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Abstract 
 
Diastereoselective synthesis of cis-2,6-disubstituted piperidines from 1,2-cyclic sulfamidates 
is described. Regioselective ring-opening reactions of 1,2-cyclic sulfamidates derived from L-
phenylalanine, alanine, valine, norvaline with the ketal protected acetylide with a phenyl 
substituent proceed smoothly to form the N-sulfamate intermediates which on acidic 
hydrolysis give alkynylated amines with the ketal group intact. Hydrogenation of the 
alkynylated amines, debenzylation, ketal deprotection, subsequent cyclization (of 
aminoketones) and stereoselective hydrogenation of the cyclic iminium ion intermediates 
afford the corresponding cis-2,6-disubstituted piperidines in high diastereoselectivity 
(98%≥d.e.) with good chemical yields (68-86%). The present approach provides a novel route 
for the stereoselective synthesis of cis-2,6-disubstituted piperidines. 
 
Key Words: 1,2-cyclic sulfamidates, acetylide, ketal, stereoselective synthesis, cyclization, 
piperidines. 
 
1. Introduction 
 
The piperidine, 6-membered nitrogen saturated heterocycle is arguably one of the most 
observed structural units in natural products and pharmaceuticals.1 Accordingly 
stereoselective synthesis of substituted piperidines has attracted great deal of interest over the 
years.2 The piperidine ring system possessing a chiral centre at C-2 and-6 positions is 
particularly common substitution system. The 2,6-disubstituted piperidine framework is 
present in monocyclic piperidine as well as bicyclic indolizidine alkaloids, and has been 
found to occur not only in plants but also insects and amphibians. (-)-Pinidinol 1, (+)-
epidihydropinidine 2, (-)-solenopsin A 3, isosolenopsin A 4, (+)-monomorine I 5 and (-)-
indolizidines 209D 6 are some representative examples of 2,6-disubstituted piperidine 
alkaloids (Figure 1). (-)-Pinidinol 1 and (+)-epidihydropinidine 2 are naturally occurring 
defense alkaloids isolated from Picea (spruce) and/or Pinus (pine) species and various 
insects.3 (-)-Solenopsin A 3 and isosolenopsin A 4 are example constituents of fire ant venom 
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(genus Solenopsis).4 (+)-Monomorine I 5 and (-)-Indolizidine 209D 6 are representative 
indolizidine alkaloids that contain cis-2,6-disubstituted piperidine substructure. Most of the 
indolizidine alkaloids possess alkyl side chains at the 5 positions (3-and 5-positions for 
disubstituted indolizidines). (+)-Monomorine I 5 is a rail pheromone of the pharaoh ant 
(Monomotium pharaonis).5 (-)-Indolizidine 209D 6 alkaloids is a representative alkaloid 
which can be isolated from the poison frogs dendrobatid species.6 

 

 
 
Their relatively simple ring structure makes this class of molecules 1-6 an attractive vehicle 
for demonstrating the utility of a new synthetic method. Thus, there are variety of methods 
developed in the literature for stereoselective synthesis of the 2,6-disubstituted piperidine ring 
core. These methods include reduction of 2,6-dialkylpyridines,7 metal-catalysed 
intramolecular cyclizations,8 intramolecular cyclization via aza-Micheal addition,9 
rearrangement of oxime sulfonates,10 alkylation of pyridinium salts and piperidine 
derivatives,11 reductive aminocyclization,12 iminium-type alkylations,13 cycloaddition,14 
enzymatic15 reactions.16 Given widespread distribution and broad range of interesting 
biological activities of 2,6-disubstituted piperidine core containing molecules in nature, new 
routes for stereoselective synthesis of 2,6-disubstituted piperidines are always valuable.  
 
Cyclic sulfamidates are readily available and often enantiopure aminoalcohol-derived reactive 
electrophiles that have found increasing synthetic utility in organic synthesis. Formation of 
sulfamidates activates the hydroxyl towards nucleophilic displacements while providing 
concurrent protection to the nitrogen atom.17 The reactivity profile of cyclic sulfamidates from 
1,2-and 1,3-aminoalcohols is considered to be an effective alternative to the reactivity of the 
related aziridines and azetidines. Nucleophilic cleavage with sulfamidates occur in a 
regiospecific manner at the C–O bond, and the nucleophilic attack at the C–N bond is not 
generally observed. There is also no specific requirement for the presence and subsequent 
removal of an activating group on the nitrogen. These features make cyclic sulfamidates 
synthetically versatile electrophilic synthons in synthesis. As a result, reaction of sulfamidates 
with a wide variety of nucleophiles including carbon,18 nitrogen,19 oxygen,20 sulfur,21 
phosphour22 and fluoride23 has been reported.24  
 
Of particular value is the ring opening reactions with carbon-based nucleophiles that enables 
the synthesis of functionalized amine compounds. The reactivity of cyclic sulfamidates 
towards synthetically functionalized carbon-based nucleophiles has being explored in organic 
synthesis over the years.18 We previously reported a synthetically useful level of reactivity of 
cyclic sulfamidates towards acetylides (Scheme 1).25 Nucleophilic cleavage of 1,2-cyclic 
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sulfamidates 7 with acetylides 8 proceeded smoothly in a regioselective fashion to form N-
sulfamate 9 which on acidic hydrolysis produced the alkynylated amines 10. Primary carbon-
centered sulfamidates were found to be particularly effective in the alkylation reaction 
furnishing the related alkynylated amines in high yields. Once the acetylide component 
possesses an orthoester functionality, nucleophilic addition of triethylorthopropiolate 11 gave 
N-sulfamate intermediate 12.26 Acidic hydrolysis not only cleaved the N-sulfamate but also 
led to concurrent hydrolysis of orthoester to the corresponding ethylester. Thermal cyclization 
of amino-α,β-unsaturated esters 13 upon hydrogenation enabled synthesis of the alkyl 
substituted piperidine lactams 14, in which [N─C─C] fragment from the sulfamidate and 
[C─C─C] fragment from the propiolate are combined to form the piperidine ring. This 
approach represents a new cyclization strategy for the synthesis of the substituted piperidin-2-
ones. The efficiency of the cyclization process was demonstrated by the synthesis of the 
hemlock alkaloid (S)-coniine 15 from L-norvaline. 
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Scheme1. Reactivity of 1,2-cyclic sulfamidates towards acetylides.
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Inspired by the synthesis of the substituted piperidin-2-one system, we envisaged that once a 
ketal protected acetylide is used as the nucleophilic component, a similar cyclization approach 
could enable the stereoselective synthesis of 2,6-disubstituted piperidines. In this 
communication we report our preliminary results for stereoselective synthesis of cis-2,6-
disubstituted piperidines from 1,2-cyclic sulfamidates and the ketal protected acetylide with a 
phenyl substituent. 
 
2. Results and discussion 
 
Ketal protected terminal alkyne 16 was lithiated with n-butyllithium in THF at -10 °C for 1h 
(Scheme 2).27 The resulting acetylide 17 solution was reacted with 18a as the model 
sulfamidate for 24h to form N-sulfamate 19. Treatment with 5M HCl solution is generally 
considered to be the standard acidic conditions for cleavage of N-sulfamate.25 Under these 
conditions (5M HCl) the hydrolysis reaction on 19 afforded alkynylated amine 20a with ketal 
group intact along with ketal group hydrolyzed product 21a in varying yields. We previously 
observed that the acetal group was adequately stable to 5M HCl allowing the corresponding 
alkynylated acetal product to be isolated in good yield. The relative unstability of the ketal 
group to 5M HCl called for investigations of hydrolysis conditions in more details. After 
extensive experimentation, we were able to obtain the desired alkynylated amine 20a with the 
ketal group intact in good yields. The best conditions that avoids the ketal hydrolysis was 
found to be dropwise addition of H2O and conc. H2SO4 to the etheric N-sulfamate solution. 
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The labile ketone by product 21a could be obtained as the sole reaction product when the 
hydrolysis was performed with conc. HCl solution.  
 

 
 

Having established the optimum hydrolysis conditions, the scope of the acetylenic 
substitution reactions was examined with the structural variations in sulfamidates 18a-f 
(Scheme 3). A representative set of 1,2-cyclic sulfamidates 18a-f was synthesized for scaning 
of the structural affects on substitution.26 We preferred to use the benzyl group for N-
protection considering the ease of installation and subsequent removal by hydrogenation as 
well as its stability under the basic conditions. Enantiomerically pure primary carbon-centered 
sulfamidates 18a–d were prepared from L-phenyalanine, alanine, valine, norvaline. Optically 
pure secondary carbon-centered 1,2-cyclic sulfamidate 18e was prepared from (S)-ethyl 
lactate. Primary carbon-centered sulfamidates 18a-d were all found to be effective in the 
alkylation reaction delivering the expected β-alkynylated amines 20a-d in good yields. The 
lability of the sulfamidate 18f toward elimination was already reported.25a Using the similiar 
reaction conditions, the alkylation reaction of 18f led to the formation of the substitution 
product 20f in 22% yield along with N-benzyl cinnamylamine 22 in 54% yield. This result is 
in paralel to our previous observations; sulfamidate 18f generally favors the elimination 
pathway in displacement reactions. Ring-opening reactions of 18a-f usually required two 
equivalent of acetylide 17 for completion in 24h. Inclusion of 7,5% HMPA by volume was 
found to enhance reaction rates such that 1.1 equivalent of 17 was suffice for the reaction to 
be completed in several hours. Therefore, HMPA was frequently used as polar additive in 
reaction mixtures to avoid the excess use of synthetically valuable alkyne 16.   
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We envisaged that ketal amine 20a-e could be converted readily into disubstituted piperidines 
24a-c in a stereoselective manner using palladium-catalyzed hydrogenation. Combination of 
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aqueous HCl and Pd/C in MeOH was successfully used in several stereoselective synthesis of 
substituted piperidines.13c,18c Attempts to construct the piperidine ring from amines 20a-e 
using acidic palladium-catalyzed hydrogenation in one pot operation failed (Scheme 3). All 
attempts led to isolation of unexpected acyclic amines 23a-c instead. Formation of acyclic 
amines 23a-c could be explained on the basis of kinetics of the reactions involved in this one 
pot multistep process; saturation of triple bond, ketal deprotection, debenzylation, cyclization 
and reduction of the activated aromatic carbonyl group in acidic environment. Saturation of 
triple bond, ketal deprotection, carbonyl reduction are apparently kinetically more favourable 
reactions as indicated by the isolation of acyclic amines from the reactions. Sluggish 
debenzylation step could be responsible for the failure. Direct conversion of the ketone 21a 
into the corresponding piperidine using HCl and Pd/C in MeOH conditions in one pot 
operation was not successful either. 
 

 
 
Fortunately, performing the reactions in step-wise manner allowed us to overcome formation 
of acyclic amines. Thus, alkynylated ketal amines 20a-e was initially hydrogenated in the 
absence of acid to carry out saturation and sluggish debenzylation reactions (Scheme 4). The 
crude debenzylated amines 25a-d were subject to the kinetically fast ketal deprotection 
reaction with aqueous HCl conditions which led to insitu formation of cyclic imines (by 
TLC). At this stage, cyclic imines could not be characterized spectroscopically due to 
decomposition on chromatography. It is important that the crude cyclic imines isolated should 
be strictly free of water for smooth stereoselective hydrogenation. Exposure of the crude 
cyclic imines in MeOH containing etheric anhydrous HCl to palladium-catalyzed 
hydrogenation gratifyingly afforded the corresponding cis-disubstituted piperidines 24a-d in 
excellent diastereoselectivity with good chemical yields over three steps.28 1H NMR spectrum 
of cis-disubstituted piperidines showed the presence of only one diastereoisomer which 
indicates hydrogenation operating with 98%≥d.e stereoselectivity. It is critical that 
atmospheric palladium-catalyzed hydrogenation be performed under anhydrous conditions; 
otherwise formation of acyclic amines may cause a problem to varying extents, thereby 
rendering efficiency of the hydrogenation step. 
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Application of the step-wise reaction strategy to lactate-derived alkynylated amine 20e did not 
lead to good stereoselectivity for synthesis of 2,4-disubstituted piperidine system. In this case, 
2,4-disubstituted piperidine 27 was obtained as approximately a 4:1 inseparable mixture of 
two diastereosimers (Scheme 5). 
 

 
 
Characterization data for known alanine-derived cis-piperidine 24b ((2S,6S)-2-methyl-6-
phenylpiperidine, ����

20= -35.6 (c=1,38 CHCl3)) and alanine-derived trans-piperidine 
((2S,6R)-2-methyl-6-phenylpiperidine, ����

20= +33.4 (c=1,25 CHCl3)) was already available in 
the literature.13f Optical rotation for (2S,6S)-2-methyl-6-phenylpiperidine 24b was measured 
in this work as ����

30= -34.2 (c=1, CHCl3). Comparision of NMR data and optical rotation of 
24b with literature data indicated disubstituted piperidine 24b in cis configuration. 
Configuration of other disubstituted piperidines 24a, 24c, 24d was assigned as cis-
configuration using the analogy to 24b and NOESY NMR. The observed stereochemical 
outcome of palladium catalyzed hydrogenation can be explained on the base that attack of 
hydrogen from the less hindered side of cyclic iminium intermediate 26a-d in the transition 
state leading to cis-2,6-disubstituted piperidines (Figure 2).29  
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3. Conclusions 
 
In summary a new method for stereoselective synthesis of cis-2,6-disubstituted piperidines 
from 1,2-cyclic sulfamidates is developed. Regioselective ring-opening reactions of 1,2-cyclic 
sulfamidates derived from L-phenylalanine, alanine, valine, norvaline with ketal protected 
acetylide with a phenyl substituent proceed efficiently to give alkynylated amines with the 
ketal group intact after acidic hydrolysis. Hydrogenation of the alkynylated amine products, 
debenzylation, ketal deprotection, subsequent cyclization and stereoselective hydrogenation 
of the cyclic iminium ion intermediates afford the corresponding cis-disubstituted piperidines 
in high diastereoselectivity (98%≥d.e.). The present approach represents a novel route for the 
stereoselective synthesis of cis-2,6-disubstituted piperidines. Application of this methodology 
with the use of the ketal protected acetylides with an alkyl group for natural product synthesis 
containing 2,6-disubstituted piperidine unit is currently ongoing in our laboratory and will be 
reported elsewhere. 
 
4. Experimental section 
 
4.1. General methods 
 
1H and 13C NMR spectra were recorded in CDCl3 on a Varian AS 400 MHz NMR 
spectrometer with TMS as an internal. Chemical shifts are expressed in δ (parts per million) 
units downfield from TMS. IR spectra were recorded on a Perkin Elmer Spectrum BX 
spectrometer as thin films on NaCl plates. Optical rotations were measured with Rudolph 
Research Analytical Autopol I Automatic Polarimeter. LC/MS Q-TOF were taken from 
Giresun Univesity, Giresun, Turkey with an Agilent 6230 Q-TOF LC/MS instrument. THF 
and ether were freshly distilled from LiAlH4 before use. TLC was performed using aluminum 
plates coated with silica gel (254 nm) and use of the basic permanganate dying system. Flash 
column chromatography was carried out using silica gel (0.063-0.2 mm). Removal of solvents 
in vacuo was achieved using a IKA rotary evaporator at room temperature unless otherwise 
stated. Yields refer to isolated material, homogeneous by TLC and NMR spectroscopy, unless 
otherwise stated. Phenyl ketal alkyne 16 was synthesized from propiophenone according to 
literature protocols.27 1,2-Cyclic sulfamidates 18a-f were prepared according to literature 
protocols.26 

 
4.2. General procedure for the nucleophilic substitution of 1,2-cyclic sulfamidates 18a-f 
with phenyl ketal alkyne 16 
 
To a solution of terminal alkyne 16, 2 mmol in 10 mL freshly distilled dry THF under argon 
atmosphere, cooled at -10 °C over ice-salt bath was added dropwise n-butyllithium (1.3 mL, 
2.1 mmol, 15% solution in hexane) and the solution was stirred at this temperature for 1 h (1.1 
mmol 16 and 1.2 mmol n-butyllithium were sufficient if 0.75 mL HMPA was used as co-
solvent). A solution of 1,2-cyclic sulfamidate (1 mmol) in 3 mL dry THF was then added to 
the resulting acetylide solution via a syringe. After stirring at –10 ºC for 5-6 h, the reaction 
mixture was allowed to warm up to room temperature gradually with stirring overnight (a few 
hours if HMPA was used, overnight for 18e). TLC monitoring showed complete consumption 
of sulfamidate. The resulting mixture was then added one drop conc. H2SO4 and one drop 
H2O sequentially (total 4 drops H2SO4 and 4 drops H2O) with stirring for 1-2h to hydrolyze 
the N-sulfamate intermediate before neutralization with saturated NaHCO3 solution. 
Extraction with ether (3x20mL) and drying over anhydrous Na2SO4 followed by evaporation 
of volatiles in vacuo gave the crude product. Purification by column chromatography using 
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EtOAc/Hexane solvent systems (containing 0.5% triethylamine) afforded compounds 20a-f 
and 22 as an oil. Ketal protected alkynylated amines 20a-f are sensitive compounds for 
chromatographic purification; a small extent of decomposition was sometimes observed. 
 
4.2.1. (S)-N-Benzyl-1-phenyl-5-(2-phenyl-1,3-dioxolan-2-yl)pent-4-yn-2-amine 20a 

Obtained as a pale yellow oil (358 mg, 90% yield). TLC, Rf: 0.42 [(EtOAc:hexane) 1:3]; 
����

30=+0.36 (c=6.0, CHCl3); IR (film); υmax/cm-1; 3357 (NH), 2234 (C≡C); 
1H NMR δH (400 

MHz, CDCl3) (ppm) 2.37 (1H, dd, J=5.6 and 16.8), 2.43 (1H, dd, J=6.0 and 16.8), 2.80 (1H, 
dd, J=7.2 and 13.6), 2.86 (1H, dd, J=6.0 and 13.6), 2.98-3.04 (1H, m), 3.76 (1H, d, J=13.2), 
3.84 (1H, d, J=13.2), 4.07-4.15 (2H, m), 4.19-4.25 (2H, m), 7.14-7.38 (13H, m, Ar-H), 7.69-
7.72 (2H, m, Ar-H); 13C NMR δC (100 MHz, CDCl3) (ppm) 23.67, 4074, 51.32, 57.40, 65.23, 
80.89, 84.33, 102.63, 126.17, 126.65, 127.19, 128.28, 128.50, 128.67, 128.74, 129.38, 129.63, 
138.97, 139.82, 140.50; LC/MS Q-TOF (m/z): [M+H]+ found 398.2116, C27H28NO2 requires 
398.2120.  

4.2.2. (S)-5-(benzylamino)-1,6-diphenylhex-2-yn-1-one 21a 

Obtained as a pale yellow oil (312 mg, 89% yield). TLC, Rf: 0.47 [(EtOAc:hexane) 1:3]; δH 
(400 MHz, CDCl3) (ppm) 2.60 (1H, dd, J=5.2 and 17.2), 2.68 (1H, dd, J=5.6 and 17.2), 2.89-
2.99 (2H, m), 3.14-3.20 (1H, m), 3.84 (1H, d, J=13.2), 3.93 (1H, d, J=13.2), 7.21-7.33 (10H, 
m, Ar-H),7.45-7.50 (2H, m, Ar-H), 7.59-7.63 (1H, m, Ar-H), 8.16-8.19 (2H, m, Ar-H); δC 
(100 MHz, CDCl3) (ppm) 24.32, 40.84, 51.43, 57.11, 81.82, 94.00, 126.85, 127.30, 128.24, 
128.70, 128.78, 128.85, 129.56, 129.82, 134.22, 137.14, 138.41, 140.12, 178.22; LC/MS Q-
TOF (m/z): [M+H]+ found 354.1867, C25H23NO requires 354.1858. The title compound was 
prone to decomposition.  

4.2.3. (S)-N-Benzyl-5-(2-phenyl-1,3-dioxolan-2-yl)pent-4-yn-2-amine 20b 

Obtained as a pale yellow oil (267 mg, 83% yield). TLC, Rf: 0.35 [(EtOAc:hexane) 1:1]; 
����

30= -15.0 (c=1.0, CHCl3); IR (film) υmax/cm-1: 3317 (N−H),3029, 2964, 2927, 2892, 2233 
(C≡C), 1493, 1451, 1275, 1152, 1067, 1028, 966, 754, 698; δH (400 MHz, CDCl3) (ppm) 1.19 
(3H, d, J=6.4), 2.44 (2H, d, J=6.0), 2.95 (1H, septet, J=6.0), 3.80 (2H, br, s), 4.09-4.24 (4H, 
m), 7.24-7.38 (8H, m, Ar-H), 7.69-7.72 (2H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 20.42, 
26.41, 51.09, 51.25, 65.04, 80.16, 84.25, 102.40, 125.85, 126.92, 128.04, 128.18, 128.42, 
129.07, 139.45, 140.31; LC/MS Q-TOF (m/z): [M+H]+ found 322.1819, C21H23NO2 requires 
322.1807.  

4.2.4. (R)-N-Benzyl-2-methyl-6-(2-phenyl-1,3-dioxolan-2-yl)hex-5-yn-3-amine 20c 

Obtained as a pale yellow oil (310 mg, 89% yield). TLC, Rf: 0.38 [(EtOAc:hexane) 1:3]; 
����

30= -31.0 (c=2.0, CHCl3); IR (film) υmax/cm-1: 3337 (N−H), 3028, 2958, 2891, 2232 
(C≡C), 1493, 1450, 1274, 1152, 1066, 1028, 965, 750, 697; δH (400 MHz, CDCl3) (ppm) 0.95 
(3H, d, J=6.8), 0.98 (3H, d, J=6.8), 1.87-1.95 (1H, m), 2.43 (1H, dd, J=6.4 and 16.8), 2.51-
2.61 (2H, m), 3.77 (1H, d, J=12.8), 3.88 (1H, d, J=12.8), 4.09-4.15 (2H, m) 4.17-4.24 (2H, 
m), 7.25-7.39 (8H, m, Ar-H), 7.70-7.73 (2H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 18.54, 
18.76, 21.00, 30.83, 51.65, 61.10, 65.03, 79.81, 84.96, 102.44, 125.87, 126.82, 128.13, 
128.17, 128.31, 129.04, 139.51, 140.78 ; LC/MS Q-TOF (m/z): [M+H]+ found 350.2124, 
C23H27NO2 requires 350.2120. 
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4.2.5. (S)-N-Benzyl-1-(2-phenyl-1,3-dioxolan-2-yl)hept-1-yn-4-amine 20d 

Obtained as a pale yellow oil (307 mg, 88% yield). TLC, Rf: 0.39 [(EtOAc:hexane) 1:2]; 
����

30= -25.7 (c=1.0, CHCl3); IR (film) υmax/cm-1: 3326 (N−H), 3030, 2952, 2924, 2890, 2235 
(C≡C), 1490, 1451, 1272, 1152, 1065, 1026, 965, 752, 699; δH (400 MHz, CDCl3) (ppm) 0.92 
(3H, t, J=7.2), 1.34-1.44 (2H, m), 1.47-1.57 (2H, m), 2.43 (1H, dd, J=5.6 and 16.8), 2.54 (1H, 
dd, J=5.6 and 16.8), 2.80 (1H, quintet, J=6.0), 3.76 (1H, d, J=12.80), 3.84 (1H, d, J=12.80), 
4.09-4.15 (2H, m), 4.21-4.24 (2H, m), 7.23-7.40 (8H, m, Ar-H), 7.69-7.74 (2H, m, Ar-H); δC 
(100 MHz, CDCl3) (ppm) 14.19, 16.07, 23.90, 36.57, 50.96, 55.30, 65.04, 80.06, 84.40, 
102.43, 125.87, 126.87, 128.09, 128.17, 128.36, 129.06, 139.48, 140.55; LC/MS Q-TOF 
(m/z): [M+H]+ found 350.2121, C23H27NO2 requires 350.2120. 

4.2.6. (S)-N-Benzyl-2-methyl-4-(2-phenyl-1,3-dioxolan-2-yl)but-3-yn-1-amine 20e 

Obtained as a pale yellow oil (257 mg, 80% yield). TLC, Rf: 0.27 [(EtOAc:hexane) 1:1]; 
����

30= -24.7 (c=1.3, CHCl3);  IR (film) υmax/cm-1: 3333 (N−H), 3025, 2974, 2935, 2890, 2229 
(C≡C), 1493, 1451, 1272, 1172, 1068, 1029, 965, 744, 699; δH (400 MHz, CDCl3) (ppm) 1.22 
(3H, d, J=6.8), 2.70 (2H, m), 2.82 (1H, septet, J=6.8), 3.78 (1H, d, J=13.2), 3.84 (1H, d, 
J=13.2), 4.07-4.14 (2H, m), 4.18-4.23 (2H, m), 7.23-7.38 (8H, m, Ar-H), 7.67-7.71 (2H, m, 
Ar-H); δC (100 MHz, CDCl3) (ppm) 18.41, 26.62, 53.34, 54.24, 65.00, 79.28, 89.51, 102.42, 
125.89, 126.95, 128.02, 128.17, 128.40, 129.07, 139.44, 140.02; LC/MS Q-TOF (m/z): 
[M+H] + found 322.1807, C21H23NO2 requires 322.1807. 

4.2.7. N,2-Dibenzyl-4-(2-phenyl-1,3-dioxolan-2-yl)but-3-yn-1-amine 20f 

Obtained as an orange oil (88 mg, 22% yield). TLC, Rf: 0.39 [(EtOAc:hexane) 1:1]; IR (film) 
υmax/cm-1: 3327 (N−H), 3064, 3025, 2896, 2845, 2229 (C≡C), 1493, 1454, 1272, 1146, 1065, 
1026, 967, 744, 699; δH (400 MHz, CDCl3) (ppm) 2.72-2.91 (4H, m), 2.97-3.04 (1H, m), 3.77 
(1H, d, J=13.2), 3.84 (1H, d, J=13.2), 4.04-4.11 (4H, m), 7.20-7.37 (13H, m, Ar-H), 7.60-7.63 
(2H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 34.47, 38.71, 52.26, 53.50, 64.95, 81.00, 87.93, 
102.37, 125.96, 126.37, 126.96, 128.04, 128.14, 128.25, 128.41, 129.08, 129.23, 139.02, 
139.14, 140.20 ; LC/MS Q-TOF (m/z): [M+H]+ found 398.2104, C27H27NO2 requires 
398.2120. 

4.2.8. N-Benzyl cinnamylamine 22 

Obtained as a pale yellow oil (120 mg, 54% yield). TLC, Rf: 0.19 [(EtOAc:hexane) 1:1]; IR 
(film) υmax/cm-1:  3312 (N−H), 1646 (C=C), 1599, 1491, 1449 (aromatic), 736, 698; δH (400 
MHz, CDCl3) (ppm) 3.46 (2H, dd, J=1,2 and 6.0), 3.86 (2H, br s), 6.34 (1H, dt, J=6.4 and 
16.0), 6.56 (1H, d, J=15.6), 7.21-7.40 (10H, m, Ar-H). 

4.3. General procedure for synthesis of acyclic amines 23a-c 

To a solution of the aminoketal alkynes 20a-c (1.18 mmol) in methanol (15 mL) containing 
1,5 mL 1N HCl was added Pd/C (80 mg) at room temperature. The resulting solution was 
flushed with argon several times and a stream of hydrogen was bubbled through the solution 
for 72 hours. After completion of the reaction, mixture was filtered through a pad of Celite 
and evaporation of the volatiles in vacuo give the crude product. The resulting residue was 
dissolved in DCM and washed with saturated NaHCO3 (3x10 mL), drying over anhydrous 
Na2SO4 followed by evaporation of volatiles in vacuo gave the crude product. Purification by 
flash column chromatography eluting with the (DCM/MeOH 90:10 to 95:5 gradient) solvent 
system (containing 0.5% triethylamine) afforded the acyclic amines 23a-c. 
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4.3.1. (R)-1,6-Diphenylhexan-2-amine 23a 

Obtained as an off-white solid (287 mg, 96% yield); mp 81-84 °C TLC, Rf: 0.4 
[(MeOH:DCM) 1:9]; ����

30= -12.8 (c=1.33, CHCl3); IR (film) υmax/cm-1: 3652, 3366, 3282 
(N−H), 3025, 2929, 2853, 2851, 1602, 1496, 1454, 1029, 744, 699; δH (400 MHz, CDCl3) 
(ppm) 1.37-1.72 (6H, series of multiplet), 2.49 (1H, dd, J=8.8 and 13.6), 2.65 (2H, t, J=7.6), 
2.81 (1H, dd, J=4.8 and 13.6), 2.97-3.04 (1H, m), 7.18-7.34 (10H, m, Ar-H); δC (100 MHz, 
CDCl3) (ppm) 25.91, 31.56, 35.89, 37.39, 44.62, 52.69, 125.66, 126.19, 128.27, 128.38, 
128.42, 129.29, 139.57, 142.57 ; LC/MS Q-TOF (m/z): [M+H] + found 254.1913, C18H23N 
requires 254.1909. 

4.3.2. (S)-6-phenylhexan-2-amine 23b 

Obtained as a viscous pale yellow oil (159 mg, 76% yield). TLC, Rf: 0.1 [(MeOH:DCM) 1:9]; 
����

30= +3.2 (c=4.67, CHCl3); IR (film) υmax/cm-1: 3351, 3280, 3170 (N−H), 3084, 3061, 
3026, 2929, 2856, 1663, 1603, 1583, 1495, 1453, 1372, 747, 699; δH (400 MHz, CDCl3) 
(ppm) 1.05 (3H, d, J=6.0), 1.33-1.67 (6H, series of multiplet), 2.61 (1H, d, J=7.6), 2.63 (1H, 
d, J=7.6), 2.83-2.90 (1H, m), 7.15-7.18 (3H, m, Ar-H), 7.25-7.29 (2H, m, Ar-H) ; LC/MS Q-
TOF (m/z): [M+H]+ found 178.1599, C12H19N requires 178.1596. 

4.3.2. (R)-2-methyl-7-phenylheptan-3-amine 23c 

Obtained as an off-white solid (191 mg, 79% yield); mp 63-65 °C ; TLC, Rf: 0.46 
[(MeOH:DCM) 1:9]; IR (film) υmax/cm-1: 3372, 3299 (N−H), 3084, 3025, 2931, 2857, 1603,  
1495, 1453, 1366, 1030, 747, 698; δH (400 MHz, CDCl3) (ppm) 0.86 (3H, d, J=6.8), 0.90 (3H, 
d, J=7.2), 1.25-1.68 (6H, series of multiplet), 2.50-2.54 (1H, m), 2.62 (2H, t, J=8.0), 7.15-7.18 
(3H, m, Ar-H), 7.25-7.29 (2H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 17.11, 19.23, 26.31, 
31.66, 33.21, 34.49, 35.95, 56.49, 125.59, 128.22, 128.35, 142.66; LC/MS Q-TOF (m/z): 
[M+H] + found 206.1903, C14H23N requires 206.1909. 

4.4. General procedure for synthesis of piperidines 24a-d and 27 

To a solution of the aminoketal alkynes 20a-d (1.15 mmol) in methanol (25 mL) was added 
Pd/C (35 mg) and Pd(OH)2 (35 mg) at room temperature. The resulting solution was flushed 
with argon several times and a stream of hydrogen was bubbled through the solution for 
overnight. After completion of the reaction, mixture was filtered through a pad of Celite and 
evaporation of the volatiles in vacuo give the crude product. The residue was dissolved in 
MeOH (30 mL) and 1N HCl (2 mL) was added under argon atmosphere. After stirring at 
room tempature for 5h, the volatiles was evaporated in vacuo. The residue was dissolved in 
DCM (10 mL) and washed with saturated NaHCO3 (3x10 mL), drying over anhydrous 
Na2SO4 followed by evaporation of volatiles in vacuo gave the crude product. The crude 
product was dissolved in MeOH (30 mL) and Pd/C (80 mg) and 0.8 mL anhydrous eteric HCl 
was added. The resulting solution was flushed with argon several times and a stream of 
hydrogen was bubbled through the solution for overnight. After completion of the reaction, 
mixture was filtered through a pad of Celite. The resulting residue was dissolved in DCM 
(10 mL) and washed with saturated NaHCO3 (3x10 mL), drying over anhydrous Na2SO4 
followed by evaporation of volatiles in vacuo gave the crude product. Purification by flash 
column chromatography eluting with Hexane/EtOAc 5:1 to 2:1 gradient for 24a,c,d; with 
acetone for 24b; with DCM/MeOH 90:10 to 95:5 gradient solvent systems for 27 afforded the 
piperidines. 
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4.4.1. (S)-1-(2-phenyl-1,3-dioxolan-2-yl)heptan-4-amine 25d 

The crude product was purified by passing through a small pad of silica gel. Obtained as 
colourless viscous oil (146 mg, 90% yield). TLC, Rf: 0.18 [(MeOH:DCM) 1:9]; IR (film) 
υmax/cm-1: 3378, 3305 (N−H), 3058, 3030, 2952, 2929, 2879, 1664, 1462, 1448, 1118, 1040, 
948, 766, 702; δH (400 MHz, CDCl3) (ppm) 0.85-0.88 (3H, m), 1.17-1.46 (8H, m), 1.85-1.90 
(2H, m), 2.61-2.67 (1H, m), 3.72-3.76 (2H, m), 3.97-4.00 (2H, m), 7.25-7.33 (3H, m, Ar-H), 
7.41-7.44 (2H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 14.12, 19.20, 20.13, 37.94, 40.06, 
40.52, 50.79, 64.43, 110.34, 125.65, 127.68, 128.00, 142.62; LC/MS Q-TOF (m/z): [M+H]+ 
found 264.1969, C16H25NO2 requires 264.1964. 

4.4.2. (2R,6S)-2-Benzyl-6-phenylpiperidine 24a 

Obtained as a pale yellow oil which solidifies on storage in the refrigerator (240 mg, 83% 
yield); mp 46-47 °C; TLC, Rf: 0.53 [(EtOAc:hexane) 1:3]; ����

30= -139.5 (c=2.67, CHCl3); IR 
(film) υmax/cm-1: 3308 (N−H), 3026, 2930, 2852, 2792, 2711, 1603, 1493, 1453, 1326, 1305, 
1112, 752, 699; δH (400 MHz, CDCl3) (ppm) 1.27-1.37 (1H, m), 1.45-1.59 (2H, m), 1.74-1.84 
(2H, m), 1.91-1.96 (1H, m), 2.71 (1H, dd, J=8.4 and 13.6), 2.84 (1H, d, J=5.2 and 13.6), 2.93-
2.99 (1H, m), 3.59-3.63 (1H, m), 7.20-7.40 (10H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 
25.34, 32.21, 35.02, 40.94, 59.03, 62.32, 126.21, 126.64, 126.93, 128.32, 128.45, 129.26, 
139.27, 145.60; LC/MS Q-TOF (m/z): [M+H]+ found 252.1744, C18H21N requires 252.1752. 

4.4.3. (2S,6S)-2-Methyl-6-phenylpiperidine 24b 

Obtained as a pale yellow oil (163 mg, 81% yield). TLC, Rf: 0.28 [(MeOH:DCM) 1:9]; 
����

30=  -34.2 (c=1.0, CHCl3), Lit.,13f ����
20= -35.6 (c=1.38, CHCl3); IR (film) υmax/cm-1: 3307 

(N−H), 3085, 3026, 2929, 2854, 2795, 2705, 1665, 1452, 1275, 1116, 752, 699; δH (600 
MHz, CDCl3) (ppm) 1.14 (3H, d, J=4.4), 1.16-1.28 (1H, m), 1.46-1.57 (2H, m), 1.77-1.81 
(1H, m), 1.89-1.93 (1H, m), 2.81-2.87 (1H, m), 3.69 (1H, dd, J=1.6 and 7.2), 7.25-7.27 (1H, 
m, Ar-H), 7.32-7.35 (2H, m, Ar-H), 7.40-7.41 (2H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 
22.97, 25.37, 33.80, 34.18, 53.22, 62.47, 126.74, 126.99, 128.28, 145.30; LC/MS Q-TOF 
(m/z): [M+H]+ found 176.1429, C12H17N requires 176.1439. 

4.4.4. (2R,6S)-2-Isopropyl-6-phenylpiperidine 24c 

Obtained as a pale yellow oil (159 mg, 68% yield). TLC, Rf: 0.45 [(EtOAc:hexane) 1:3]; 
����

30= -65.8 (c=1.33, CHCl3); IR (film) υmax/cm-1: 3085, 3062, 3026, 2933, 2870, 2854, 2787, 
2712, 1603, 1494, 1453, 1371, 1300, 1113, 753, 699; δH (400 MHz, CDCl3) (ppm) 0.97 (3H, 
d, J=3.6), 0.98 (3H, d, J=3.6), 1.15-1.25 (1H, m), 1.42-1.53 (2H, m), 1.63 (1H, septet, J=6.4), 
1.70-1.81 (3H, m), 1.91-1.96 (1H, m), 2.45 (1H, ddd, J=2.8, 6.4 and 11.2), 3.66 (1H, dd, , 
J=2.4 and 10.4), 7.24-7.28 (1H, m, Ar-H), 7.32-7.36 (2H, m, Ar-H), 7.41-7.44 (2H, m, Ar-
H),; δC (100 MHz, CDCl3) (ppm) 18.92, 19.05, 25.51, 28.53, 33.40, 55.09, 62.60, 63.59, 
126.74, 126.88, 128.28, 146.11; LC/MS Q-TOF (m/z): [M+H] + found 204.1748, C14H21N 
requires 204.1752. 

4.4.5. (2S,6S)-2-phenyl-6-propylpiperidine 24d 

Obtained as a pale yellow oil (201 mg, 86% yield). TLC, Rf: 0.25 [(EtOAc:hexane) 1:3]; 
����

30= -52.9 (c=1.33, CHCl3); IR (film) υmax/cm-1: 3310 (N−H), 3064, 3025, 2952, 2929, 
2851, 2789, 2711, 1602, 1493, 1454, 1325, 1303, 1113, 752, 699; δH (400 MHz, CDCl3) 
(ppm) 0.94 (3H, t, J=7.2), 1.12-1.22 (1H, m), 1.34-1.54 (5H, m), 1.68-1.74 (1H, m), 1.76-1.81 
(1H, m), 1.88-1.92 (2H, m), 2.65-2.71 (1H, m), 3.63-3.67 (1H, m), 7.22-7.41 (5H, m, Ar-H); 
δC (100 MHz, CDCl3) (ppm) 14.25, 19.09, 25.41, 32.15, 34.79, 39.59, 57.55, 62.54, 126.75, 
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126.94, 128.30, 145.65; LC/MS Q-TOF (m/z): [M+H]+ found 204.1755, C14H21N requires 
204.1752. 

4.4.5. (S)-5-methyl-2-phenylpiperidine 27 

Obtained as an inseparable 4:1 mixture of diastereomers, dark red oil (123 mg, 61% yield). 
TLC, Rf: 0.19 [(MeOH:DCM) 1:9]; ����

30= +25.7 (c=1.0, CHCl3);  IR (film) υmax/cm-1: 3316 
(N−H), 3081, 3058, 3030, 2924, 2868, 2845, 2784, 2733, 1602, 1493, 1454, 1379, 1116, 755, 
699; major diastereomer : δH (400 MHz, CDCl3) (ppm) 0.89 (3H, d, J=6.8), 1.12-1.22 (1H, 
m), 1.55-1.91 (4H, m), 2.39 (1H, t, J=11.2), 3.11 (1H, dq, J=2 and 11.6), 3.57 (1H, dd, J=2.4 
and 11.2), 7.22-7.41 (5H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 19.42, 30.88, 33.93, 34.29, 
54.74, 61.71, 126.80, 127.27, 128.41 (two overlapped peaks); minor diastereomer: δH (400 
MHz, CDCl3) (ppm) 1.13 (3H, d, J=6.8), 1.55-1.91 (4H, m), 2.41 (1H, t, J=11.2), 2.82 (1H, 
dq, J=1.6 and 11.8), 2.97 (1H, dd, J=3.6 and 12.0), 3.67 (1H, dd, J=3.2 and 10.0), 7.22-7.41 
(5H, m, Ar-H); δC (100 MHz, CDCl3) (ppm) 17.25, 27.68, 29.13, 30.46, 51.82, 61.09, 126.70, 
126.95, 128.35, 143.98; LC/MS Q-TOF (m/z): [M+H]+ found 176.1442, C12H17N requires 
176.1439. 

Acknowledments  
 
The authors gratefully acknowledges Manisa Celal Bayar University for financial support 
through projects (FEF-2014-068 and 2016-036). 
 
References and Notes: 
 
1. Pelletier, S. W., Ed. Alkaloids: Chemical and Biological Perspectives; Pergamon: Oxford, 
UK, 1996; Vol. 10. 
2. For recent reviews on the synthesis of substituted piperidines, see: (a) Kandepedu, N.; 
Abrunhosa-Thomas, I.; Troin, Y. Org. Chem. Front. 2017, 4, 1655; (b) Reddy, B. V. S.; Nair,  
P. N.; Anthony, A.; Lalli, C; Grée,R. Eur. J. Org. Chem. 2017, 1805; (c) Dragutan, I.; 
Dragutan, V.; Demonceau, A. RSC Adv. 2012, 2, 719; (d) Källtröm, S.; Leino, R. Bioorg. 
Med. Chem. 2008, 16, 601; (e) S. P. Michael, Nat. Prod. Rep., 2008, 25, 139. 
3. (a) Tawara, J. N.; Blokhin, A.; Foderaro, T. A.; Stermitz, F.R. J. Org. Chem. 1993, 58, 
4813; (b) Todd, F. G.; Stermitz, F.R.; Blokhin, A. Phytochemistry, 1995, 40, 401; (c)Attgile, 
A. B.; Xu, S.-C.; McCormick, K. D.; Meinwald, J.; Blankespor, C. L.; Eisner, T. Tetrahedron 
1993, 49, 9333. 
4.MacConnell, J. G.; Blum, M. S.; Fales, H. M. Tetrahedron 1971, 26, 1129. 
5. Ritter, F. J.; Rotgans, I. E. M.; Tulman, E.; Verwiel, P. E. J.; Stein, F. Experientia 1973, 29, 
530 
6. Tokuyama, T.; Nishimori, N.; Karle, I. L.; Edwards, M. W.; Daly, J. W. Tetrahedron 1986, 
42, 3453. 
7. (a) Wu, J.; Tang, W.; Pettman, A.; Xiao, J. Adv. Synth. Catal. 2013, 355, 35; (b) Zheng ,G.; 
Dwoskin, L. P.; Deaciuc, A. G.; Crooks, P. A. Bioorg.Med.Chem.Lett.,, 2008, 18, 6509. 
8. (a) Asai, M.; Takemoto, Y.; Deguchi, A.; Hattori, Y.; Makabe, H. Tetrahedron: 
Asymmetry, 2017, 28, 1582; (b) Kubizna, P.; Spanik, I.; Kozisek, J.; Szolcsanyi, P. 
Tetrahedron, 2010, 66, 2351; (c) Hirai, Y.; Watanabe, J.; Nozaki, T.; Yokoyama, H.; 
Yamaguchi, S. J. Org. Chem. 1997, 62, 776; 
9 (a) Guerola, M.; Escolano, M.; Alzuet-Pina, G.; Gomez-Bengoa, E.; de Arelano, C.R.; 
Rosello, M.-S.; del Pozo, C. Org. Biomol. Chem. 2018, 16, 4650; (b) Harkiss, A. H.; 
Sutherland, A. J. Org. Chem. 2018, 83, 535; (c) Krishna, P. R.; Reddy, B. K. Tetrahedron: 
Asymmetry, 2013, 24, 758; (d) Abrunhosa-Thomas, I.; Plas, A.; Vogrig, A.; Kandepedu, N.; 



M
ANUSCRIP

T

 

ACCEPTE
D

ACCEPTED MANUSCRIPT

14 
 

Chalard, P.; Troin, Y. J. Org. Chem. 2013, 78, 2511; (e) Acharya, H. P.; Clive, D. I. J. J. Org. 
Chem. 2010, 75, 5223; (f) Abrunhosa-Thomas, I.; Roy, O.; Barra, M.; Besset, T.; Chalard, P.; 
Troin, Synlett, 2007, 1613.  
10. Matsumara, Y.; Maruoka, K.; Yamamoto, H. Tetrahedron Lett. 1982, 23, 1929 
11. (a) Pelletier, G.; Constantineau-Foget, L.; Charette, Chem. Commun. 2014, 50, 6883; (b) 
Chen, W.; Ma, L.; Paul, A.; Seidel, D. Nature Chemsitry, 2015, 10, 165; (c) Comins, D. L.; 
Benjelloun, N. R. Tetrahedron Lett. 1994, 35, 829; (d) Beak, P.; Lee, W. K. J. Org. Chem. 
1993, 58, 1109; (e) Yamaguchi, R.; Hata, E.; Matsuki, T.; Kawanisi, M. J. Org. Chem. 1987, 
52, 2094. 
12. (a) Reddy, C.R.; Latha, B. Tetrahedron: Asymmetry, 2011, 22, 1849.; (b) Kavala, M.; 
Mathia, F.; Kozisek, J.; Szolcsanyi, P. J. Nat. Prod., 2011, 74, 803; (c) Kumar, R. S. C.; 
Sreedhar, E.; Reddy, G. V.; Babu, K. S. Tetrahedron: Asymmetry, 2009, 20, 1160; (d) Davis, 
F. A.; Gaspari, P. M.; Nolt, B. M.; Xu, P. J. Org. Chem. 2008, 73, 8549; (e) Gebauer, J.; 
Dewi, P.; Blechert, S. Tetrahedron Lett. 2004, 46, 43; (f) Davis, F. A.; Rao, A.; Carroll, P. J. 
J. Org. Lett. 2003, 5, 3855; (g) Kim, G.; Jung, S.; Kim, W. Org. Lett. 2001, 3, 2985; (h) 
Yamauchi, T.; Takahashi, H.; Higashiyama, K. Chem. Pharm. Bull. 1998, 46, 384; (i) Taber, 
D.F.; Deker, P.B.; Silverberg, L. J. Org. Chem. 1992, 57, 5990.  
13.Mitsudo, K.; Yamamoto, J.; Akagi, T.; Yamashita, A.; Haisa, M.; Yoshioka, K.; Mandai, 
H.; Ueoka, K.; Hempel, C.; Yoshida, J.; Suga, S. Belstein J. Org. Chem. 2018, 14, 1192; (b)  
Eriksson, C.; Sjödin, K.; Schlyter, F.; Högberg, H.-E. Tetrahedron: Asymmetry, 2006, 17, 
1074; (c) Amat, M.; Lior, N.; Hidalgo, J.; Escolano, C.; Bosch, J. J. Org. Chem. 2003, 68, 
1919; (d) Amat, M.; Hidalgo, J.; Lior, N.; Bosch, J. Tetrahedron: Asymmetry, 1998, 9, 2419; 
(e) Katritzky, A. R.; Qiu, G.; Yang, B.; Steel, P. J. Org. Chem. 1998, 63, 6699; (f) Poerwono, 
H.; Higashiyama, K.; Yamauchi, T.; Kubo, H.; Ohmiya, S.; Takahashi, H. Tetrahedron, 1998, 
54, 13955; (g) Amat, M.; Lior, N.; Hidalgo, J.; Hernández, A.; Bosch, J. Tetrahedron: 
Asymmetry, 1996, 7, 977; (h) Pili, R. A.; Dias, L. C.; Maldaner, J. Org. Chem. 1995, 60, 
6717;(i) Royer, J.; Husson, H.-P. J. Org. Chem. 1985, 50, 670. 
14. (a) Watanabe, Y.; Lida, H.; Kibayashi, C. J. Org. Chem. 1989, 54, 4088; (b) Nader, B.; 
Bailey, T. R.; Franck, R. W.;  Weinreb, S. M. J. Am. Chem. Soc. 1981, 103, 7573; (c) Bailey, 
P. D.; Brown, G. R.; Korber, F.; Reed, A.; Wilson, R. D. Tetrahedron: Asymmetry, 1991, 2, 
1263; (d) Chackalamannij, S.; Wang, Y. Tetrahedron 1997, 53, 11203.  
15. (a)France, S. P.; Hussain, S.; Hill, A. M.; Hepworth, L. J.; Howard, R. M.; Mulholland, K. 
R.; Flitsch, S. L.; Turner, N. J. ACS Catal. 2016, 6, 3753 ; (b) Simon, R.C.; Grischek, B.; 
Zepeck, F.; Steinreiber, A.; Belaj, F.; Kroutil, W. Agew. Chem. 2012, 124, 6817. 
16. a) Trost, B. M.; Biannic, B. Org. Lett. 2015, 17, 1433; (b) Cuthbertson, J. D.; Taylor, R. J. 
K. Angew. Chem. 2013, 125, 1530; (c) Liu, H.; Su, D.; Cheng, G.; Xu, J.; Wang, X.; Hu, Y. 
Org. Biomol. Chem., 2010, 8, 1899; (d)Dobbs, A. P.; Guesne, S. J .J. Synlett, 2005, 2101; (e) 
Machinaga, N. ; Kibayashi, C. J. Org. Chem. 1992, 57, 5178. 
17. For reviews on the cyclic sulfamidates, see: (a) Nasir Baig, R. B. ; Nadagouda, M.; 
Varma, R.S. Aldrichimica Acta, 2015, 48, 71; (b) Meléndez, R. E.; Lubel, W. D. Tetrahedron 
2003, 59, 2581; (c) Bower, J. F.; Rujirawanich, J.; Gallagher, T. Org. Biomol. Chem. 2010, 8, 
1505.  
18. For selected examples of ring-opening reactions of 1,2-cyclic sulfamidates with versatile 
carbon-based nucleophiles, see: (a) Smilovic, I. G.;Cluzeau, J.; Richter, F.; Nerdinger, S.; 
Schreiner, E.; Laus, G.; Schottenberger, H. Bioorg.Med.Chem., 2018, 26, 2685; (b) Schrader, 
T. O.; Zhu, X.; Kasem, M.; Li, S.; Liu, C.; Ren, A.; Wu, C.; Semple, G. Tetrahedron Lett. 
2018, 59, 2030; (c) Arigala, P.; Sadu, V. S.; Hwang, I.-T.; Hwang, J-S.; Kim, C-U.; Lee, K-I. 
Adv. Synth. Catal. 2015, 357, 2027; (d) Moss, T.A. Synlett, 2015, 1375; (e) Aliouane, L.; 
Chao, S.; Brizuela, L.; Pfund, E.; Cuvillier, O.; Jean, L.; Renard, P.-Y.; Lequeux, T. Bioorg. 
Med. Chem. 2014, 22, 4955; (f) Moss, T. A.; Barber, D. M.; Kyle, A.F.; Dixon D.J Chem. 



M
ANUSCRIP

T

 

ACCEPTE
D

ACCEPTED MANUSCRIPT

15 
 

Eur. J. 2013, 19, 3071. (g) Moss, T.A.; Hayter, B. R.; Hollingsworth, I. A.; Nowak, T. 
Synlett, 2012, 2408; (h) Malik, G.; Esteoule, A.; Retaileau, P.; Dauban, P. Org. Chem. 2011, 
76, 7438; (i) Das, B.; Reddy, C. R.; Nagendra, S.; Lingaiah, M. Tetrahedron Lett. 2011, 52, 
3496; (j) Moss, T. A.; Alonso, B.; Fenwick, D. R.; Dixon, D. J. Angew. Chem. 2010, 122, 
578. (k) Bower, J. F.; Riis-Johannessen, T.; Szeto, P.; Whitehead, A.; Gallagher, T.Chem. 
Commun. 2007, 728; (l) Bower, J. F.; Williams, A. J.; Woodward, H. L.; Szeto, P.; Lawrence, 
R. M.; Gallagher, T. Org. Biomol. Chem. 2007, 5, 2636; (m) Bower, J. F.; Szeto, P.; 
Gallagher, T. Org. Biomol. Chem. 2007, 5, 143; (n) Bower, J. F.; Szeto, P.; Gallagher, T. Org. 
Lett. 2007, 9, 4909; (o) C. Ni, J. Liu, L. Zhang and J. Hu, Angew. Chem. Int. Ed. 2007, 46, 
786; (p) Bower, J. F.; Chakthong Švenda, J.; Williams, A. J.; Lawrence, R. M.; Szeto, P.; 
Gallagher, T. Org. Biomol.Chem. 2006, 4, 1868; (r) Bower, J. F.; Szeto, P.; Gallagher, T. 
Chem. Commun.2005, 5793; (s) P. M.; When and J. Du Bois, Org. Lett. 2005, 7, 4685; (t) 
Bower, J. F.; Švenda, J.; Williams, A. J.; Charmant, J. P. H.; Lawrence, R. M.; Szeto, P.; 
Gallagher, T. Org. Lett. 2004, 6, 4727; (u) Pound, M. K.; Davies, D. L.; Pilkington, M.; de 
Pina Vaz Sousa, M.; Wallis, J. D. Tetrahedron Lett. 2002, 43, 1915; (v) Wei, L.; Lubell, W. 
D. Org. Lett. 2000, 2, 2595; (y) Stiasny, H. C. Synthesis 1996, 259; (z) Cooper, G. F.; 
McCarthy, K. E.; Martin, M. G. Tetrahedron Lett. 1992, 33, 5895. 
19. For selected examples of ring-opening reactions of 1,2-cyclic sulfamidates with nitrogen-
based nucleophiles, see: (a) Navo, C. D.; Mazo, N.; Avenoza, A.; Busto, J.; Peregrina, J. M.; 
Jiménez-Osés, G. J. Org. Chem. 2017, 82, 13250; (b) Shiokawa, Z.; Inuki, S.; Fukase, K.; 
Fujimoto, Y. Synlett, 2016, 616; (c) James, T.; Simpson, I.; Grant, J. A.; Sridharan, V.; 
Nelson, A. Org. Lett. 2013, 15, 6094; (d) Mata, M.; Avenoza, A.; Busto, J.; Corzana, F.; 
Peregrina, J. M. Chem. Eur. J. 2012, 18, 15822; (e) Megia-Fernandez, A.; Ortega-Munoz, M.; 
Hernandez-Mateo, F.; Santoyo-Gonzalez, Adv. Synth. Catal. 2012, 354, 1797; (f) Tabassum, 
S.; Gilani, M. A.; Wilhem, R. Tetrahedron: Asymmetry, 2011, 22, 1632; (g) Chang, S.; Lee, 
E.E. Synthesis, 2010, 2361; (h) Jamieson, A. G.; Boutard, N.; Beauregard, K.; Bodas, M. S.; 
Ong, H.; Quiniou, C.; Chemtob, S.; Lubell, W. D. J. Am. Chem. Soc. 2009, 131, 7917; (i) 
Cochran, B. M.; Michael, F. E. Org. Lett. 2008, 10, 329; (j) Khanjin, N. A.; Hesse, M. Helv. 
Chim. Acta 2003, 86, 2028; (k) Kim, B. M.; So, S. M. Tetrahedron Lett. 1999, 40, 7687; (l) 
Kim, B. M.; So, S. M. Tetrahedron Lett. 1998, 39, 5381. 
20. For selected examples of ring-opening reactions of 1,2-cyclic sulfamidates with oxygen-
based nucleophiles, see: (a) Jangili, P.; Das, B. Synlett, 2016, 924; (b) Jangili, P.; Kashana, J.; 
Das, B. Tetrahedron Lett. 2013, 54, 3453; (c) Kang, S.; Han, J.; Lee, E.S.; Choi, E. B.; Lee, 
H.-K. Org. Lett. 2010, 12, 4184; 07, 9, 3781. (d) Leisch, H.; Sullivan, B.; Fonovic, B.; 
Dudding, T.; Hudlicky, T. Eur. J. Org. Chem, 2009, 2806; (e) Gilmet, J.; Sullivan, B.; 
Hudlicky, T. Tetrahedron, 2009, 65, 212; (f) Jiménez-Osés, G.; Avenoza, A.; Busto, J. H.; 
Rodriguez, F.; Peregrina, J. M. Chem.Eur. J. 2009, 15, 9810; (g) Jiménez-Osés, G.; Avenoza, 
A.; Busto, J. H.; Peregrina, J. M. Tetrahedron: Asymmetry, 2008, 19, 443; (h) Baraznenok, I. 
L.; Jonsson, E.; Claesson, A. Bioorg.Med.Chem.Lett., 2005, 15, 1637. (i) Okuda, M.; 
Tomioka, K. Tetrahedron Lett. 1994, 35, 4585. 
21. For selected examples of ring-opening reactions of 1,2-cyclic sulfamidates with sulfur-
based nucleophiles, see: (a) Zeng, J.-L.; Chachignon, H.; Ma, J-A.; Cahard, D. Org. Lett. 
2017, 19, 1974;(b) Denoël, T.; Zervosen, A.; Lamaire, C.; Plenevaux, A.; Luxen, A. 
Tetrahedron, 2014, 70, 4526; (c) Venkateswarlu, C.; Datta, B.; Chandrasekaran, S. RSC Adv. 
2014, 4, 42952; (d) Avenoza, A.; Busto, J. H.; Jiménez-Osés, G.; Peregrina, J. J. Org. Chem. 
2006, 71, 1692; (e) Avenoza, A.; Busto, J. H.; Jiménez-Osés, G.; Peregrina, J. Org. Lett. 
2006, 8, 2855; (f) Cohen, S.; Halcomb, R. L. J. Am. Chem. Soc. 2002, 124, 2534; (g) Cohen, 
S.; Halcomb, R. L. Org. Lett. 2001, 3, 405; (h) Aguilera, B.; Fernández-Mayoralas, A. J. Org. 
Chem. 1998, 63, 2719; (i) Aguilera, B.; Fernández-Mayoralas, A. Chem. Commun. 1996, 127. 



M
ANUSCRIP

T

 

ACCEPTE
D

ACCEPTED MANUSCRIPT

16 
 

22. For selected examples of ring-opening reactions of 1,2-cyclic sulfamidates with 
phosphorus-based nucleophiles, see: (a) Su, H. Y.; Song, Y.; Taylor, M. S. Org. Biomol. 
Chem. 2016, 14, 5665; (b) Guo, R.; Lu, S.; Chen, X.; Tsang, C.-W.; Jia, W.; Sui-Seng, C.; 
Amoroso, D.; Abdur-Rashid, A. J. Org. Chem. 2010, 75, 937; (b) Rönnholm, P.; Södergren, 
M.; Hilmersson, G. Org. Lett. 2007, 9, 3781. 
23. For selected examples of ring-opening reactions of 1,2-cyclic sulfamidates with fluoride 
nucleophiles, see: (a) Liu, M.-Q.; Jiang, T.; Chen, W.-W.; Xu, M.-H. Org. Chem. Front. 
2017, 4, 2159; (b) Hoareau, R.; Gobbi, L.; Grall-Ulsemer, S.; Martarello, L. J. Label Compd. 
Radiopharm. 2014, 57, 715; (c) Posakony, J. J.; Tewson, T. J. Synthesis 2002, 766; (d) 
Posakony, J. J.; Tewson, T. J. Synthesis 2002, 859; (e) Ok, D.; Fisher, M. H.; Wyvratt, M. J.; 
Meinke, P. T. Tetrahedron Lett. 1999, 40, 3831; (d) Van Dort, M. E.; Jung, Y.-W.; Sherman, 
P. S.; Kilbourn, M. R.; Weiland, D. M. J. Med. Chem. 1995, 38, 810. 
24. For selected examples of more general ring-opening reactions of cyclic sulfamidates, see: 
(a) Tovillas, P.; Garcia, I.; Oroz, P.; Mazo, N.; Avenoza, A.; Jiménez-Osés, G.; Busto, J. H.; 
Peregrina, J. J. Org. Chem. 2018, 83, 4973; (b) Ursinyova, N.; Bedford, R. B.; Gallagher, T. 
Eur. J. Chem. 2016, 673; (c) Mazo, N.; Gracia-González, I.; Navo, C. D.; Corzana, F.; 
Jiménez-Osés, G.; Avenoza, A.; Busto, J. H.; Peregrina, J. Org. Lett. 2015, 17, 5804; (d) 
Wang, H.; Xu, M.-H. Synthesis, 2013, 2125; (e)Nishimura, T.; Ebe, Y.; Fujimato, H.; 
Hayashi, T. Chem. Commun. 2013, 49, 5504; (f) Rujirawanich, J.; Gallagher, T. Org. Lett. 
2009, 11, 5494; (g) Bower, J. F.; Szeto, P.; Gallagher, T. Org. Lett. 2007, 9, 3283; (h) 
Williams, A. J.; Chakthong, S.; Gray, D.; Lawrence, R. M.; Gallagher, T. Org. Lett. 2003, 5, 
811; (i) Atfani, M.; Wei, L.; Lubell, W. D. Org. Lett. 2001, 3, 2965; (j) Wei, L.; Lubell, W. D. 
Can. J. Chem. 2001, 79, 94; (k) Boulton, L. T.; Stock, H. T.; Raphy, J.; Horwell, D. C. J. 
Chem. Soc., Perkin Trans. 1 1999, 1421; (l) White, G. J.; Grast, M. E. J. Org. Chem. 1991, 
56, 3177; (m) Alker, D.; Doyle, K. J.; Harwood, L. M.; McGregor, A. Tetrahedron: 
Asymmetry 1990, 1, 877; (i) Baldwin, J. E.; Spivey, A. C.; Schofield, C. Tedrahedron: 
Asymmetry 1990, 1, 881. 
25.(a) Eskici, M.; Karanfil, A.; Özer, M.S.; Sarıkürkcü, C. Tetrahedron Lett. 2011, 52, 
6336;(b) Karabacak, M.; Karaca, Ç.; Ataç, A.; Eskici, M.; Karanfil, A. Spectrochim. Acta A 
Mol. Biomol. Spectrosc. 2012, 97, 435;(c) Karabacak, M.; Karaca, Ç.; Ataç, A.; Eskici, M.; 
Karanfil, A. Spectrochim. Acta A Mol. Biomol. Spectrosc. 2012, 97, 556. 
26. Karanfil, A.; Balta, B.; Eskici, M. Tetrahedron 2012, 68, 10218.  
27. Karanfil, A.; Eskici, M. Synth. Commun. 2017, 47, 2342. 
28. The use of 18f is considered to be a test of 17 for elimination pathway. Since substitution 
produc ketal amine 20f of racemic nature was obtained in very low yield, conversion of 20f to 
the corresponding piperidine derivative was not attempted. 
29. Deslongchamps, P. Stereoelectronic Effects in Organic Chemistry; Pergamon Press, 1983, 
p; 210.  
 
 
 


