; Vadlakonda, S. K.; Rocha, J.-D. R.; Power, T. D.; Mlinari¢-
Majerski, K.; Klai, L.; Kragol, G.; Bryan, J. C. Struct. Chem. 2003, 14,
279—288; (t) Amendola, V.; Boiocchi, M.; Colasson, B.; Fabbrizzi, L.;
Douton, M.-J. R.; Ugozzoli, F. Angew. Chem., Int. Ed. 2006, 45, 6920—
6924; For stilbene crown ethers see: (u) Futterer, T.; Merz, A.; Lex, J.
Angew. Chem., Int. Ed. 1997, 36, 611—613; For paddlane crown ethers
see: (v) Inokuma, S.; Takezawa, M.; Satoh, H.; Nakamura, Y.; Sasaki,
T.; Nishimura, J. J. Org. Chem. 1998, 63, 5791—5796.

(a) Costero, A. M.; Rodriguez, S. Tetrahedron 1992, 48, 6265—6272; (b)
Koichiro, N.; Sachiko, T.; Keiji, H.; Yoshito, T.; Takahiro, K.; Yoshiteru,
S. J. Chem. Soc., Perkin Trans. 1 1995, 213—219; (c¢) Buchanan, G. W.;
Gerzain, M.; Laister, R. C. Magn. Reson. Chem. 1998, 36, 687—692; (d)
Costero, A. M.; Villarroya, J. P.; Gil, S.; Aurell, M. J.; Ramirez de Arellano,
M. C. Tetrahedron 2002, 58, 6729—6734; (e) Costero, A. M.; Villarroya,
J. P;; Gil, S.; Gavina, P;; Ramirez De Arellano, M. C. Supramol. Chem.
2003, /5, 403—408.

Compounds reported in this paper are either racemic or have meso config-
uration. However, for racemic compounds, one of the enantiomers is
shown in schemes for brevity and simplicity. Accordingly, numbering of
inositol ring carbons may be clockwise or anti-clockwise.

17.

18.

19.

20.

21.

22.

23.

24.
25.

2171

Gigg, J.; Gigg, R.; Payne, S.; Conant, R. J. Chem. Soc., Perkin Trans. 1
1987, 423—429.

Gigg, J.; Gigg, R.; Payne, S.; Conant, R. Carbohydr. Res. 1985, 142,
132—134.

Moore, S. S.; Tarnowski, T. L.; Newcomb, M.; Cram, D. J. J. Am. Chem.
Soc. 1977, 99, 6398—6405.

Talanova, G. G.; Elkarim, N. S. A.; Talanov, V. S.; Hanes, R. E., Jr.;
Hwang, H.-S.; Bartsch, R. A.; Rogers, R. D. J. Am. Chem. Soc. 1999,
121, 11281—11290.

(a) Ikeda, M.; Tanida, T.; Takeuchi, M.; Shinkai, S. Org. Lett. 2000, 2,
1803—1805; (b) Kim, H. S.; Ryu, J. H.; Kim, H.; Ahn, B. S.; Kang,
Y. S. Chem. Commun. 2000, 1261—1262.

Armarego, W. L. E; Perrin, D. D. Purification of Laboratory Chemicals;
Butterworth-Heinemann: Oxford, 1996.

Sureshan, K. M.; Shashidhar, M. S.; Praveen, T.; Gonnade, R. G.;
Bhadbhade, M. M. Carbohydr. Res. 2002, 337, 2399—2410.

Angyal, S. J.; Melrose, G. J. H. J. Chem. Soc. 1965, 6494—6500.
Chung, S.-K.; Kwon, Y.-U.; Chang, Y.-T.; Sohn, K.-H.; Shin, J.-H.; Park,
K.-H.; Hong, B.-J.; Chung, I.-H. Bioorg. Med. Chem. 1999, 7,
2577—2589.



	Inositol derived crown ethers: effect of auxiliary protecting groups and the relative orientation of crown ether oxygen atoms on their metal ion binding ability
	Introduction
	Results and discussion
	myo-Inositol derived crown ethers
	scyllo-Inositol derived crown ethers
	scyllo-Inositol derived crown ethers versus myo-inositol derived crown ethers

	Conclusion
	Experimental section
	General methods
	2-O-Methyl-4,6-di-O-tosyl-myo-inositol 1,3,5-orthoformate (2)
	2-O-Methyl-myo-inositol 1,3,5-orthoformate (3)
	2-O-Methyl-4,6-(13-crown-4)-myo-inositol 1,3,5-orthoformate (4)
	Racemic 1,2-O-isopropylidene-3,6-di-O-methyl-4,5-(15-crown-5)-myo-inositol (6)
	Racemic 1,4,5,6-tetra-O-methyl-myo-inositol (7)
	Racemic 1,2-(18-crown-6)-3,4,5,6-tetra-O-methyl-myo-inositol (8)
	Racemic 1,4-di-O-benzyl-5,6-di-O-methyl-myo-inositol (10)
	Racemic 1,2-(18-crown-6)-3,6-di-O-benzyl-4,5-di-O-methyl-myo-inositol (11)
	Racemic 1,2-O-isopropylidene-3,6-di-O-methyl-myo-inositol (13)
	Racemic 1,2-O-isopropylidene-3,6-di-O-methyl-4,5-di-O-benzyl-myo-inositol (14)
	Racemic 1,4-di-O-methyl-5,6-di-O-benzyl-myo-inositol (15)
	Racemic 1,2-(18-crown-6)-3,6-di-O-methyl-4,5-di-O-benzyl-myo-inositol (16)
	Racemic 1,2,3,4-tetra-O-benzyl-5,6-(12-crown-4) scyllo-inositol (18)
	Racemic 1,2,3,4-tetra-O-benzyl-5,6-(15-crown-5) scyllo-inositol (19)
	Racemic 1,2,3,4-tetra-O-benzyl-5,6-(18-crown-6) scyllo-inositol (20)
	Racemic 1-O-benzoyl-2,3,4,5-tetra-O-methyl scyllo-inositol (21)
	Racemic 1,2,3,4-tetra-O-methyl scyllo-inositol (22)
	Racemic 1,2,3,4-tetra-O-methyl-5,6-(18-crown-6) scyllo-inositol (23)
	2-O-Benzyl-4,6-di-O-tosyl-scyllo-inositol 1,3,5-orthoformate (25)
	2-O-Benzyl-scyllo-inositol 1,3,5-orthoformate (26)
	2-O-Benzyl-4,6-(18-crown-6)-scyllo-inositol 1,3,5-orthoformate (27)


	Acknowledgements
	Supplementary data
	References and notes


