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Abstract. The syntheses of novel cage-functionalized crown cthers, 11-13, that contain one or more pyndyl units are re-
ported. The results of alkali metal picrate extraction experiments performed by using 11 and 12 are compared with those
obtained by using the corresponding model (non-cage) crown ethers. Cage-functionalized crown ether 11 displays greater
avidity toward Li* picrate vis-a-vis the corresponding model system, 2, whercas 12 displays considerably lower avidity than
its corresponding model system, 3, toward extraction of alkali metal picrates from aqueous solution into CHCl3. In addi-
tion, a highly preorganized, cage-annulated cryptand, 16, was prepared; this unusunal host molecule was found to be both

highly avid and bighly selective toward extraction of 1.1* and Na* picrates. © 1999 Elsevier Science Ltd. All rights reserved.
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Introduction. Pyridine containing macrocycles have been the focus of considerable attention as an
important class of ligands that are capable of forming stable complexes with a variety of transition metals.14 In
addition, compounds of this type have been employed as host-ligands in studies of molecular recognition and

inclusion phenomena that focus upon the complexation and transport of alkylammonium cations.3-7 Chiral

f
pyridine containing macrocycles have been synthesized from natural products 8-11 Recently, pyridine containing
macrocycles have been shown to possess significant levels of antibacterial activity.12

Incorporation of pyridine rings into crown ethers provides a Lewis base center (pyridine nitrogen) in an
aromatic ring that iends rigidity and a measure of lipophilicity to the resuiting crown ethers with consequent
impact upon the ability of such host sysiems to form complexes with a variety of neutral and ionic guest
species.13-15 Numerous pyridine containing crown ethers have been synthesized;!6-21 however relatively few
studies have been performed that are designed to evaluate the ability of systems of this type to complex effectively
with e.g., alkali metal cations.

In the present study, we report the synthesis and alkali metal picrate extraction capabilities of several novel,
cage-functionalized, pyridine containing crown ethers (11-13) and cryptands (15 and 16, vide infra). The lipo-

philicity and rigidity of these systems is significantly greater than those of simple monocyclic, nitrogen-containing
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crown ethers that contain neither aromatic rings nor a rigid polycyclic cage moiety. We have previously reported
the synthesis of cage-functionalized crown ethers and cryptands and the results of alkali metal picrate extraction
studies that involve these species as host systems.22.23 Not surprisingly, the morc highly preorganized cryptands
display significantly enhanced avidities and selectivities toward particular alkali metal cations than do their
monocyclic (crown ether) analogs.23

Synthesns of Pyridine Containing Crown Ethers, Cryptands, and Model Compounds. In
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ffects of cage-annulation on the complexation

do not contain the cage moiety. The model systems chosen for study and the procedures used to prepare these
compounds are shown in Scheme 1. Thus, 2 was prepared in 50% yield via base promoted, Nat templated reac-
tion of 2,6-bis(chloromethyl)pyridine (1a)25 with ethylene glycol. Model compound 3 was prepared via modifi-
cation of a literature procedure that employs the reaction of tetraethylene glycol ditosylate with 2 6-pyridinedi-
methanol (1b).25
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found that 4 could be prepared in one step, albeit in low yield (16%) via base promoted cyclization of 2,6-
bis(chloromethyl)pyridine (1a)25 with tosylamine. Subsequent acid hydrolysis2! of the resulting bis(p-toluene-
sulfonamide) thereby obtained afforded §.

Crown ether 6 was prepared via a modification of a procedure that has been reported previously.26 First,
2 6-bis(N-benzylaminomethyl)pyridine (1¢)3 was prepared by reacting 2,6-bis(chloromethyl)pyridine (1a)25 with
benzylamine at ambient temperaturc during 24 h. Subsequent base promoted reaction of 1a with ¢ afforded 6 in
12% vield. The structure of 6 thereby obtained was established unequivocally via application of X-ray diffraction
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methods (vide infra).
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The procedures used to prepare new cage-functionalized crown ethers 11-13 are shown in Scheme 2.
Thus, base promoted reaction of diol 722 with 1-benzyloxy-2-tosyloxyethanol produced 8. Reductive debenzyla-
tion of 8 afforded a new "extended" diol, 9, whose subsequent base promoted rcaction with TsCl afforded the
corresponding ditosylate (10) in 70% overall yield. In addition, base promoted reaction of 722 with 2 ,6-bis-
(bromomethyl)pyridine (1d) gave 11. Finally, crown ethers 12 and 13 were synthesized via base promoted reac-

tion of 10 with 1b and le¢3 respectively (Scheme 2).

Scheme 2
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Lithium carbonate promoted reaction of § with ditosylate 1423 produced the corresponding Li* cryptate,
15 (Scheme 3), in 43% vyield. The free ligand (i.e., cryptand 16) was isolated in 62% yield after 15 had been
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Results of Alkali Metal Picrate Extraction Studies. Alkali metal picrate extraction studies have
been performed by using a CHCIl3-H,0 extraction system for cage-functionalized crown ethers 11,12, and 186,
and also for a series of model compounds (i.e., 2, 3, and §, respectively). The results thereby obtained are shown
in Table 1.

Table 1. Results of Alkali Metal Picrate Extraction Experiments.

Percent of Picrate Extracted (%)*

Host Molecule Li* Na* K* Rb* cs*
18-crown-6 23:09 57109 683107 520+ 06 310+10
2 33106 30+15 13+ 04 17+05 13+£07
11 195+10 63x13 5107 43zx14 2607
3 22+04 75+10 515+10 332+14 16112
12 17+06 1913 34104 18+09 52107
5 31106 309+13 303105 33.0+09 298+ 14
16 819+07 707+ 08 403+05 460+ 06 409:09

“ Averages and standard deviations calculated for data obtained from three independent extraction experiments.

Inspection of the resuits in Table 1 indicate that 12 is a very inefficient extraction agent for alkali metal
ions. The results of MM2 calculations27 suggest that the pyridine ring nitrogen is oriented away from the center of
the cavity in 3, so its ability to interact constructively with a guest metal ion is correspondingly reduced. This
situation appears to be further exacerbated in 12 due to additional constraints imposed upon the conformational
flexibility of the crown system by the presence of a rigid cage moiety. In this context, it is interesting to note that
11 proved to be a more efficient alkali mctal picrate extractant than its corresponding model compound, i.e., 2,

particularly toward Li* picrate.

ized cryptand, i.c., 16. Compound 16 appears to be a highly efficient and somewhat selective extracting agent for
Lit and Na*. indeed, 16 proved to be considerably more avid toward ail alkai metal cations studied than iis
corresponding model crown ether, i.e., 5.

Interestingly, crown ether 5 proved to be both an inefficient and virtually indiscriminate alkali metal cation
complexing agent. Three factors may be responsible primarily for this result: (i) The tetraazadodecyl cavity within
macrocycle 5 is relatively small and cannot directly accomodate large alkalai metal cation guests on a size-fit basis

in 1:1 host-guest complexes. (i) The X-ray structure obtained for 6 suggests that the pyridyl moieites in 5§ most



likely do not lie in the approximate plane of the 12-membered ring, with concomitant decrease in the stacking abil-
ity of § that otherwise could lead to the formation of 2:1 "sandwich-type" complexes with larger alkali metal cation
guests. (ii1) Importantly, in the solid state, the lone-pairs of electrons on the aliphatic nitrogen atoms in the N-
benzyl groups are oriented in a manner that precludes them from interacting cooperatively with thc pyridyl ring
nitrogen atoms as donor ligands to stabilize an alkali metal cation guest.

Summary and Conclusions. New crown ethers 11-13 and a hig hly pre :gamzed cage-functionalized
cryptand (16), each of which contains a pyridyl moiety in addition t oxahexacyclic cage unit, have been
mrana A The hahavinr Af hagt maalasnlag 11 19 amd 1£ taagrard avieantinmn AF allbali miatal aisratao Frmms mrntas
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inio CHCI3 has been examined, and the results thereby obtained have been compared with the corresponding
extraction behavior dispiayed by comresponding model crown ethers, i.e., 2, 3, and 5, respectively.

Examination of the extraction results shown in Table 1 reveals that crown ether 12 displays considerably
lower avidity toward all alkali metal cations studied than does its corresponding model compound (i.e., 3) under
comparable conditions. By way of contrast, 11, which possesses a smaller-sized cavity than does 12, displays
higher avidity toward all alkali metal cations studicd when compared with the corresponding behavior of model
compound 2. With the lone exception of its behavior toward Cs*, crown ether 11 proved overall to be a more

efficient alkali metal extracting agent than 12. The reasons that underlie the notably poor performance of 12 in this
regard are not anmarent to ne at nrecent
regard are not apparent to us at present

Finally, we note that cryptand 16 appears to be the most effective alkali metal cation complexing agent
among the three host molecules whose extraction profiles have been studied herein. This result is not surprising,
since 16 is the most highly preorganized of these three host systems. Interestingly, whereas 16 displays relatively
high avidity toward all of the alkali metal cations studied, it appears to form complexes selectively with Li+ and
Nat.

Experimental Section
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Melting points are uncorrected. Absorption intensities of alkali metal picrate solutions were measured at A
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Facility at the Deoanment of Chemistry and Blochemlstrv University of Texas at Austin by using a ZAB-E
double sector high-resolution mass spectrometer (Micromass, Manchester, England) that was operated in the
chemical ionization mode. Elemental microanalyses were performed by personnel at M-H-W Laboratories,

Phoenix, AZ.
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Model Crown Ether 2. To a suspension of NaH (obtained as a dispersion of 60% w/w NaH in mineral
oil, 520 mg, 2.08 mmol) in dry THF (12 mL) under argon was added with stirring a solution of diethylene glycol
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i 1 (1a 196 meg. 1.04 mmol) in drv THF (60 ml) was added dropwise with stirring

,6-bis(chloromethyl)pynidine (1a, 196 mg, 1.04 mmol) in ed dropwise with stirring
during 0.5 h. The reactmn mixture was refluxed for 72 h and then was alIowed to cool gradually to ambient
temperature. The reaction was quenched via addition of water (5 mL), and the resulting aqueous suspension was
extracted with CHCl3 (4 x 45 mL). The combined organic layers were dried (MgSOg4) and filtered, and the filtrate
was concentrated in vacuo. T he residue was purified via column chromatography on neutral alumina by eluting

with 50% EtOAc-hexane. Pure 2 (100 mg, 50%) was thereby obtained as a coloriess oil: IR (mm) 3449 (s), 2870
N 1LY fy 1AL Faoo) fex) 11104.‘.-1_ fen)e 1LY NINADY /O TYMIZN 8 2 £A 2 ATIN fo AL T21
\b), 10UZ (W), 19404 (W), \ ), 1110 Cili™° (i), " INIVIK (L LUCI3) 0 5.04-3. 71 \u; 8 n), 4. 7U{8,411), /.01
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(d,J =76 Hz,2 H), 742 (t,J = 69 Hz, 1 H); 3C NMR (CDCl3) § 70.2 (1), 70.6 (1), 73.1 (1), 119.7 (d), 137.9
(d), 157.9 (s). Anal. Caled for C11H;sNO3: C, 63.14; H, 7.23. Found: C, 63.20; H, 7.19.

Model Crown Ether 3, To a sugnension of NaH (obtained as a dig
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oil, 77 mg, 2.53 mmol) in dry THF (23 mL) under argon was added with stirring a qolugn of 2 6-bis(thydroxy-
methyl)pyndme (1b, 140 mg, 1.0 mmol) in dry THF (38 mL). The resultm mixture refluxed for 0.5 h, at
which time a solution of tetraecthyleneglycol ditosylate (510 mg, 1.0 mmol) in dry THF (58 mL) was added
dropwise with stirring during 20 minutes. The reaction mixture was refluxed for 18 h and then was allowed to
cool graduaily to ambient tcmperature The reaction was quenched via addition of water (20 mL), and the resulting

aqueous :,uapumuu was extracied with \,n\,x3 \4 x 50 mlL.). The combined orgamc layers were dried (MgbU4)

and filtered, and the filtrate was concentrated in vacuo. The residue was purified via column chromatography on

neutral alumina by eluting with 50% EtOAc-hexane. Pure 3 (116 mg, 39%) was thereby obtained as a colorless
oil. The IR, IH NMR, and 13C NMR spectra of the material thereby obtained is essentially identical with the
corresponding spectral data that has been reported previously for authentic 3. 24

Crown Ether 4. A solution of 1a (207 mg, 1.10 mmol), TsNH; (753 mg, 4.4 mmol), and Na;CO3
(292 g,27.5 mmol) in CH3CN (10 mL) was refluxed with stirring during 24 h. The reaction mixture was allowed

t rant omdially ta ambiant tamnaratiies and than was Filtarnd and tho £

O CGOn graGiany O amoitny wmperawire anag uicn was fiitered, and the filtrate was concentrated in vacuo. The
residue was purified via column chromatography on neutral alumina by eluting with EtOAc. Pure 4 (96 mg, 16%)
was thereby obtained as a colorless oil. The IR 1H NMR, and 13C NMR spectra of the material thereby obtained
is essentially identical with the corresponding spectral data that has been reported previously for authentic 3. 21

2,6-Bis(N-benzylaminomethyl)pyridine (1c). A solution of benzylamine (23.0 g, 72 mmol, large
excess) and 1a (2.30 g, 12 mmol) was heated with stirring in an external oil bath at 120 °C for 28 h. The reaction
mixture was allowed to cool gradually to ambient temperature, crushed NaOH pellets (1.00 g, 25 mmol) then was
added, and the resulting mixture was heated with stirring in an external oil bath at 120 °C for 1 h. The reaction

mixture was allowed to cool mdua“v to ambient temperature, and the resulting mixture was concentrated in vacuo
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(water aspirator) to remove excess benzylamine. The residue was dnssolved in CHCI3 (100 mL); the resulting
solution was filtered, and the filtrate was washed with water (50 mL). The layers were scparated, and the aqueous
layer was extracted with CHCI3 (3 x 50 mL). The combined organic layers were dried (MgSQO4) and filtered, and
the filtrate was concentrated in vacuo. The residue was purified via bulb-to-bulb distillation (Kiigelruhr apparatus)

‘-nm\ Try v sv -}’n".

thereby auorumg fe(i64g,43%)asa paie yeliow oil. The IR, ‘H NMR, and >C NMR spectra of the material

mtinal arith tha ~neracanndin

btained is essentially identical with the Corresponaiiig spectrai aa data that has been epuu.bu plcnuumy for

-
-
']
-
r
r

Crown ether 6. A solution of 1¢ (360 mg, 1.13 mmol), NaCO3 (600 mg, 5.65 mmol), Nal (85 mg,
0.65 mmol) in CH3CN (25 mL) was refluxed with stirring during 0.5 h. To the hot reaction mixture was added
portiuonwise with stirring 1a (200 mg, 1.13 mmol), and the resulting mixture was refluxed during 24 h. The
reaction mixture was allowed to cool gradually to ambient temperature and then was filtered. The filtrate was

concentrated in vacuo, and the residue thereby obtained was purified via column chromatography on neutral

alumina by eluting with 20% EtOAc-hexane. Pure 6 (26 mg, 12%) was '.*:erehy obtained as a colorless oil. The

IR, 'H NMR, and 13C NMR spectra of the material thereby obtained is essentially identical with the c«
ing spectral data that has been reported previously for authentic 6.26

correspond-
r~

3,5-Bis[2-(2'-benzyloxyethoxy)ethyl]-4-oxahexacyclo[5.4.1.02,6.03,10 05,9 ¢8,11])go.-
decane (8). A suspension of NaH (60% suspension in mineral oil, 660 mg, 16.4 mmol) in dry DMF (10 mL)
under argon was cooled to 0 °C via application of an external ice-water bath. To this cooled solution was added
dropwise with stirring a solution of 722 (1.85 g, 7.45 mmol) in DMF (10 mL). The resulting white suspension
was stirred at O °C for 10 minutes, at which time the external ice-water bath was removed, and the reaction mixture
was allowed to warm gradually to ambient temperature while stirring during 2 h. The reaction mixture again was



cooled to 0 °C via application of an external ice-waier bath, and to the cooled reaction mixture was added dropwise
with stirring a solution of 1-(benzyoxy)-2-(p-toluensulfonyloxy)ethane (5.02 g, 16.4 mmol) in DMF (10 mL).
The resulting suspension was stirred at O °C for 10 minutes, at which time the external cold bath was removed,
and the reaction mixture was allowed to warm gradually to ambient temperature and was stirred at that temperature
for2 days The reaction mixture was concentrated in vacuo, and ice-water (50 mL) was added to the residue. The

e~ o TLo e =
xcauxuua aqueous buapcualuu was extracted 3 wu.u \,nzplz \:) x 40 llu..) The combined or gdmb ldyers were dned

(MDQ(')A and filtered and the filtrate was concentrated in vacuo. The residue was nurified via column chroma-

MgSQy) and filtered, and the filtrate was concentrated in vacuo. The residue was purified via column chroma-
tography on silica gel by eluting with 20% EtOAc-hexane. Pure 8 (1.7 g, 44%) was thereby obtained as a
colorless viscous oil. IR (film) 2951 (s), 2870 (s), 1450 (m), 1111 (vs), 736 cm~1 (s); 1H NMR (CDCl3) 5 1.45
(AB,Jap =103 Hz, 1 H), 1.82 (AB,Jap = 103 Hz, 1 H),2.10 (t,J =7.14 Hz,4 H), 236 (br s, 2 H), 2.48-
2.54 (m, 6 H), 3.51-3.59 (m, 12 H), 4.55 (s, 4 H), 7.27-7.34 (m, 10 H); 13C NMR (CDCl3) 5 32.8 (1), 41.8 (d),
43.4 (1),44.5(d), 484 (d), 58.8 (d), 68.4 (1), 69.5 (1), 70.2 (1), 73.2 (1), 94.4 (s), 127.6 (d), 127.7 (d), 1283 (d),
1383 (s). Anal. Calcd for C33H490s: C,76.71; H, 7.80; Found: C, 76.48; H, 7.70.
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ane (9). To a solution of 8 (1.70 g, 3.29 mmol) in EtOH (50 mL) was added 10% Pd-C (180 mg), and the

resulting mixture was hydmgenated by using Hy (g) (58 psi) on a Parr shaker apparatus during 24 h. The reaction
mixture was filtered through a bed of Celite to remove spent catalyst. The filtrate was concentrated in vacuo,
thereby affording 9 (990 mg, 89%), as a colorless viscous oil; IR (film) 3416 (s), 2945 (s), 2864 (s), 1367 (W),
1128 (s), 1066 cm-1 (s); iH NMR (CDCl3) § 1.44 (AB, Jag = 104 Hz, 1 H), 1.80 (AB, Jop = 104 Hz, 1 H),
2.01 (t,J=6.6 Hz,4 H), 232 (brs, 2 H), 2.40-2.53 (m, 6 H), 3.04 (s, 2 H, peak disappears when NMR sampie
is shaken with D20), 3.40-3.61 (m, 12 H); 13C NMR (CDCl3) 5 32.2 (1), 41.5 (d), 43.3 (1), 44.2 (d), 48.1 (d),
58.5(d), 61.4 (1), 678 (1),71.7 (),94.7 (s). Anal. Calcd for C19H2805. C, 67.83; H, 8.39; Found: C,67.60: H,

8.23.

3,5-Bis[2-(2'-p-toluenesulfonyloxyethoxy)ethyl]-4-oxahexacyclo[5.4.1.02:6,03,10 ¢5,9.
.03:11]dodecane (10). A solution of p-TsCl (0.697 g, 3.66 mmol) in dry pyridine (6 mL) was placed in a
round-bottom flask that previously had been thoroughly flushed with argon. This solution was cooled to 0 °C via
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appuwuuu of an extemal ice-water bath. To the this cooled solution was added d ulupwn,:: with buulng a solution
of 9(410mg 122 mmol) in drv CH»Cl» (10 mL) durine 15 minutes. After the addition of 9 had been combleted

10mg, 1.22 mmol) in dry CHClp (10 mL) during 15 minutes. After the addition of 9 had been completed,
the external ice-water bath was removed, and the reaction mixture was allowed to warm gradually to alll”lblent
temperature while stirring overnight. The reaction mixture was poured into ice-water (150 mL), and the resulting
aqueous suspension was extracted with CH2Cl, (200 mL). The organic layer was washed with ice-cold 5 M HCl
(2 x 50 mL), dried (MgSO4), and filtered, and the filtrate was concentrated in vacuo. The residue was purified via

coiumn chromatography on silica gei by eiuting with 50% EtOAc-hexane. Compound 10 (550 mg, 70%) was

thereby obtained as a colorless viscous oil; IR (film) 2958 (s), 2872 (m), 1356 (s), 1178 (vs), 1024 (m), 927 (s),
665 cm-1 (m); 1H NMR (CDCl3) 5 1.45 (AB, Jag = 104 Hz, 1 H), 181 (AB, JAop = 104Hz, 1 H),197(t,J =

RIS wial 3 aNAVaIN \asnea3 + 114, LRI, VAR = AVST LAy & A3y LT Vv —

70Hz, 4 H), 230 (brs, 2 H), 2.42 (s, 10 H), 2 49-') S8 (m,2 H), 3 45 (t,/J=70Hz,4H),3.57(t,J=48Hz,8
H),4.11 (t,J =48 Hz,4 H), 731 (AB, Jaop = 8.2 Hz, 2 H), 7.77 (AB, JAB = 8.2 Hz, 2 H); 13C NMR (CDCl3) §
216 (q), 32.6 (1), 41.7 (d), 43.4 (t), 44 4 (d), 483 (d), 58.7 (d), 68.1 (1), 684 (1), 69.2 (1), 94.2 (s), 1279 (d),
129.8 (d), 133.0 (s), 144.7 (s). Anal. Calcd for C33H4909S3: C, 61.47; H, 6.25; Found: C,61.62; H, 6.08.
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(45 mL), and the resulting mixture was refluxed with stirring during 0.5 h. To the reaction mixture was added
drop-wise with stirring a solution of 1d (350 mg, 1.35 mmol) in dry THF (75 ml) during 0.5 h. After the addition
of 1d had been completed, the resulting mixture was refluxed for 72 h. The reaction mixture was allowed to cool
gradually to ambient temperature and then was quenched via addition of water (5 mL). The resulting aqueous
suspension was extracted with CHCI3 (4 x 25 mL). The combined organic layers were dried (MgSO4) and
filtered, and the filtrate was concentrated in vacuo. The residue was purified via column chromatography on

mantral alitmainag he aluting with SNV FHNA -~ havana Dhnrae 11 (8N mo S204) wace tharahy nhtainad ag a anlarlace
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oil: IR (film) 3408 (br, s), 2987 (s), 1714 (m), 1597 (w), 1454 (m), 1257 (s), 1103 (s), 748 cm-1 (s); IH NMR
(CDCl3) $1.40(d,J=10.5Hz, 1 H), 1.73-2.72 (m, 9 H),340-3.73 (m,4 H),4.71 (m,8 H), 7.12 (d, J = 8.1 Hz,
2 H), 7.50 (t,J = 7.0 Hz, 1 H); 13C NMR (CDCl3) 83123 (1), 41.5 (d), 43 3 (1), 44.1 (d), 49.0 (d), 58.1 (d), 65.6

(t), 70.8 (1), 94.2 (s), 122.7 (d), 135.9 (d), 157.9 (s). Anal. Caicd for (,22H25N03 C,75.17, H,7.17. Found: C,
74.85; H, 7.26. Exact mass (Cl HRMS) Calcd for CppHysNO3: {M; + H]* 352.19127. Found: [M, + H}*
252.19014

Crown Ether 12. To a suspension of NaH (60% suspension in mineral oil, 46 mg, 1.79 mmol) in dry
THF (14 mL) under argon was added dropwise with stirring a solution of 1b (84 mg, 0.60 mmot) in dry THF (23
mL), and the resulting mixture was refluxed with stirring during 0.5 h. To the reaction mixture was added drop-

wise with stirring a solution of 10 (370 mg, 0.60 mmol) in dry THF (35 mL) during 0.5 h. After all of the
reagent, 9, had been added, the resulting mixture was refluxed for 56 h. The reaction mixture was allowed to cool

omr!“;u"v try amhient temnermture and then wae auenched via addition of water (20 mI Y Tha recultine amuanng
O aMOICHL WINpCIrature ana wdn was quenenca via adGiiicon o1 Wallr (40 muj. 1 a¢ rCsualing agqueous

susnensmn was extracted with CHCl3 (4 x 25 mL). The combined organic layers were dried (MgSO4) and
filtered, and the filtrate was concentrated in vacuo. The residue was punﬁed via (,olumn chmmaloglaphy on neu-
tral alumina by elutmg with 20% EtOAc-hexane. Pure 12 (120 mg, 38%) was thereby obtamed as a colorless oil:
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Crown Ether 13. To a mixture of 10 (190 mg, 030 mmol) and Na;CO3 (160 mg, 1.5 mmol) in
CH3CN (15 mL) was added 1¢ (98 mg, 0.3 mmol), and the resulting mixture was refluxed for 34 h. The reaction
mixture was allowed to cool gradually to ambient temperalure; the reaction mixture then was filtered, and the
filtrate was concentrated in vacuo. The residue was dissolved in CHCl3 (20 mL), and the resulting solution was

washed with water (3 x 20 mL) The organic layer was dned (MgSOy4) and fiitered, and the fiitrate was
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conceniraied in vacio. The residuc was puriiea via column ¢l lualﬁgl pu'y on neutral alumina Uy wuung with
20% FEtOAc-hexane. Pure 13 IAQ me. 27%) was there s obtained as a colorless oil: TR (film) 340R (br_ g) 2050

% EtOAc-hexane. Pure 13 (48 mg, 27%) was thereby obtained as a colo (film) 3408 (br, 5), 2950
(s), 1708 (m), 1610 (w), 1438 (m), 1247 (s), 1112 (s), 738 (m), 700 cm-! (m); 'H NMR (CDCl3) 5 1.51 (d, J =

11.0 Hz, 1 H), 1.71-2.03 (m, 5 H), 2.32-2.61 (m, 12 H), 2.74 (1, J = 6.5 Hz, 4 H), 3.45 (t, J = 5.4 Hz, 8 H), 3.70
(s,2 H),3.85 (s, 2 H), 7.21-7.53 (m, 12 H), 7.64 (1, = 8.0 Hz 1 H); 13C NMR (CDCl3) 5 323 (t), 42,0 (d), 43.9
(1), 44.5 (d), 48.5 (d), 53.4 (1), 59.4 (d), 608 (1), 61.5 (1), 67.9 (1), 69.7 (1), 94.7 (s), 121.3 (d), 127.4 (d), 1287

(d), 1293 (d), 137.1 (d). 140.0 (s), 160.1 (s). Anal. Caicd for C4oHa7N303: C, 77.76; H, 7.67. Found: C, 77.51;
H, 7.78.

Lit Cryptate i5. To a mixture of § (494 mg, 0.89 mmol) and Li,CO3 (270 mg, 3.65 mmoi) in CH3CN
20 mT Y wace added 1423 (200 mie 022 mmol) and the resulting mixture was refluxed for 4 dave The reaction
\DU I111) wad aUUucu 19 (4N lls, V.00 111111Vl ), Aliu IV 1uvoulu ‘E HIALUIC S ICIIRACAU TUL “¢ uaya 11O ICavuull
mixture was allowed to cool gradually to ambient temperature and then was filtered, and the filtrate was
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concentrated in vacuo. The residue was purified via column chromatography on silica gel by eluting with 10%

CH3O0H-CH2Cl,. Pure Lit cryptate 15 (224 mg, 43%) was thereby obtained as a colorless, tacky semi-solid: IR
(CHCl3) 3350 (br, s), 2963 (s), 1724 (w), 1585 (m), 1456 (m), 1223 (s), 1354 (w), 1008 (m), 751 (w), 732 (s),
680 cm-! (m); 'H NMR (CDCl3) § 1.65(d,J=11.7Hz, 1 H), 2.14-2.25 (m, 5 H), 2.60 (s, 1 H), 2.76-2.90 (m, 8
H) 3.25-3.40 (m, 4H) 370383 (m 4H) 409-4_.8(m 6H) 680(d J= 80Hz 4H) 7.05(AB,Jap =72
(q) 79 5(t),41.1

IEaY KQAIt\ (KAIn\
Y, VU AR, 2T

LB
to
=



Cryptand 16. A solution of 15 (220 mg, 0.35 mmol) in CHCI3 (50 mL) was placed in separatory
funnel, placed on a mechanical shaker apparatus, and extracted with H20 (30 mL). The layers were separated after
each 12 h interval, the water layer was replaced at that time with fresh water, and the extraction procedure was
continued for a total of 5 days The presence (or absence) of LiOTs was confirmed by withdrawing aliquots at 24
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14 NMR snectrum, After the Ipnothv water-extraction nrocedure had been completed. the lavers in the separatory
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were separated. The organic layer then was filtered, and the filtrate was concentrated in vacuo. Pure 16 (98 mg,
62%) was thereby obtained as a colorless oil; IR (film) 3376 (br, s), 2938 (s), 1634 (m), 1603 (m), 1444 (m),
1200 (s), 1030 (m), 749 cm-! (s); 1H NMR (CDCl3) & 1.40 (d, J= 11.7 Hz, 1 H), 1.65-1.80 (m, 5 H), 2.07-2.31
(m,3 H),2.63-290 (m, SH),3.21-334 (m,4 H),3.73 (m, 4 H), 4.12-430 (m, 2 H), 7.40 (m, 4 H), 7.94 (m, 2
H);13C NMR (CDCli3) § 30.5 (), 40.3 (d), 43 3 (1), 43.8 (d), 47.1 (d), 55.0 (1), 58.2 (d), 603 (1), 60.6 (1), 95.5
(s), 121.5 (d), 121.6 (d), 140.8 (d), 1412 (d), 155.6 (s), 157.2 (s). Exact mass (CI HRMS) Calcd for

FalOR 3 MR N gV % L LI+ AG2 MECAA Crazmd. AL+ A2 Y£NQ
CaoH33N40: [M; + H* 453.26544. Found: Mt 453 26628.

Alkali Metal Picrate Extraction Experiments. The extraction experiments were performed by
using SmM solutions of each compounds in CHCl3 The procedure that was used for this purpose has been
described elsewhere.28

X-ray Structure Determination of 6. All data were collected at ambicnt temperature on a Rigaku
AFC6S diffractometer with graphite monochromated Cu Ko radiation (A = 1.54178 A) by using the 6-20 scan
tP{'hrnﬂne- with mnlhn!p scans for weak reflections, Pertinent Y-m\/ data are ggven in Table 2. Data were corrected
for Lorentz and polarization effects. Secondary extinction, and y-scan absorption corrections were applied. The
structure was solved by direct methods (SIR92).2? The model was refined by using full-matrix least-squares
techniques. The non-hydrogen atoms were refined anisotropically; hydrogen atoms were included but were not
refined. All calculations were performed by using TEXSAN .30 Scattering factors were taken from Cromer and
Waber 31
Table 2. X-ray data collection and processing parameters for 6.

Compound 6 Z-value 4
Degic (g-cm3) 1.214
Formula CogHagNg u(cm- 1) 561
Size (mm) 0.10x020x020 T(K) 294
Space Group P2i/a (#14) 20max (°) 156.9
a(A) 11.991 (7) Total reflections 4383
b (A) 11.640 (3) Unique refiections 4138 (Rip; = 0.255)
c(A) 16.503 (4) Observed Reflec- 2043
tions I = 3a(])
a(®) 90 Parameters 290
B(°) 9239 (4) R,Rw 0.072; 0.088
v(°) 90 (A/6)max 0.00
v (A3) 2301 (1) Pmax: Pmin (€A-3)  030;-0.29
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