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Total Syntheses of Macrocyclic Marine Alkaloids, Haliclamines A and B: A
Convenient and Expeditious Assembliy of 3-Substituted Pyridine Derivatives
with Different Aikyl Chains to the Bispyridinium Macrocycie

Yoshiki Morimoto,* Chiho Yokoe, Hajime Kurihara, and Takamasa Kinoshita

Abstract: The total syntheses of haliclamines A (1) and B (2), macrocyclic marine alkaloids closely
related to the key bisdihydropyridine intermediate 3 of the biogenetically unique manzamine family, have

derivatives such as 40 and 41. The general synthetic methodology toward the bispyridinium macrocycle
44, a key biogenetic equivalent of the polycyclic marine alkaloids, has been proposed through the total
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synuieses. © 1998 Elsevier Science Ltd. All rights reserved.
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structurally and bioactively unique macrocyclic alkaloids have been
isolated from various marine sponges over the past decade."” Manzamine A, a B-carboline alkaloid having a novel
heterocyclic system, is the primary and most representative member of these alkaloids.’ Since Baldwin and
Whitehead have proposed the fascinating biogenesis of the manzamines in 1992,* it has been suggested that a
variety of alkaloids such as ingamine A,’ xestocyclamine A,® madangamine A, haliclonacyclamine A,® and
halicyclamine A’ may also be produced through the similar biogenetic pathway. The key feature of the biogenesis
is an intramolecular Diels-Alder reaction of the bisdihydropyridine intermediate possessing various 3-alkyl chains
linking the two heterocycles such as 3 (Fig. 1). The appearance of the hypothetical biogenesis has prompted

extensive work directed toward the biomimetic synthesis of these alkaloids.'®"®
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Fusetani ef al. and their structures are most closely related to the key bisdihydropyridine intermediate 3 of
macrocyclic alkaloids ever isolated. One type is cytotoxic haliclamines A (1) and B (2), isolated from a marine
sponge of the genus Haliclona, consisting of two tetrahydropyridines linked through C, and C,, alkyl chains
(Fig. 1)."7 Another type is cyclostellettamines A-F, isolated as muscarinic receptor binding inhibitors from the
marine sponge Stelletta maxima, which are bispyridininm macrocycles linked through two C,,-C,, alkyl

chains.'®'® Therefore, the establishment of the synthetic methodology toward these alkaloids must give general

access to the key bisdihydropyridine intermediate 3 with 3-alkyl chains variously bridging the two heterocycles.
In this paper, we report total syntheses of haliclamines A (1) and B (2) through a convenient and expeditious
assembly of 3-substituted pyridine derivatives with different alkyl chains to the bispyridinium macrocycle as a
. . - - . . 2
general approach to the key bisdihydropyridine intermediate 3.%
0040 /9 front matter © 1998 Elsevier Science Ltd. All rights reserved
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RESULTS AND DISCUSSION

The retrosynthetic analyses of haliclamines A (1) and B (2) are outlined in Scheme 1. It is easily anticipated
that 1 and 2 will be obtained by reduction of the bispyridinium macrocycle 4 as cxemplified in many similar

precedents.'®"® The macrocycle 4 will be constructed by the convergent intermolecular N-alkylation of the two 3-
alkylpyridine derivatives 5 and 6 followed by the intramolecular version. In the case of haliclamine A (1), the

disconnections at the positions shown in 5 and 6 lead to simple 3-picoline and appropriate carbon chains (C, and
C,, units, respectively). On the contrary, the 3-aikyipyridine derivatives 5 and 6 could be divided into 3-picoline,
the known aldehyde 7,%' and the common C, unit to both 5 and 6 in the case of haliclamine B (2).

The preparation of alkyl chains 17 and 24 with trans disubstituted double bond corresponding to the C; and
C,, units began with monoprotection of commercially available 1,4-butanediol (8) and 1,7-heptanediol (9),
respectively (Scheme 2). The alkylation of iodide 12, which was derived from the monobenzyl ether 10 via
mesylation, with the lithium acetylide of 13°” in 1,3-dimethyl-3,4,5,6-tetrahydro-2(1H)-pyrimidinone (DMPU)-
THF (1:1) as mixed solvent system?® afforded acetylene 14 in 86% yield. The reduction of triple bond to trans
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Scheme 1. Retrosynthetic analyses of halicalmines A (1) and B (2).
double bond and removal of the benzyl protective group in the acetylene 14 were simuitaneously carried out by

treatment with a large excess of metallic sodium in the presence of #BuOH at —40 °C for a long time to
stereoselectively yield frans olefin 15 as a single isomer. The stereochemistry of 15 could be secured by the
coupling constant of 15.4 Hz between the olefinic protons in its 'H NMR spectrum. The trans olefinic alcohol 15
was converted into the desired iodide 17 in the usual manner. The same sequence of reactions starting from 1,7-
heptanediol (9) provided another favorable iodide 24 in comparable overall yields with the iodide 17.

With the requisite alkyl chains 17 and 24 in hand, the next stage is preparation of 3-alkylpyridine

derivatives 27 and 30 corresponding to 5 and 6, respectively, and their convergent assembly (Scheme 3).
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Lithiation of 3-picoline was performed with lithium diisopropylamide in THF at -78 °C* and subsequent addition
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of the iodide 17 furnished the alkylated adduct 25 in good yield, which was converted to the mesylaie 27 via
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Scheme 2. Reagents and conditions: (a) NaH, BnBr, DMF, 0 °C - rt, 15 h; (b) MsCl, Et;:N, CH,Cl,, 0 °C,
1 h; (c) Nal, acetone, reflux, 3—4 h; (d) lithium acetylide of 13, DMPU-THF (1:1), -15 °C, 30 min, then rt,
overnight; (e) an excess of Na, +-BuOH, NH;-Et,0, -40 °C, 3-4 d.
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Scheme 3. Reagents and conditions: (a) LDA, 3-picoline, THF, 78 °C, 20 min, then 17 or 24, -78 °C —
rt, 5-6 h; (b) AcOH-H,0 (3:2), t, 2-3 h; (c) MsCl, Et3N CH2CI2, 0°C, 1 h; (d) m-CPBA, CH2C12, 0°C,
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MeOH-H,0 (3:2),0°C > rt, 11 h.

deprotection of t-butyldimethylsilyl ether. To avoid self-polymerization or intramolecular N-alkylation of 27 in
the face of coupling 27 with 30 prepared by the same way, the nucleophilic nitrogen functionality in 27 was
protected as an N-oxide. The intermolecular N-alkylation of 30 with the N-oxide 28 in the presence of potassium
iodide in refluxing acetonitrile'? afforded the desired pyridinium alcohol 31 in 67% yield. The usual mesylation of
hydroxyl group in 31 concurrently resulted in an expedient deoxygenation of the pyridine N-oxide for the next

macrocyclization. The intramolecular N-alkylation of 32 in the presence of potassium iodide proceeded under

L dilution conditions (1 mM solution of 22 in refluxing CH ONNZIGI90 o0 a1 tha rieg nlacad hicnumdinin
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haliclamine A (1), the spectroscopic data of which was identical with the natural 17 in all respects.

Since the total synthesis of haliclamine A (1) has been accomplished as shown in Scheme 3, the same
methodology was applied to another target haliclamine B (2) (Scheme 4). The (Z)-selective Wittig olefination of
the known aldehyde 7*! with the phosphonium salt 34 prepared from iodide 17, followed by deprotection of the
silyl ether 35, yielded the 3-alkylpyridine derivative 36 necessary for the coupling with N-oxido mesylate 28.
The intermolecular N-alkylation of 36 with the mesylate 28 in the presence of potassium iodide in refluxing

acetonitrile afforded the pyridinium alcohol 37 in 64% yield.

s L amium al

Although in the route of the to!

I synthesis of

fSLP L gEe 1l

haliclamine A (1), the mesylation of 31 in dichloromethane was s1multancously accompanied with the favorable
deoxygenation of pyridine N-oxide (Scheme 3), reproducibility of the reaction was somewhat probiematic. it has,
however, been found that the use of acetonitrile instead of dichioromethane as the solvent reproducibly optimizes
the yield of the mesylation and deoxygenation. Treatment of the N-oxide 37 with a large excess of

methanesulfonyl chloride and triethylamine in acetonitrile at 0 °C for 1 h could provide the desirable mesylate 38
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Scheme 4. Reagents and conditions: (a) PPh;, NaHCO;, CH;CN, reflux, 24 h, 94%; (b) KHMDS, 7,
THF, -78 °C - 1t, 24 h, 61%; (c) AcOH-H,O (3:2), rt, 5 h, 84%; (d) K1, 28, CH;CN, reflux, 3 d, 64%;
(e) MsCl, Et3N, CH5CN, 0 °C, 1 h, 77%; (f) KI, 1 mM of 38 in CH;CN, reflux, 5 d, 60%; (g) NaBH,,
MeCH-H,0 (3:2),0°C > 11, 13k, 63%.

in 77% yield in a single step. The intramolecular N-alkylation of 38 proceeded still under high dilution conditions
to produce the ring closed bispyridinium macrocycle 39 in 60% yield, whose reduction with sodium borohydride
gave the synthetic haliclamine B (2). The spectral characteristics of the synthetic 2 thus obtained were identical to
those reported'” in all respects
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convergent assembly of 3-substituted pyridine derivatives 40 and 41 with different alkyl chains to the
bispyridinium macrocycle 44, a synthetic equivalent of the key bisdihydropyridine intermediate 3 implied in the
biogenesis,” can be considered to be the general synthetic methodology toward the bisdihydropyridine
intermediate 3 linked through a variety of 3-alkyl chains between the two heterocycles (Scheme 5). The
methodology has the following characteristics. Protecting one of the two nucleophilic nitrogen functional groups
as an N-oxide can avoid self-polymerization or intramolecular N-alkylation in the face of coupling 40 with 41 to
control the construction of an arbitrary macrocycle. The mesylation of hydroxyl group {conversion into a leaving

group) and deoxygenation of the pyridine N-oxide {deprotection of the nitrogen function) in the ¢ uphng product
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popular reagents (MSLJ and 5[31\1 in CH CI N ) under mild conditions. The utilization of lT.leSYla[C posscssmg an

i

appropriate leaving ability as the leaving group makes isolation and purification of 43 with both nucleophilic and
electrophilic sites possible.

The sequence of reactions will allow the convenient and expeditious access to the bisdihydropyridine
intermediate 3 having a variety of 3-alkyl chains linking the two heterocycles. The research on biomimetic
synthesis of the macrocyclic marine alkaloids employing this methodology is in progress.
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Scheme 5. General synthetic methodology to the bispyridinium macrocycle 44.

EXPERIMENTAL SECTION
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H NMR specira were recorded on JEOL model INM-LA 300 (300 MHz) and 400 (400 MHz)
spectrometers. *C NMR spectra were measured on JEOL model JNM-LA 300 (75 MHz) and 400 (100 MHz)
spectrometers. Infrared (IR) spectra were recorded on a JASCO A-102 spectrophotometer. Mass spectra were
determined on a JEOL model AX-500 spectrometer. Analytical thin layer chromatography was carried out by
precoated silica gel (Merck TLC plates Silica gel 60 F,,,). Silica gel used for column chromatographies was
Merck Silica gel 60 (70-230 mesh). All reactions were performed in oven-dried glassware. Tetrahydrofuran
(THF) and diethyl ether (Et,O) were distilled from sodium metal/benzophenone ketyl. Dichloromethane (CH

-.-ch lamine (Et.N). diisopropvlamine. acetonitrile (CH,CN), and 1,1,1,3,3,3-he
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were distilled from calcium hydride. Acetone was distilled from potassium permanganate. ter-Butyl alcohol (t-
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BuOH } was distilled from mdgnesmm activated with iodine. N N- u1metnyuormalmae (DMF), 1 .5-cnmemy1-
3,4,5,6-tetrahydro-2(1H)-pyrimidinone (DMPU), and 3-picoline were distilled from calcium hydride at reduced
pressure.

4-Benzyloxy-1-butanol (10). To a solution of NaH (60% in oil suspension, 4.43 g, 111 mmol) in 100
mL of DMF at room temperature was added dropwise 1,4-butanediol (8) (9.83 mL, 111 mmol) and the solution
was stirred at the same temperature for 1 h under N,. After the reaction vessel was cooled to 0 °C, 9.24 mL (77.7

mmol) of BnBr was added dropwise to the solution and the resulting mixtures were stirred at room temperature

for 15 h. The reaction was quenched with saturated aqueous NH,Cl and the reaction mixture was poured into
s Tand st haionn Aedad Aeras
water, followed by extraction with ether (x 3). The combined ethereal layers were washed with brine, dried over
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anhydrous MgSO,, and concentrated in vacuo. The residue was subjecied to column chromatography
(hexane:EtOAc = 80:20) on 300 g of silica gel to give benzyl ether 10 (10.9 g, 77.7% yield) as a colorless oil: 'H
NMR (300 MHz, CDCl,) & 7.37-7.19 (5H, m), 4.52 (2H, s), 3.64 (2H, t, J = 6.0 Hz), 3.52 2H, t, J= 5.9
Hz), 2.35-1.85 (1H, br s), 1.77-1.62 (4H, m); °C NMR (75 MHz, CDCL,) & 138.1, 128.4, 127.7, 127.6,
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73.0, 70.3, 62.7, 30.1, 26.6; IR (neat) 3345, 2895, 2810, 1080, 1048, 720, 680 cm™'; EI-MS m/z (relative
intensity) 180 (M, 6.0), 162 (3.0), 149 (13), 107 (76), 91 (100); EI-HRMS calcd for C, H,,0, (M*) 180.1150,
found 180.1164.

1-Benzyloxy-4-methanesulfonyloxybutane (11). To a solution of alcohol 10 (5.00 £, 30.4 mmol)
in 60 mL of CH,Cl, at 0 °C under N, were sequentially added 6.42 mL (45.7 mmol) of Et,N and 2.82 ml. (36.5

111L AN A AL £.0L 1131

mmol) of MsCl, and then the mixture was stirred for 1 h. The reaction mixture was poured into water and

extracted with CH,Cl, (x 2) and EtOAc (x 2). The extracted organic layer was dried over anhydrous MgSO, and
b | 1 h |

oncenirated under reduced pressure. The residual oil was subjected to column chromatography (hexane:EiOAc =
0:30) on 100 g of silica gel to provide mesylate 11 (7.63 g, 97.0% yield) as a colorless oil: 'H NMR (300 MHz,
CDCIl,) & 7.37-7.26 (SH, m), 4.50 (2H, s), 4.26 (2H, t, J = 6.5 Hz), 3.52 (2H, t, J = 6.1 Hz), 2.97 (3H, s),
1.91-1.84 (2H, m), 1.76-1.70 (2H, m); '’C NMR (75 MHz, CDCL,) 5 138.4, 128.5, 127.7, 73.1, 70.0, 69.4,
37.4,26.3, 25.8; IR (neat) 2990, 2900, 2815, 1337, 1158, 1082, 920, 800, 721, 683 cm™; EI-MS m/z (relative
intensity) 258 (M*, 20), 186 (3.0), 162 (15), 161 (27), 107 (93), 91 (100); EI-HRMS calcd for C,,H,;0,S (M*)
258.0926, found 258.0925.

I-Beazy!exy-d-indeb!_tane (12). A solution of mesylat
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and the reaction vessel was cooled to room temperature. The reaction mixture was poured into water and extracted
with EtOAc (x 3). The organic layer was washed with brine, dried over anhydrous MgSQ,, and concentrated in
vacuo. The residue was subjected to column chromatography (hexane:EtOAc = 97:3) on 70 g of silica gel to
furnish iodide 12 (7.24 g, 94.2% yield) as a colorless oil: 'H NMR (300 MHz, CDCL,) § 7.38-7.23 (5H, m),
4.50 (2H, s), 3.49 (2H, t, J = 6.2 Hz), 3.21 (2H, t, J = 7.0 Hz), 1.98-1.90 (2H, m), 1.75-1.68 (2H, m); "*C
NMR (75 MHz, CDCl,) & 138.4, 128.4, 127.58, 127.56, 72.9, 69.0, 30.6, 30.4, 6.78; IR (neat) 2985, 2880,
2805, 1432, 1342, 1205, 1085, 715, 678 cm™; EI-MS m/z (relative intensity) 163 [(M - I)*, 3.0], 149 (8.0), 91
(100), 58 (84); FAB-MS m/z (relative intensity) 290 (M*, 7.0); EI-HRMS calcd for C;,H,;O [M - D]

| T 1 -

yisilyloxy-i-butyne (13). To a solution of 3-butyn-1-ol (10.8 mi, 143 mmol)
and 872 mg (7.14 mmol) of 4-dimethylaminopyridine in 150 mL of CH,Cl, at 0 °C under N, was added 30.1 mL
(214 mmol) of Et;N. To the solution at the same temperature was added dropwise 23.7 g (157 mmol) of #
BuMe,SiCl dissolved in 100 mL of CH,Cl, and the resulting mixture was stirred at room temperature for 5 h. The
reaction mixture was poured into water and extracted with CH,Cl, (x 2) and EtOAc (x 2). The organic layer was
dried over anhydrous MgSO, and concentrated in vacuo. The residue was purified by column chromatography

(hexane:EtOAc = 98:2) on 200 g of silica gel to give silyl ether 13 (24.8 g, 94.2% yield) as a colorless oil: 'H

NMR (300 MHz, CDCL,) 3 3.74 (2H, t, J = 7.2 Hz), 2.40 (2H, dt, J = 2.6, 7.1 Hz), 1.96 (1H, t, J = 2.7 Hz),
0.90 (9H, s), 0.08 (6H, s); *C NMR (75 MHz, CDClLy) 8 81.5, 69.3, 61.7, 25.9, 22.8, 18.3, -5.31; IR (neat)

3310, 2940, 2865, 2130, 1250, 1100, 825, 770 cm™; EI-MS m/z (relative intensity) 169 (67), 127 [(M — t-Bu)*,
100], 97 (84), 73 (43), 58 (59); EI-HRMS caicd for C;H,,08i [(M - t-Bu)’] 127.0579, found 127.0590.
8-Benzyloxy-1-tert-butyldimethylsilyloxy-3-octyne (14). To a solution of alkyne 13 (4.19 g,
22.8 mmol) in 40 mL of THF at —15 °C under N, was added dropwise 18.0 mL (29.1 mmol) of n-BuLi (1.6 M in
hexane) and the solution was stirred at the same temperature for 30 min. To the solution at —15 °C was added
dropwise iodide 12 (7.24 g, 25.0 mmol) dissolved in 40 mL of DMPU and the mixture was stirred at the same

temperature for additional 30 min. After stirred at room temperature for 10 h, the reaction was quenched with



saturated aqueous NH,Cl. The reaction mixture was poured into water and extracted with ether (x 3). The ethereal
layer was washed with brine, dried over anhydrous MgSO,, and concentrated in vacuo. The residue was
subjected to column chromatography (hexane:EtOAc = 99:1) on 150 g of silica gel to give alkylated alkyne 14
(7.43 g, 85.9% yield) as a pale yellow oil: 'H NMR (300 MHz, CDCl,) § 7.35-7.26 (5H, m), 4.50 (2H, s),
3.68 (2H,t,J =7.2 Hz), 3.49 (2H, t, J = 6.3 Hz), 2.36 (2H, tt, J= 7.3, 2.4 Hz), 2.17 2H, tt, J = 7.0, 2.4
Hz), 1.77-1.65 (2H, m), 1.64-1.51 (2H, m), 0.89 (9H, s), 0.07 (6H, s); °C NMR (75 MHz, CDCl,) § 138.6,

vJ <Xl 1112 \&11; LR T (0.0 VY ¥2Z VIIIL, iRl O 22000

128.3, 127.6, 127.5, 81.0, 77.2, 72.9, 69.9, 62.4, 28.9, 25.9, 25.7, 23.2, 18.5, 18.3, -5.28; IR (neat) 2900,

DAL 1AA42 128N 13AN 1NOKE QN Q) TL£1 "lﬂn £09 _...,._s-l AT AAQ PV Y YRS Vi I 75 V. ATEE & S 4
£0LI, 1440, 130V, 14, LUZD, FUJ, 044, 101, /12U, U0z Cill ; Ci-ivVID miz \l € Imensity} >4/ ({(M + 1),
33], 285 (17), 255 (9.0), 239 (17), 215 (100), 197 (62), 107 (18), 91 (94); CI-HRMS caicd for C,,H,;0,Si [(M

+ H)*] 347.2406, found 347.2394.

(5E)-8-tert-Butyldimethylsilyloxy-5-octen-1-0l (15). To a solution of alkyne 14 (4.00 g, 11.5
mmol), 5.45 mL (57.8 mmol) of +-BuOH, and 12 mL of Et,0 in 600 mL of liquid ammonia at —40 °C under N,
was added portionwise Na (4.35 g, 189 mmol) and the mixture was stirred at the same temperature for 3 d. The

)

reaction was quenched with NH,Cl at 40 °C and the resulting mixture was allowed to warm to room

temperature. The mixture was stirred for some time until ammonia has been removed. The reaction mixture was
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(hexane:EtOAc = 93:7) on 120 g of silica gel to yield alcohol 15 (1.80 g, 60.2% yield) as a colorless oil: 'H
NMR (300 MHz, CDCl,) § 5.47 (1H, dt, J = 154, 6.0 Hz), 5.40 (1H, dt, J = 15.3, 6.0 Hz), 3.64 2H, t, J =
6.5 Hz), 3.61 (2H, t, J = 6.8 Hz), 2.21 (2H, q, J = 6.5 Hz), 2.03 (2H, q, J = 6.7 Hz), 1.80-1.60 (1H, br s),
1.61-1.54 (2H, m), 1.46-1.38 (2H, m), 0.89 (9H, s), 0.05 (6H, s); *C NMR (75 MHz, CDCl,) & 132.0,
126.9, 63.3, 62.9, 36.3, 32.3, 32.2, 25.9, 25.5, 18.3, -5.26; IR (neat) 3310, 2870, 2800, 1243, 1090, 957,
825,762 cm™; EI-MS m/z (relative intensity) 257 [(M — H)*, 0.26], 201 [(M — ¢-Bu)*, 441, 183 (5.0), 131 (13),
109 (58), 105 (90), 75 (100), 67 (63); EI-HRMS calcd for C,H,,0,51 [M - r-Bu u)'l 201.1311, found
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alcohol 15 (512 mg, 1.98 mmol) in 20 mL of CH,Cl, at 0 °C under N, were sequentially added 0.42 mL (2.97
mmol) of Et;N and 0.18 mL (2.38 mmol) of MsCl, and then the mixture was stirred for 1 h. The reaction mixture
was poured into water and extracted with CH,Cl, (x 2) and EtOAc (x 2). The extracted organic layer was dried
over anhydrous MgSO, and concentrated under reduced pressure. The residual oil was subjected to column
chromatography (hexane:EtOAc = 90:10) on 10 g of silica gel to provide mesylate 16 (642 mg, 96.3% yield) as a
colorless oil: '"H NMR (300 MHz, CDCl,) & 5.46-5.41 (2H, m), 4.22 (2H, t, J = 6.5 Hz), 3.61 (2H, t, J= 6.9
Hz), 3.00 (3H, s), 2.25-2.17 (2H, m), 2.08-1.99 (2H, m), 1.80-1.70 (2H, m), 1.52-1.42 (2H, m), 0.89 (9H,
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337 [(M + H)*, 7.0, 279 (0.3), 241 (1.8), 109 (100); CI-HRMS calcd for C,;H,,0,SiS [(M + H)*] 337.1869,
found 337.1874.

(3E)-1-tert-Butyldimethylsilyloxy-8-iodo-3-octene (17). A solution of mesylate 16 (632 mg,

1.88 mmol) and Nal (563 mg, 3.76 mmol) in 10 mL of acetone under N, was heated at reflux with stirring. After

3 h, an oil bath was removed and the reaction vessel was cooled to room temperature. The reaction mixture was

poured into water and extracted with EtOAc (x 3). The organic layer was washed with brine, dried over



anhydrous MgSO,, and concentrated in vacuo. The residue was subjected to column chromatography
(hexane:EtOAc = 98:2) on 15 g of silica gel to furnish iodide 17 (668 mg, 96.6% yield) as a colorless oil: 'H
NMR (300 MHz, CDCl,) 5 5.46 (1H, dt, J = 15.1, 5.1 Hz), 540 (1H, dt, J= 15.2, 5.2 Hz), 3.61 2H, t, J =
6.8 Hz), 3.18 (2H, t, J = 7.1 Hz), 2.24-2.18 (2H, m), 2.05-1.98 (2H, m), 1.82 (2H, quintet, J = 7.3 Hz),
1.46 (2H, quintet, J = 7.5 Hz), 0.89 (9H, s), 0.05 (6H, s); '°C NMR (75 MHz, CDCL,) 5 131.5, 127.3, 63. 2
36.2, 32.9, 31.5, 30.2, 26.0, 18.4, 6.94, -5.23; IR (neat) 2930, 2855, 1456, 1250, 1097, 965, 830, 770 cm™;

EL-MS m/z (relative intensity) 311 [(M - -Bu)*, 4.0], 253 (31), 183 (68), 127 (43), 109 (100), 75 (93); FAB-
ey o ieatasno + . anla "~ o H N Lo 1 + S R |
MS m (relative intensity) 367 [(M — H)*, 4.0]; EI-HRMS caled for C,,H,,OSiI [(M - +Bu)'] 311.0328, found

7-Benzyloxy-1-heptanol (18). To a solution of NaH (60% in oil suspension, 3.02 g, 75.6 mmol) in
100 mL of DMF at room temperature was added dropwise 1,7-heptanediol (9) (10.4 mL, 75.6 mmol) and the
solution was stirred at the same temperature for 1 h under N,. After the reaction vessel was cooled to 0 °C, 6.29
mL (52.9 mmol) of BnBr was added dropwise to the solution and the resulting mixtures were stirred at room
temperature for 15 h. The reaction was quenched with saturated aqueous NH,Cl and the reaction mixture was

poured into water, followed by extraction with ether (x 3). The combined ethereal layers were washed with brine,

dried over anhvdrnnc MaQﬂ and concentrated in vacuo. The residue h‘{nmnh’\g}-anhv
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(hexane:EtOAc = 80:20) on 250 g of silica gel to give be nzyl ether 18 (7.53 g, 64.1% yield) as a colorless oil: 'H
NMR (300 MHz, CDCl,) 8 7.37-7.24 (5H, m), 4.50 (2H, s}, 3.63 (2H, t, J = 6.6 Hz), 3.47 (2H t, J=06.6

Hz), 1.74 (1H, br s), 1.66-1.52 (4H, m), 1.48-1.24 (6H, m); >°C NMR (75 MHz, CDCL,) § 138.7, 128.3,
127.6, 127.4, 72.8, 70.4, 62.9, 32.7, 29.7, 29.2, 26.1, 25.7; IR (neat) 3380, 2920, 2850, 1448, 1355, 1095,
728, 690 cm™; EI-MS m/z (relative intensity) 222 (M*, 35), 204 (4.0), 107 (100), 91 (100); EI-HRMS calcd for
C,H,,0, (M) 222.1620, found 222.1628.

1-Benzyloxy-7-methanesulfonyloxyheptane (19). To a solution of alcohol 18 (6.72 g, 30.2
mmol) in 50 mL of CH,Cl, at 0 °C under N, were sequentially added 6.37 mL (45.3 mmol) of Et,N and 2.81 mL

(36.3 mmol) of MsCl, and then the mixture was stirred for 1 h. The reaction mixture was poured into water and

s N Th A 1 A A r anherdenza AASCMN A0 d

extracted with CH,Cl, (x 2) and EtOAc (x 2). The extracted organic layer was dried over anhydrous MgSO, and
 § 3 ] 1 A PV a

concentrated under reduced pressure. The residual oil was subjected to column chromatography (hexane:EtCAc =
70:30) on 130 g of silica gel to provide mesylate 19 (8.94 g, 98.5% yield) as a colorless oil: '"H NMR (300 MHz,
CDCl,) 5 7.38-7.24 (5H, m), 4.50 (2H, s), 421 2H, t, J = 6.6 Hz), 3.47 (2H, t, J = 6.5 Hz), 2.99 (3H, s),
1.79-1.70 (2H, m), 1.66-1.57 (2H, m), 1.46-1.27 (6H, m); ’C NMR (75 MHz, CDCL,) & 138.6, 128.3,
127.6, 127.5, 72.9, 70.3, 70.1, 37.3, 29.6, 29.0, 28.8, 26.0, 25.3; IR (neat) 2895, 2820, 1440, 1340, 1160,
1085, 955, 920, 810, 720, 682 cm™; EI-MS m/z (relative intensity) 300 (M*, 12), 204 (3.0), 186 (4.0), 107
(100), 91 (90); EI-HRMS calcd for C,.H,,0,S (M") 300.1395, found 300.1415.
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1- Ronwvlnvv."’.lndnhpntnne (20). A solution of mesylate 19 (8.94 g, 29.8 mmol) and Nal (8.92 g,
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59.5 mmol) in 70 mL of acetone under N, was heated at reflux with stirring. After 4 h, an oil bath was removed
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with EtOAc (x 3). The organic layer was washed with brine, dried over anhydrous MgSO,, and concentrated in
vacuo. The residue was subjected to column chromatography (hexane:EtOAc = 97:3) on 180 g of silica gel to
furnish iodide 20 (9.45 g, 95.6% yield) as a colorless oil: '"H NMR (300 MHz, CDCl,) § 7.41-7.25 (5H, m),
4.50 (2H, s), 3.46 (2H, t, J = 6.5 Hz), 3.18 (2H, t, J = 7.0 Hz), 1.82 (2H, quintet, J = 7.2 Hz), 1.66-1.56

(2H, m), 1.44-1.24 (6H, m); ’C NMR (75 MHz, CDCl,) s 138.7, 128.4, 127.7, 127.6, 73.0, 70.4, 33.6,
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30.5, 29.7, 28.4, 26.1, 7.28; IR (neat) 2880, 2800, 1435, 1342, 1185, 1085, 715, 677 cm™; EI-MS m/z
(relative intensity) 332 (M", 6.0), 241 (5.0), 205 (3.0), 91 (100); EI-HRMS caled for C, H,,01 (M*) 332.0637,
found 332.0653.

11-Benzyloxy-1-fert-butyldimethylsilyloxy-3-undecyne (21). To a solution of alkyne 13 (4.77
g, 25.9 mmol) in 50 mL of THF at —15 °C under N, was added dropwise 20.7 mL (33.2 mmol) of n-BuLi (1.6
M in hexane) and the solution was stirred at the same temperature for 30 min. To the solution at —15 °C was added

dropwise iodide 20 (9.44 g, 28.4 mmol) dissolved in 50 mL of DMPU and the mixture was stirred at the same
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saturated aqueous NH,CI. The reaction mixture was poured into water and extracted with ether (x 3). The ethereal
layer was washed with brine, dried over anhydrous MgSO,, and concentrated in vacuo. The residue was
subjected to column chromatography (hexane:EtOAc = 99:1) on 300 g of silica gel to give alkylated alkyne 21
(8.68 g, 78.6% yield) as a pale yellow oil: '"H NMR (300 MHz, CDCl,) § 7.36-7.26 (5H, m), 4.50 (2H, s),
3.69 (2H,t, J = 7.2 Hz), 3.46 (2H, t, J = 6.6 Hz), 2.36 (2H, tt, J = 7.3, 2.4 Hz), 2.13 (2H, tt, J = 6.9, 2.3
Hz), 1.65-1.55 (2H, m), 1.50-1.25 (8H, m), 0.90 (9H, s), 0.07 (6H, s); 'C NMR (75 MHz, CDCl,) & 138.7,
128.3, 127.6, 127.5, 81.4, 769, 72.8, 704, 624, 29.7,29.0, 28.9, 28.8, 26.1, 25.9, 23.2, 18.7, 18.3,

-527:- IR ( at) 2000 2820 1448 1347 124 ot 0 681 cm™": EI-MS m/7 (relative intensity
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9.0]; EI-HRMS calcd for C,H,,0,Si [(M - +-Bu)*] 331.2093, found 331.2104.

(8E)-11-tert-Butyldimethylsilyloxy-8-undecen-1-0l (22). To a solution of alkyne 21 (2.00 g,
5.18 mmol), 2.91 mL (30.9 mmol) of +-BuOH, and 6 mL of Et,O in 400 mL of liquid ammonia at —40 °C under
N, was added portionwise Na (2.84 g, 124 mmol) and the mixture was stirred at the same temperature for 3 d.
The reaction was quenched with NH,Cl at 40 °C and the resulting mixture was allowed to warm to room
temperature. The mixture was stirred for some time until ammonia has been removed. The reaction mixture was
poured into water and extracted with EtOAc (x 3). The organic layer was washed with brine, dried over

anhydrous MgSO,, and concentrated in vacuo. The residue was purified by column chromatography

lavana. THNAA — QYT mee N 4 ~Af oilian anl $4 riald alanh A1 DY 71 18 5 TA NOL <22l AN ne 2 ~Anlaclaca sl Iy ATAAD
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(300 MHz, CDCl,) 6 5.51-5.34 (2H, m), 3.64 (2H, t, J = 6.6 Hz), 3.61 (2H, t, J = 6.8 Hz), 2.20 (H, q, J =
6.6 Hz), 2.02-1.93 (2H, m), 1.59-1.52 (2H, m), 1.40-1.24 (9H, m), 0.89 (9H, s), 0.05 (6H, s); °C NMR

(75 MHz, CDCl,) 5 132.5, 126.4, 63.4, 63.1, 36.3, 32.8, 32.6, 294 29.3, 29.1, 26.0, 25.7, 18.4, -5.25; IR

(neat) 3310, 2880, 2810, 1445, 1238, 1085, 1035, 950, 819, 757 cm™'; EI-MS m/z (relative intensity) 243 [(M —

t-Bu)*, 7.0], 225 (3.0), 167 (8.0), 151 (9.0), 105 (62), 95 (91), 75 (100); FAB-MS m/z (relative intensity) 301

[(M + H)", 6.0]; EI-HRMS calcd for C,,H,,0,Si [(M - #-Bu)*] 243.1781, found 243.1760.
(3E)-1-tert-Butyldimethylsilyloxy-11-methanesulfonyloxy-3-undecene (23).
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was poured into water and extracted with CH,Cl, (x 2) and EtOAc (x 2). The extracted organic layer was dried
over anhydrous MgSO, and concentrated under reduced pressure. The residual oil was subjected to column
chromatography (hexane:EtOAc = 90:10) on 30 g of silica gel to provide mesylate 23 (1.42 g, 98.0% yield) as a
colorless oil: '"H NMR (300 MHz, CDCl,) 8 5.47 (1H, dt, J = 15.3, 5.9 Hz), 5.38 (1H, dt, J = 15.3, 6.1 Hz),
4.22 (2H, t, J = 6.6 Hz), 3.61 (2H, t, J = 7.0 Hz), 3.00 (3H, s), 2.20 (2H, q, J = 6.6 Hz), 2.02-1.94 (2H, m),

1.80-1.69 (2H, m), 1.45-1.24 (8H, m), 0.89 (9H, s), 0.05 (6H, s); ’C NMR (75 MHz, CDCL,) & 132.4,
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126.5, 70.1, 63.3, 37.4, 36.3, 32.6, 29.4, 29.3, 29.1, 28.9, 26.0, 25.4, 18.4, -5.24; IR (neat) 2890, 2805,
1448, 1340, 1239, 1159, 1082, 950, 817, 756 cm™'; EI-MS m/z (relative intensity) 225 [(M — +-Bu — MsOH)*,
19], 153 (97), 109 (63), 95 (100), 75 (88); FAB-MS m/z (relative intensity) 379 [(M + H)*, 1.6]; EI-HRMS
caled for C,,H,;08i [(M — t-Bu — MsOH)*] 225.1675, found 225.1684.
(3E)-1-tert-Butyldimethylsilyloxy-11-iodo-3-undecene (24). A solution of mesylate 23 (1.98
g, 5.23 mmol) and Nal (1.57 g, 10.5 mmol) in 30 mL of acetone under N, were heated at reflux with stirring.

After 4 h, an oil bath was removed and the reaction vessel was cooled to room temperature. The reaction mixture
A ienbm wrrombme A abenntad o 1. EsMA~ 7. 2\ L 5 FUTERRUENSNILNEE [ — [ —— L% WO ST SULu [
was poured into water and extracted with EtOAc (x 3). The organic layer was washed with brine, dried over

anhydrous MgSO,, and concenirated in vacuo. The residue was subjected to column chromatography
(hexane:EtOAc = 98:2) on 60 g of silica gel to furnish iodide 24 (2.02 g, 93.7% yield) as a pale yellow oil: 'H
NMR (300 MHz, CDCl,) § 5.47 (1H, dt, J = 15.4, 5.7 Hz), 5.38 (1H, dt, J = 15.5, 6.1 Hz), 3.61 (2H, t, J =
6.9 Hz), 3.19 (2H, t, J = 7.1 Hz), 2.20 (2H, q, J = 6.5 Hz), 2.03-1.93 (2H, m), 1.82 (2H, quintet, J = 7.1
Hz), 1.45-1.23 (8H, m), 0.89 (9H, s), 0.05 (6H, s); *C NMR (75 MHz, CDCl,) 5 132.4, 126.5, 63.4, 36.3,
33.5, 32.6, 304, 29.3, 28.9, 28.4, 26.0, 18.4, 7.25, -5.23; IR (neat) 2910, 2845, 1455, 1246, 1095, 960,
828, 765 cm™; EI-MS m/z (relative intensity) 353 [(M — -Bu)*, 151, 225 (13), 215 (32), 151 (24), 95 (100), 75
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(72); FAB-MS m/z (relative intensi
353.0798, found 353.0803.
3-[(6E)-Y-tert-Butyldimethylsilyloxy-6-nonenyljpyridine (25). To a soiution of
diisopropylamine (0.40 mL, 2.86 mmol) in 7.0 mL of THF at 0 °C under N, was added dropwise 1.79 mL (2.86
mmol) of n-BuL.i (1.6 M in hexane) and the mixture was stirred for 30 min at the same temperature. After cooled
to ~78 °C, 3-picoline (0.27 mL, 2.73 mmol) was added dropwise to the solution and the mixture was stirred at
—78 °C for additional 20 min. To the solution at —78 °C was added dropwise iodide 17 (402 mg, 1.09 mmol)
dissolved in 3.0 mL of THF and the solution was allowed to warm to room temperature. After stirred for S h, the
reaction was quenched with saturated aqueous NH,Cl. The mixture was poured into water and extracted with

EtOAc (x 3). The organic layer was dried over anhydrous MgSO, and concentrated in vacuo. Purification of the

- i slhenmantaaranie, e - Pr— . e o ~F cilinns ol ialdad AT lae. 3 . 1. Y&
residue by column chromatography (hexane:EtOAc = 93:7) on 16 g of silica gel yielded alkylated pynidine 25
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(235 mg, 64.7% yield) as a pale yellow oil: 'H NMR (300 MHz, CDCl,) 5 8.47-8.38 (2H, m), 7.52-7.45 (iH,

m), 7.19 (1H, ddd, J = 7.7, 4.8, 0.7 Hz), 5.52-5.30 (2H, m), 3.60 (2H, t, J = 6.9 Hz), 2.60 2H, t, J = 7.7
Hz), 2.20 (2H, q, J = 6.4 Hz), 2.07-1.92 (2H, m), 1.67-1.56 (2H, m), 1.44-1.25 (4H, m), 0.89 (9H, s), 0.05
(6H, s); ’C NMR (75 MHz, CDCl,) § 150.0, 147.2, 137.8, 135.7, 132.3, 126.6, 123.2, 63.3, 36.3, 32.9,
32.5, 31.0, 29.2, 28.6, 25.9, 18.3, -5.25; IR (neat) 2900, 2825, 1565, 1460, 1450, 1410, 1242, 1090, 955,
825, 763, 700 cm™'; EI-MS m/z (relative intensity) 332 [(M - H)*, 0.6], 318 [(M — Me)*, 3.0, 276 [(M — t-Bu)*,
821, 202 (13), 149 (39); EI-HRMS calcd for C,,H,,ONSi [(M — Me)*] 318.2253, found 318.2280.

197732

3-[(6E)-9-Hydroxy-6-nonenyl]pyridine (26). A solution of silyl ether 25 (235 mg, 0.705 mmol)
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in 12 mL of AcOH and 8.0 mL of H,O was stirred at room temperature for 2 h. The reaction mixture was treated
with 21 mL of 10 M aqueous NaOH and extracted with CH,Cl, (x 3). The extracts were dried over anhydrous
MgSO, and concentrated in vacuo. The residue was purified by column chromatography (CHCl,:acetone = 95:5)
on 12 g of silica gel to furnish alcohol 26 (152 mg, 98.5% yield) as a colorless oil: 'H NMR (300 MHz, CDCl,)
& 8.44-8.41 (2H, m), 7.50-7.46 (1H, m), 7.23-7.17 (1H, m), 5.59-5.46 (1H, m), 5.44-5.32 (1H, m), 3.62
(2H, t, J = 6.3 Hz), 2.61 (2H, t, J = 7.7 Hz), 2.30-2.20 (2H, m), 2.06-1.96 (2H, m), 1.73 (1H, br s), 1.68-

1.55 (2H, m), 1.46-1.23 (4H, m); ""C NMR (75 MHz, CDCL,)  149.9, 147.2, 137.8, 135.8, 133.8, 126.1,



1015, 955, 700 cm", EI—MS m/z (relatlve 1nten51ty) 218 [(M — H)*, 2.4], 202 [(M - OH) , 6.0], 189 (13), 134
(10), 120 (5.0), 106 (31); EI-HRMS calcd for C, ,H, )N [(M -~ OH)*] 202.1596, found 202.1599.
3-[(6E)-9-Methanesulfonyloxy-6-nonenyl]pyridine (27). To a solution of alcohol 26 (864 mg,
3.94 mmol) in 35 mL of CH,Cl, at O °C under N, were sequentially added 1.11 mL (7.88 mmol) of Et,N and
0.46 mL (5.91 mmol) of MsCl, and then the mixture was stirred for 1 h. The reaction mixture was poured into

water and extracted with CH,Cl, (x 2) and EtOAc (x 2). The extracted organic layer was dried over anhydrous
MgSO, and concentrated under reduced pressure. The residual oil was subjected to column chromatography
an
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(CHCl,:acetone = 90:10) on 25 g of silica gel to provide mesylate 27 (1.15 g, 98.1% yield) as a paie yeliow oil:
'H NMR (300 MHz, CDCl,) & 8.48-8.39 (2H, m), 7.52-7.45 (1H, m), 7.25-7.16 (1H, m), 5.62-5.48 (1H,
m), 5.43-5.29 (1H, m), 4.21 (2H, t, J = 6.8 Hz), 3.00 (3H, s), 2.60 (2H, t, J = 7.5 Hz), 2.49-2.38 (2H, m),
2.09-1.94 (2H, m), 1.73-1.53 (2H, m), 1.46-1.27 (4H, m); "C NMR (75 MHz, CDCl,) § 149.9, 147.2,
137.8, 135.7, 134.6, 123.6, 123.2, 69.5, 37.4, 32.9, 32.3, 30.9, 28.9, 28.5; IR (neat) 2900, 2820, 1563,
1418, 1352, 1175, 972, 910, 798, 748, 710 cm™; EI-MS m/z (relative intensity) 218 [(M — Ms)*, 4.0], 202 [M
- MsQO)*, 7.01, 201 (16), 106 (12), 58 (100); FAB-MS m/z (relative intensity) 298 [(M + H)*, 63]; EI-HRMS
caled for C, ,H,()N [(M — Ms0)*] 202.1596, found 202.1566.

d for C, H, N 202.1596, found 202.1566
3-{(6E)-9-Methanesulfonyloxy-6-nonenyl]pyrldme N-oxide (28). To a solution of pyridine
derivative 27 (823 mg, 2.77 mmol) in 30 mL of CH,Cl, at 0 °C under N, was added portionwise m-CPBA (72%

purity, 664 mg, 2.77 mmol) and the solution was stirred at the same temperature for 2 h. After stirred at room
temperature for additional 10 h, the reaction mixture was poured into saturated aqueous NaHCO, and extracted
with CH,Cl, (x 3). The organic layer was dried over anhydrous MgSQ, and concentrated in vacuo. The residue
was purified by column chromatography (CHCl,:acetone = 80:20) on 50 g of silica gel to afford N-oxide 28 (664
mg, 76.5% yield) as a pale yellow oil: '"H NMR (300 MHz, CDCl,) 6 8.09 (2H, br s), 7.23 (1H, t, J = 7.3 Hz),
7.15 (1H, d, J = 7.7 Hz), 5.55 (1H, dt, J = 15.2, 6.6 Hz), 5.36 (1H, dt, J = 15.2, 6.7 Hz), 4.21 2H, t,J = 6.8

Hz), 3.01 (3H, s), 2.59 (2H, t, J = 7.6 Hz), 2.44 (2H, q, J = 6.4 Hz), 2.06-1.94 (2H, m), 1.66-1.53 (2H, m),
1.44-1.24 (4H, m); °C NMR (75 MHz, CDCl) 8 1417, 139.0, 136.8, 1343, 127.2, 125.5, 123.9, 69.5,
37.4, 32,6, 32.3, 32.2, 30.1, 28.8, 28.2; IR (neat) 2880, 2805, 1420, 1330, 1242, 1153, 945 cm™; CI-MS m/z
(relative intensity) 314 [(M + H)*, 22], 298 (48), 234 (48), 218 (82), 202 (43), 97 (100); CI-HRMS calcd for

C,;H,,O,NS [(M + H)"] 314.1426, found 314.1422.
3-[(9E)-12-tert-Butyldimethylsilyoxy-9-dodecenyl]pyridine (29). To a solution of
diisopropylamine (1.80 mL, 12.9 mmol) in 40 mL of THF at 0 °C under N, was added dropwise 8.08 mL (12.9
mmol) of #n-BuLi (1.6 M in hexane) and the mixture was stirred for 30 min at the same temperature. After cooled
to —78 °C, 3-picoline (1.19 mL, 12.3 mmol) was added dropwise to the solution and the mixture was stirred at
—78 °C for additional 20 min. To the solution at ~78 °C was added dropwise iodide 24 (2.02 g, 4.91 mmol)

dissolved in 10 mL of THF and the solution was allowed to warm to room temperature. After stirred for 6 h, the
reaction was quenched with saturated agueous NH,Cl. The mixture was poured into water and exiracted with
EtOAc (x 3). The organic layer was dried over anhydrous MgSO, and concentrated in vacuo. Purification of the
residue by column chromatography (hexane:EtOAc = 93:7) on 60 g of silica gel yielded alkylated pyridine 29
(1.28 g, 69.4% yield) as a pale yellow oil: '"H NMR (300 MHz, CDCL,) 6 8.44-8.40 (2H, m), 7.48 (1H, dt, J =
7.8, 1.9 Hz), 7.19 (1H, dd, J = 7.7, 4.6 Hz), 5.47 (1H, dt, J = 15.3, 5.9 Hz), 5.37 (1H, dt, J = 15.2, 6.2 Hz),

3.60 (2H,t, J =7.0 Hz), 2.60 (2H, t, J = 7.8 Hz), 2.20 (2H, q, J = 6.6 Hz), 2.03-1.93 (2H, m), 1.70-1.55
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(2H, m), 1.40-1.23 (10H, m), 0.89 (9H, s), 0.05 (6H, s); ’C NMR (75 MHz, CDCl,) § 150.0, 147.2, 138.0,
135.7, 132.6, 126.4, 123.2, 63.4, 36.3, 33.0, 32.6, 31.1, 29.5, 29.4, 29.3, 29.14, 29.12, 25.9, 18.4, —5.24;
IR (neat) 2890, 2810, 1560, 1445, 1407, 1238, 1082, 950, 818, 756, 695 cm™; EI-MS m/z (relative intensity)
375 (M*, 1.3), 360 (4.1), 318 [(M - t-Bu)*, 100], 244 (8.0), 115 (3.0), 106 (6.0); EI-HRMS calcd for
C,H,,ONSi [(M — t-Bu)*] 318.2253, found 318.2260.

3-[(9E)-12-Hydroxy-9-dodecenyl]pyridine (30). A solution of silyl ether 29 (934 mg, 2.49

mmol) in 40 mL of AcOH and 27 mL of H,0 was stirred at room temperature for 3 h. The reaction mixture was

180110 o rth (M 1 /o 2Y 'Tha avirants mara Amad ~wvas
ALIRy \JE 1V 1 ayuLUUd val U llsdy \ R J). iR CXWalls wWeie Gried over
ey

}v{"Su‘ and concenirated in vacuo. The residue was purified by column chromatography

)

(CHCl,:acetone = 95:5) on 21 g of silica gel to furnish aicohoi 30 (571 mg, 87.9% yieid) as a colorless oil: 'H
NMR (300 MHz, CDCl,) 6 8.45-8.41 (2H, m), 7.50 (1H, d, J = 7.9 Hz), 7.21 (1H, dd, J = 7.6, 4.9 Hz), 5.55
(1H, dt, J = 15.2, 6.6 Hz), 5.38 (1H, dt, J = 15.1, 6.9 Hz), 3.63 (2H, t, J = 6.3 Hz), 2.61 (2H, t, J = 7.6 Hz),
2.60-2.10 (1H, br s), 2.26 (2H, q, J = 6.2 Hz), 2.01 (2H, q, J = 6.6 Hz), 1.68-1.54 (2H, m), 1.41-1.20
(10H, m); "C NMR (75 MHz, CDCl,) 5 149.7, 146.9, 138.1, 136.0, 134.2, 125.8, 123.3, 62.0, 36.0, 33.0,
32.6, 31.0, 29.4, 29.30, 29.28, 29.0; IR (neat) 3260, 2875, 2805, 1561, 1406, 1032, 952, 895, 715 cm™; EI-
1 (M*, 15), 243 (29), 230 (33), 176 (22), 162 134 (13), 120 (22),

2 (1
( ; E-HRMS calca; for C,,H,,ON (M") 2611 2092, fsund 26\1 2120.
N-Oxide 31. A solution of mesylate 28 (255 mg, 0.814 mmol), alcohol 30 (213 mg, 0.814 mmol), and
KI (270 mg, 1.63 mmol) in 30 mL of CH,CN was vigorously stirred at reflux for 4 d under N,. An oil bath was
removed and the mixture was cooled to room temperature. The reaction mixture was poured into water and
extracted with CH,Cl, (x 3). The organic layer was dried over anhydrous MgSO, and concentrated under reduced
pressure. The residue was purified by column chromatography (CHC1,:MeOH = 90:10) on 15 g of silica gel to
provide N-oxide 31 (331 mg, 67.0% yield) as a pale yellow oil: 'H NMR (300 MHz, CDCl,) § 9.16 (1H, s),
9.13 (1H, d, J = 6.1 Hz), 8.29 (1H, d, J = 7.8 Hz), 8.10 (2H, br s), 8.06 (1H, dd, J = 7.8, 6.3 Hz), 7.30 (1H,
t,J =72 Hz), 7.24 (1H, d, J= 7.8 Hz), 5.57-5.30 (4H, m), 4.93 (2H, t, J = 6.6 Hz), 3.61 (2H, t, J=6.5

Hz), 2.90 (2H, t, J = 7.8 Hz), 2. 1, q, 5 Hz), 2.40 (5H, m 2H, q, J = 6.3 Hz), 1.98
-~ — - m h . —— . 13

(2H, q, J = 6.7 Hz), 1.96-1.87 (2H, m), 1.78-1.66 (2H, m), 1.68-1.52 (2H, m), 1.41-1.20 (12H, m); °C

NMR (75 MHz, CDCL,) 6 144.8, 144.3, 144.0, 142.2, 141.6, 138.9, 136.8, 136.4, 134.0, 127.6, 127.1,

126.1, 125.8, 123.1, 62.0, 61.5, 36.0, 34.9, 32.8, 32.6, 32.4, 32.1, 30.5, 29.8, 29.3, 29.2, 29.1, 29.0, 28.9,
28.5, 27.8; IR (neat) 3390, 2930, 2855, 1620, 1435, 1260, 1160, 1025, 970, 798, 680 cm™; FAB-MS m/z
(relative intensity) 479 [(M —1)*, 81], 463 (42), 262 (8.0), 244 (3.0), 218 (12), 185 (100), 106 (14), 93 (100);
FAB-HRMS calcd for C, H,,O,N, [(M —1)*] 479.3637, found 479.3647.

Mesylate 32. To a solution of alcohol 31 (75.0 mg, 0.124 mmol) in 20 mL of CH,CI, at 0 °C under N,
were sequentially added 6.52 mL (3.72 mmol) of Et;N and 0.140 mL (1.86 mmol) of MsCl, and then the

AILiaily L 11115101 ) Ul A w12 ]

was stirred for 1 h. The reaction mixture was poured into saturated agueous NaHCO, and extracted with CH,Cl,
(x 3). The extracted organic layer was dried over anhydrous MgSO, and concentrated under reduced pressure.

A A ANTYT

The residue was subjected to column chromatography (CHCl,:MeOH = 94:6) on 8 g of silica gel to provide
mesylate 32 (53.1 mg, 64.0% yield) as a pale yellow oil: 'H NMR (400 MHz, CDCl,) 89.02 (1H,d, J=5.4
Hz), 8.81 (1H, s), 8.48 (2H, br s), 8.16 (1H, d, /= 8.1 Hz), 797 (1H, t, J = 6.5 Hz), 7.62 (I1H, d, /= 7.8
Hz), 7.34 (1H, br s), 5.61-5.47 (1H, m), 5.47-5.23 (3H, m), 4.86 (2H, t, J = 6.5 Hz), 421 (2H, t, J = 6.7
Hz), 3.01 (3H, s), 2.86 (2H, t, J = 7.8 Hz), 2.70 (2H, q, J = 6.4 Hz), 2.63 (2H, t, J = 7.4 Hz), 2.44 (2H, q, J



= 6.7 Hz), 2.00 (2H, q, J = 6.8 Hz), 1.91 (2H, q, J = 6.2 Hz), 1.73-1.53 (4H, m), 1.42-1.16 (14H, m); °C
NMR (75 MHz, CDCL,) 5 149.9, 147.2, 144.4, 143.8, 143.14, 143.07, 136.3, 135.9, 134.8, 127.8, 125.7,
123.6, 123.4, 69.7, 61.8, 37.5, 34.8, 32.9, 32.7, 32.5, 32.4, 32.3, 30.8, 30.5, 29.7, 29.25, 29.19, 29.1,
29.0, 28.9, 28.5; IR (neat) 2905, 2845, 1623, 1445, 1335, 1180, 1100, 1032, 960, 680 cm™; FAB-MS m/z
(relative intensity) 541 [(M — I)*, 83], 445 (7.0), 244 (10), 202 (14), 120 (17), 106 (27), 93 (100); FAB-HRMS
caled for C;,H,,O,N,S [(M 1)*] 541.3463, found 541.3450.
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(x 3). The organic layer was dried over anhydrous MgSO, and concentrated in vacuo. The residue was purified
by column chromatography (CHCL,:MeOH = 93:7) on 5 g of silica gel to afford bispyridinium macrocycle 33
(53.6 mg, 58.0% yicld) as a pale yellow oil: 'H NMR (300 MHz, CD,0D) & 8.96-8.72 (4H, m), 8.49 (2H, d, J
= 8.1 Hz), 8.10-7.97 (2H, m), 5.57-5.34 (2H, m), 5.30-5.16 (2H, m), 4.74-4.65 (4H, m), 2.95-2.81 (4H,
m), 2.78-2.65 (4H, m), 1.95-1.81 (4H, m), 1.78-1.60 (4H, m), 1.42-1.01 (14H, m); *C NMR (75 MHz,
CD,OD) & 146.9, 146.6, 145.6, 145.4, 145.2, 145.0, 143.3, 143.2, 137.7, 137.3, 129.0, 124.7, 124.5, 62.2,
35.3, 35.1, 33.5, 33.4, 33.3, 33.2, 31.7, 31.5, 30.43, 30.35, 30.1, 30.0, 29.9, 29.8; IR (neat) 2920, 2850,

18720 1998 10A8 rm -1, FARNMS /> (relative imtencity) 872 TN T\+ 2741 244 (18 200 (1O QR /10N FARL
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Haiiciamine A (1). To a solution of bispyridinium 33 (24.3 mg, 34.7 pmoi) in iZ mi. of MeOH and 8
mL of H,0 at 0 °C was added a portion of NaBH, (26.2 mg, 0.694 mmol) and the solution was stirred at the
same temperature for 1 h under N,. After stirred at room temperature for additional 10 h, the reaction mixture was
poured into 1 M aqueous NaOH and extracted with CH,Cl, (x 3). The organic layer was dried over anhydrous
MgSO, and concentrated in vacuo. The residue was subjected to column chromatography (CHC1;:MeOH = 99:1)
on 5 g of silica gel to give synthetic haliclamine A (1) (10.2 mg, 64.8% yield) as a colorless oil: 'H NMR (300
MHz, C,D,) & 5.68-5.35 (6H, m), 2.95-2.82 (4H, m), 2.50-2.41 (8H, m), 2.32-2.21 (4H, m), 2.16-1.86

------ = =75 = et A 2k hdin

1.50-1.15 (18H. m): '*C NMR (75 MHz. C.D) § 136.6, 131.5. 131.4. 120

, 1.50-1.15 (18H, m); "C NMR (75 MHz, C,.D,) & 136.6, 131.5, 1314, 2,
58.5, 55.8, 55.6, 50.3, 35.7, 35.6, 32.7, 32.6, 30.9, 29.7, 29.5, 29.4, 29.3, 28.8, 28. 1,
26.2; IR (neat) 2870, 2840, 1460, 1432, 965 cm™; EI-MS m/z (relative intensity) 452 (M", 100), 437 (30),
(13), 264 (35), 246 (59), 204 (96), 192 (17), 150 (19), 136 (22), 122 (13), 110 (66), 96 (34), 81 (17);
HRMS calcd for C,,H,,N, (M") 452.4130, found 452.4110.
(SE)-8-tert-Butyldimethylsilyloxy-5-octenyltriphenylphosphonium iodide (34). A solution
of iodide 17 (1.07 g, 2.90 mmol), PPh, (913 mg, 3.48 mmol), and NaHCO, (292 mg, 3.48 mmol) in 60 mL of
CH,CN was stirred at reflux for 24 h under N,. An oil bath was removed and the reaction vessel was cooled to

room temperature. The reaction mixture was p poured into water and extracted with CH,Cl, (x 3). The organic layer

wac 16, over anhvdrone Mo, ed bv column
Y 4o WAL AWAS WY wi mll‘] WLV A 55 4 SALLNS i AVA AW UL A i S e | bttt ~J NS AALAERA
Al b a sty (OO cnnatana — QN1 o TN 5 F gilica gel ta affard nhosnhani: odide A (177 o QA 10
CILVINAWWELAPILY (LTI 1. dLCLVLIC = JU.1VU) ULl /U g UL Slliva gl W ariora yuuopuuuxulu xU\.uuv JR \L./& g, 77170

. . g
yield) as a pale yellow oil: '"H NMR (300 MHz, CDC13) 8 7.89-7.65 (15H, m), 5.37-5.32 (2H, m), 3.80-3.66
(2H, m), 3.54 (2H, t, J = 7.0 Hz), 2.20-2.08 (2H, m), 2.08-1.98 (ZH, m), 1.80-1.55 (4H, m), 0.87 (9H, s)
0.03 (6H, s); *C NMR (75 MHz, CDCl,) & 135.03, 134.99, 133.6, 133.4, 130.8, 130.5, 130.3, 127.4, 118.5,
117.3, 63.0, 53.7, 36.0, 31.7, 29.5, 29.1, 25.8, 18.2, =5.37; IR (neat) 2940, 2865, 1435, 1360, 1250, 1105,

-
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833, 720 cm™'; FAB-MS m/z (relative intensity) 503 [(M — I)*, 100], 262 (18), 183 (8.0); FAB-HRMS calcd for

C,,H,OSiP [(M - I)*] 503.2899, found 503.2871.
3-[(4Z,9E)-12-tert-Butyldimethylsilyloxy-4,9-dodecadienyl]pyridine (35). To a solution of
KH (35% dispersion in mineral oil, 441 mg, 3.85 mmol) in 25 mL of THF at 0 °C under N, was added dropwise
0.81 mL (3.85 mmol) of HMDS and the solution was stirred at the same temperature for 1 h. To the solution at 0
°C was added dropwise phosphonium iodide 34 (1.62 g, 2.57 mmol) dissolved in 30 mL of THF and then the

solution was stirred at room temperature for 1 h. After the solution was cooled to =78 °C, to the solution was
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nperature and further stirred for

saine temperature for 20 min. The solution was allowed to warm to room
additional 24 h. The reaction was quenched with saturated aqueous NH,Cl and the mixture was poured into
water, followed by extraction with CH,Cl, (x 3). The organic layer was dried over anhydrous MgSO, and
concentrated in vacuo. The residue was subjected to column chromatography (hexane:EtOAc = 90:10) on 25 g of
silica gel to yield silyl ether 35 (588 mg, 61.0% yield) as a pale yellow oil: 'H NMR (300 MHz, CDCl,) & 8.48-
8.40 (2H, m), 7.49 (1H, ddd, J = 7.8, 2.2, 1.7 Hz), 7.23-7.17 (1H, m), 5.52-5.32 (4H, m), 3.61 2H, t, J =
7.0 Hz), 2.62 (2H, t, J = 7.8 Hz), 2.21 (2H, q, /= 6.5 Hz), 2.12-1.94 (6H, m), 1.68 (2H, quintet, J = 7.6
Hz), 1.40 (2H, quintet, J = 7.5 Hz), 0.89 (9H, s), 0.05 (6H, s); *C NMR (75 MHz, CDCl,) & 150.0, 147.2,

1376 18R 12272 1208 1200 1727 12727 AT A2 2085 277 211 72Q8 268 26K 2750 1R 4
. 3 ATy LS draday l_l\l-J’ Ll 7 U, A‘n\l.l’ lh.J.‘t, \IJ..J, _I\J..}, JL‘.J, Jh.h, J.l-l, QI-J, hU;U' bU.U, bJ-J’ 1

EMA. TD Fannns\ IOO0N 20NN 1804 1A0Q0L 1AL 1AL 1N£& 1111 non QAL o 1= X ~4 e 1o T JEPNR | T LA . S
—J.&t, AN \LICdL) 270U, LTJVUVU, (1000, 19400, 14/0, 1400, 1400, 1114, 00U, O40, /00, /40 CIII , Ci-iVIOD I/
(relative intensity) 374 [(M + H)*, 82], 358 (i6), 316 (100), 242 (7.0), 92 (2.0); CI-HRMS calcd for

C,;H,,ONSi [(M + H)'] 374.2879, found 374.2874.
3-[(4Z,9E)-12-Hydroxy-4,9-dodecadienyl]pyridine (36). A solution of silyl ether 35 (391 mg,
1.05 mmotl) in 25 mL of AcOH and 17 ml. of H,O was stirred at room temperature for 5 h. The reaction mixture
was treated with 43 mL of 10 M aqueous NaOH and extracted with CH,Cl, (x 3). The extracts were dried over
anhydrous MgSO, and concentrated in vacuo. The residue was purified by column chromatography

(CHCl,:acetone = 90:10) on 20 g of silica gel to furnish alcohol 36 (228 mg, 84.0% vyield) as a colorless oil: 'H
NMR (300 MHz, CDCl,) & 8.44 (2H, s), 7.52 (1H, d, J = 7.9 Hz), 7.23 (1H, dd, J = 7.7, 5.0 Hz), 5.53 (1H,
dt, J = 15.3, 6.5 Hz), 5.47-5.29 (3H, m), 3.63 (2H, t, J = 6.3 Hz), 3.12 (1H, brs), 2.63 (2H, t, J = 7.7 Hz),
2.26 (2H, q, J = 6.4 Hz), 2.11-1.94 (6H, m), 1.69 (2ZH, quintet, J = 7.5 Hz), 1.41 (2H, quintet, / = 7.5 Hz);
C NMR (75 MHz, CDCL,) 5 149.6, 146.8, 137.8, 136.1, 133.5, 130.4, 129.0, 126.3, 123.4, 62.0, 36.0,

32.4, 32.2, 30.9, 29.3, 26 7, 26.5; IR (neat) 3380, 2925, 2850, 1580, 1480, 1422, 1360, 1263, 1190, 1045,
1028, 968, 790, 708 cm™; EI-MS m/z (relative intensity) 259 (M*, 22), 258 (67), 241 (10), 229 (39), 174 (48),
106 (97), 93 (100); EI-HRMS calcd for C,;H,;ON (M*) 259.1936, found 259.1928.

N-Oxide 37. A solution of mesylate 28 (275 mg, 0.877 mmol), alcohol 36 (228 mg, 0.877 mmol), and

KI (291 mg, 1.76 mmol) in 20 mL of CH,CN was vigorously stirred at reflux for 3 d under N,. An oil bath was
removed and the mixture was cooled to room temperature. The reaction mixture was poured into water and
avtrantad with 1T 1 /v 2\ Tha Aaroanie lavar wae driad nvar anhudrane MaoQ) and rancantratad nindar radncad
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by column chromatography (CHCl,:MeOH = 90:10) on 15 g of silica gel to

provide N-oxide 37 (337 mg, 63.5% yield) as a pale yellow oil: 'H NMR (300 MHz, CDCl,) 8 9.15 (IH, s),
9.10 (1H, d, J = 6.1 Hz), 8.25 (1H, d, J = 7.7 Hz), 8.09 (2H, br s), 8.01 (1H, dd, J = 7.9, 6.2 Hz), 7.25 (1H,
t,J=7.1 Hz), 7.17 (1H, d, J = 7.9 Hz), 5.58-5.28 (6H, m), 4.96 (2H, t, J = 6.8 Hz), 3.90-3.38 (1H, br s),

3.63 (2H,t, J=6.3 Hz),291 (2H, t, J= 7.8 Hz), 2.74 (2H, q, J = 6.5 Hz), 2.58 (2H, t, J = 7.1 Hz), 2.27

pressure. The residue was purifie



(2H, q, J = 6.4 Hz), 2.13 (2H, q, J = 7.6 Hz), 2.07-1.95 (4H, m), 1.93-1.89 (2H, m), 1.85-1.73 (2H, m),
1.59 (2H, quintet, J = 7.1 Hz), 1.42 (2H, quintet, J = 7.3 Hz), 1.37-1.17 (4H, m); *C NMR (100 MHz,
CDCl,) 5 144.9, 144.1, 143.9, 142.2, 141.6, 138.9, 136.7, 136.6, 133.0, 128.1, 127.6, 127.5, 127.2, 126.8,
125.7, 123.1, 61.9, 61.3, 36.0, 34.8, 32.4, 32.2, 32.00, 31.97, 31.7, 30.9, 30.4, 29.1, 27.9, 26.6, 26.5; IR
(neat) 3395, 2915, 2900, 1628, 1501, 1432, 1358, 1259, 1158, 1040, 970, 795, 679 cm™; FAB-MS m/z
(relative intensity) 477 [(M - 1), 35], 461 (50), 259 (9.0), 154 (100); FAB-HRMS calcd for C,,H,,0,N, [(M —
1)*] 477.3481, found 477.3468.

YAOSY:ae O3, To a solution of alcoho wU mg, 0 mmo: Tiguiy &t U U unaert i,
LN | | A I NI T ADE I\ LT N o AN A0 T 7 AQ o Iy € RANT o1 o ek R
WELL DUYULCTIUAILY aUUCU U, /U I, (4.70 HUNOL) O1 r_‘alal‘ 4l Y. 17 HIL (£.40 I 1) O IVISU1, 4and uncn ine IIIleUIB

was stirred for 1 h. The reaction mixture was poured into saturated aqueous NaHCO, and extracted with CH,Cl,
(x 3). The extracted organic layer was dried over anhydrous MgSO, and concentrated under reduced pressure.
The residue was subjected to column chromatography (CHCl;:MeOH = 92:8) on 8 g of silica gel to afford
mesylate 38 (84.4 mg, 76.7% yield) as a pale yellow oil: 'H NMR (300 MHz, CDCl,) 5 8.88 (1H, d, J = 6.2
Hz), 8.76 (1H, s), 8.43 (2H, br s), 8.18 (1H, d, J =79 Hz), 7.95 (IH, dd, J = 7.7, 6.4 Hz), 7.50 (1H, d, J =
8.1 Hz), 7.29-7.20 (1H, m), 5.62-5.25 (6H, m), 4.80 (2H, brt, J = 6.4 Hz), 4.22 (2H, t, J = 6.7 Hz), 3.01
(3H, s), 2.86 (2H, t, J = 8.1 Hz), 2.69 (2H, q, J = 6.3 Hz), 2.58 (2H, t, J = 7.6 Hz), 2.45 (2H, q, J = 6.7 Hz),

2.13 (2/:;, q, 8 2 Py 2' v Ay m), l 15 (EH, qu 1% y nlI 1 » i, qu N - 1izi),
crrioene T - oy, 13

1.42 (2H, quintet, J = 7.2 Hz), 1.40-1.12 (4H, m); "C NMR (100 MHz, CDCl,) 5 149.6, 147.0, 144.5, 144.1,
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143.6, 142.9, 136.1, 134.3, 131.0, 130.8, 128.7, 128.2, 127.7, 124.0, 123.3, 69.7, 61.4, 37.4, 34.8, 32.3,

436, 1

32.2, 31.9, 30.7, 30.4, 29.6, 29.2, 29.0, 28.8, 28.4, 26.6, 26.5; IR (neat) 2930, 2855, 1630, 1502, 1455,
1345, 1220, 1170, 1040, 1010, 970, 800, 745, 685 cm™'; FAB-MS m/z (relative intensity) 539 [(M — I)*, 40],
443 (15), 242 (12), 202 (44), 188 (27), 120 (53), 106 (92), 92 (100); FAB-HRMS calcd for C;,H,,O,N,S [(M -

I)*] 539.3307, found 539.3294,
Bispyridinium macrocycle 39. A solution of mesylate 38 (140 mg, 0.210 mmol) and KI (13
0.840 mmol) in 210 mL of CH,CN was stirred at reflux for 5 d under N,. An oil bath was removed
i th

A} il allilcd 101l

onred intn water and extracted wi
i SELEO N L i Q wit

mixture was cooled to room temperature. The reaction na extracted th

1iin/neuad

(x 3). The organic layer was dried over anhydrous MgSO, and concentrated in vacuo. The residue was punﬁed

i 7o BN V3

by column chromatography (CHCL,:MeOH = 95:5) on 5 g of silica gel to afford bispyridinium macrocycle 39
(88.0 mg, 60.0% yield) as a pale yellow oil: ‘H NMR (300 MHz, CD ,OD) 5 9.00 (2H, br s), 8.86-8.77 (2H,
m), 8.53 (1H, d, J = 8.1 Hz), 8.48 (1H, d, J = 8.1 Hz), 8.06 (1H, dd, /= 7.8, 6.1 Hz), 8.02 (1H,dd, J = 7.7,
6.2 Hz), 5.52 (2H, dt, J = 15.1, 7.2 Hz), 5.45-5.19 (4H, m), 4.74 (4H, t, J= 6.1 Hz), 293 2H, t, J= 7.6
Hz), 2.84 2H, t, J = 7.9 Hz), 2.78-2.67 (4H, m), 2.07 (2H, q, J = 7.0 Hz), 1.97-1.72 (6H, m), 1.72-1.55
(2H, m), 1.40-1.10 (8H, m); ’C NMR (75 MHz, CD,0D) & 146.9, 146.7, 145.6, 145.0, 144.9, 143.2, 143.1,

137.3, 137.2, 131.4, 129.9, 129.0, 128.9, 125.0, 124.8, 62.1, 62.0, 35.3, 33.4, 33.1, 33.0, 329 31.7, 31.5,

30.5, 29.9, 29.6, 27.7, 27.5; IR (neat) 2950, 2875, 1630, 1503, 1460, 1242, 1025, 805, 685 cm™; FAB-MS
m/z (relative intensity) 571 [(M — I)*, 28], 443 (18), 202 (27), 106 (71), 93 (100); FAB-HRMS calcd for

0

3 Hy NI [(M -1)"] 571.2550, found 571.2567.

Haliclamine B (2). To a solution of bispyridinium 39 (50.0 mg, 71.6 umol) in 12 mL of MeOH and 8
mL of H,O at 0 °C was added a portion of NaBH, (81.3 mg, 2.15 mmol) and the solution was stirred at the same
temperature for 3 h under N,. After stirred at room temperature for additional 10 h, the reaction mixture was
poured into 1 M aqueous NaOH and extracted with CH,Cl, (x 3). The organic layer was dried over anhydrous



MgS0, and concentrated in vacuo. The residue was subjected to column chromatography (CHCI,:MeOH = 99:1)
on 5 g of silica gel to give synthetic haliclamine B (2) (20.4 mg, 63.0% yield) as a colorless oil: '"H NMR (400
MHz, CDCl,) & 5.47-5.39 (6H, m), 5.38-5.33 (2H, m), 2.92-2.82 (4H, br s), 2.58-2.38 (8H, m), 2.34-2.10
(8H, m), 2.10-1.88 (12H, m), 1.52-1.15 (10H, m); *C NMR (75 MHz, CDCl,) 8 136.1, 136.0, 131.5, 131.3,
130.0, 129.7, 128.5, 119.1, 118.8, 58.6, 58.5, 56.1, 55.5, 50.3, 50.0, 35.4, 34.8, 31.8, 31.7, 30.6, 29.3,
28.5, 27.7, 27.5, 27.2, 27.0, 26.1, 25.8; IR (neat) 2940, 1460, 1435, 965 cm™; FAB-MS m/z (relative

intensity) 451 [((M + H)*, 751, 244 (7.0), 204 (8.0), 190 (8.0), 150 (9.0), 136 (13), 122 (25), 110 (32), 109
(20). 96 (25). 93 (100). 81 (35). 79 (38). 67 (62): FAB-HRMS caled for C. H. N. [(M + HY*1 451 4052 fou
=S Jy 7 \h-/l, e \&vv,, A \JJ,, 1 7 \-’U}, A \Uﬁ}, A 4 RA7 R LANAYANW widlliwnu 1V \.43111511‘2 L\‘l'l T ll] J _rJl;wJ‘l, ANFUALNA
A1 ANL

+J1.4U00,
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