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ABSTRACT 
 
Background: we reported in this paper another part of our investigations concerning the preparation of diethyl (2-benzoylamino-2-
(phenylsulfanyl) methyl) phosphonate and diethyl (2-benzoylamino-2-(4-chloro- phenylsulfanyl) methyl) phosphonate 2-3, with the aim 
to have access to new active biomolecules with a good yield through S-alkylation reaction. Objectives: α-Amino esters possess a broad 
range of applications ranging from agrochemistry to medicine. We developed a simple, efficient, and environmentally benign method for 
the Synthesis of new racemic phosphonic α-amino esters by S-alkylation of diethyl (2-azido-2-benzoylaminomethyl) phosphonate with 
aromatic thiols (thiophenol and 4-chloro thiophenol). The structures of the newly synthesized compounds were supported by 1H NMR, 
13C-NMR and mass spectral data. This method has advantages of mild condition, no environmental pollution, and simple work-up 
procedures. Most importantly, compounds of α-phosphonic aminoesters are obtained in acceptable to moderate yields by this 
methodology. Methods: The S-alkylation of diethyl (2-azido-2-benzoylaminomethyl) phosphonate with aromatic thiols (thiophenol and 
4-chloro thiophenol) are performed in different solvents (acetone and acetonitrile) for 48 h at room temperature in the presence of 
various bases (Et3N and DIEPA). Results: The products 2-3 synthesized with a satisfactory yields were characterized by nuclear magnetic 
resonance and mass spectrometry. Conclusions: we have developed an environmentally friendly, mild condition protocol and convenient 
procedure for the preparation of new phosphonic α-aminoesters derivatives starting from the appropriate azide derivative 1. The 
nucleophilic substitution of azide with different thiols (thiophenol and 4-chloro thiophenol) occurred under very mild conditions and led 
after a reaction time of about 48 hours to the desired products with a satisfactory yields. 

Keywords: α-amino ester, S-alkylation, thiophenol, diethyl (2-azido-2-benzoylaminomethyl) phosphonate. 
 

1. INTRODUCTION  
 

The synthesis of α-amino phosphonates has attracted much attention recently due to their structural analogy to α-amino 
acids [1] and significant biological activities. Indeed, a number of potent antibiotics [2], enzyme inhibitors [3] and 

pharmacological agents [4] are α-aminophosphonates as well as their derivatives, notably peptides. α-Aminophosphonates 
are also found as constituents of natural products. 

 

These important compounds have been synthesized by various routes. Among the literature methods [5, 6, 7, 8, 9, 10, 11, 
12, 13], the Kabachnik–Fields reaction is one of the most convenient approaches to α-aminophosphonates [14, 15]. 

For this reason, we considered it interesting to synthesize new compounds of α-phosphonic amino acid, in order to study 
their biological activities. 

 
2. RESULTS AND DISCUSSION  

 

Following the research done on the synthesis of new α-phosphonic aminoesters by our team [16, 17, 18], and to study the 

effect of solvent and base on the yield of the reaction of synthesis of new α-phosphonic aminoesters, we reported in this 
paper another part of our investigations concerning the preparation of diethyl (2-benzoylamino-2-(phenylsulfanyl)methyl) 

phosphonate and diethyl (2-benzoylamino-2-(4-chloro- phenylsulfanyl) methyl) phosphonate 2-3. Our strategy is based on 
the S-alkylation of diethyl (2-azido-2-benzoylaminomethyl) phosphonate 1 with aromatic thiols (thiophenol and 4-chloro 

thiophenol) (Scheme 1) in different solvents in the presence of various bases. Azide derivative 1 was prepared using 

Achamlale’s version [16] of the Steglich reaction [18]. Diethyl (2-azido-2-benzoylaminomethyl) phosphonate 1 was obtained 
by the reaction [16] of sodium azide with the diethyl (2-bromo-2-benzoylaminomethyl) phosphonate. The title compound 

is stable and can be stored for an unlimited time without any signs of decomposition. The diethyl (2-bromo-2-benzoyl-
aminomethyl) phosphonate also can be used and gives satisfactory results; the azide 1 is used especially for its stability.  
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Scheme 1.  S-alkylation of aromatic thiols (thiophenol and 4-chloro thiophenol) with 

diethyl (2-azido-2-benzoylaminomethyl) phosphonate 1. 
 

The S-alkylation reactions were carried out in different solvents (acetone, CH3CN, and THF) for 48 hours at room 

temperature in the presence of various bases (Et3N, DIEPA). The products 2-3 synthesized with satisfactory yields were 
characterized by nuclear magnetic resonance and mass spectrometry. The results are summarized in Table 1. 

 
Table 1: Synthesis of diethyl (2-benzoylamino-2-(phenylsulfanyl) methyl) phosphonate 2 and diethyl-(2-

benzoylamino-2-(4-chloro- phenylsulfanyl) methyl) phosphonate 3. 
 

Nu-H Product 
Reaction 
Time (h) 

Et3N 
THF 

Et3N 
CH3CN 

Et3N 
Acetone 

DIEPA 
CH3CN 

DIPEA 
Acetone 

Yield 
(%) 

Yield 
(%) 

Yield 
(%) 

Yield 
(%) 

Yield (%) 

Thiophenol 
Diethyl (2-benzoylamino-2- 

(phenylsulfanyl) methyl) 
phosphonate 2 

48 25 40 52 68 80 

4-Chloro 
thiophenol 

Diethyl (2-benzoylamino-2-
(4-chlorophenylsulfanyl)-
methyl) phosphonate 3 

48 30 41.5 54 70.5 84 

 
DIEPA: diisopropylethylamine. 

Et3N: triethylamine. 
THF: Tetrahydrofuran. 

CH3CN: Acetonitrile. 

 
It should be noted that the yield of pure product 3 was slightly increased, which is consistent with the presence of halogen 

atoms on the system thiophenol (nucleophilic agent) whose the (+M) mesomeric effect outweighs the inductive effect 
attractor (-I). 

 
In summary, the solvents played an important role in the nucleophilic substitution of α-phosphonic α-azido-aminoester. 

Further studies established that absolute acetone also was the best choice among the solvents (acetone, CH3CN, and THF) 

screened (Tables 1). All reactions were of low yields in THF. All reactions were conducted at room temperature in dry 
acetone in the presence of DIEPA (diisopropylethylamine) gave the best results. 

 
3. MATERIELS AND METHODES  
 

 3.1. General 
 
Melting points were determined with an Electrothermal melting point apparatus and are uncorrected. NMR spectra (1H, 13C) 

were recorded on a Bruker AM 300 (operating at 300.13 MHz for 1H, at 75.47 MHz for 13C) spectrometer. NMR data are 
listed in ppm and are reported relative to tetra-methylsilane (1H, 13C); residual solvent peaks being used as internal 

standard. All reactions were followed by TLC. TLC analyses were carried out on 0.25 mm thick precoated silica gel plates 
(Merck Fertigplatten Kieselgel 60F254) and spots were visualized under UV light or by exposure to vaporized iodine. Mass 

spectra were recorded by electrospray on a micromass ESl Platform II.  
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3.2. Typical procedure for N-alkylation  
 
To a stirred solution of 2.86 mmol of thiols (sulfur compounds) and 3.12 mmol of diisopropylethylamine in 10 mL of dry 
acetone, 2.6 mmol of diethyl (2-azido-2-benzoylaminomethyl) phosphonate were added. The mixture was stirred at room 

temperature and the reaction was followed by TLC (Kiesegel Merck 60F254). The solvent was evaporated under reduced 

pressure. The residue was quenched with saturated aqueous solution of ammonium chloride (20 mL) and extracted with 
dichloromethane (20 mL × 3). The organic phase was dried in sodium sulfate (Na2SO4) and the solvent was removed under 

reduced pressure. The product was purified by column chromatography on silica gel using ether or ether/methanol as 
eluant to afford pure S-alkylated phosphonate. 

 

3.3. Diethyl (2-benzoylamino-2-( phenylsulfanyl) methyl) phosphonate  2: 

 

Yield = 80 %.  Rf: 0.53 (ether / MeOH). 1H NMR (250 MHz, CDCl3): δppm = 1.27 (3H, t, J=7 Hz, CH3) ; 1.32 (3H, t, J=7 

Hz);  4.10 (2H, m, OCH2); 4.20 (2H, m, OCH2); 6.10 (1H, dd,, 2JH-P=20.35 Hz, 3JH-H=9.80 Hz ); 7.08(1H, m, NH); 7.25-

7.60 (8H, m, 8HBenzi); 7.85 (2H, m, HBenzi). M.S. (FAB+): 380 [M + H]+, C18H22PNO4S. 

 

H
N P(EtO)2

O
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Figure 1:  Diethyl (2-benzoylamino-2-(phenylsulfanyl) methyl) phosphonate 2 

3.4. Diethyl (2-benzoylamino-2-(4-chlorophenylsulfanyl) methyl) phosphonate  3:  

Yield = 84 %.  Rf: 0.60 (ether / MeOH). 1H NMR (250 MHz, CDCl3): δppm = 1.27 (3H, t, J=7 Hz, CH3) ; 1.32 (3H, t, J=7 

Hz);  4.10 (2H, m, OCH2); 4.20 (2H, m, OCH2); 6.10 (1H, dd,, 2JH-P=20.35 Hz, 3JH-H=9.80 Hz ); 7.08(1H, m, NH); 7.25-

7.60 (7H, m, 7HBenzi); 7.85 (2H, m, HBenzi). M.S. (FAB+): 414.5 [M + H]+, C18H21ClPNO4S. 
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Figure 2:  Diethyl (2-benzoylamino-2-(4-chloro phenylsulfanyl) methyl) phosphonate 3 

 

4. CONCLUSION  
 

 In order to study their biological activities, we considered it interesting to synthesize new compounds of α-phosphonic 
amino acid. 

 
 In summary, we have developed an environmentally friendly, mild condition protocol and convenient procedure for the 

preparation of new phosphonic α-aminoesters derivatives starting from the appropriate azide derivative 1. The nucleophilic 
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substitution of azide with different thiols (thiophenol and 4-chloro thiophenol) occurred under very mild conditions and led 
after a reaction time of about 48 hours to the desired products with satisfactory yields. 

 

 The nucleophilic nature of the reagents has an immediate influence on the α-hydrogen acidity and its possible effect 
the reactivity of the α-amino acids. 

 
Acknowledgment We thank the CNRST for financial support of this work (PROTARS D13/03, Morocco). 

 

5. REFERENCES  
 
[1]. Naydenova E.D., Todorov P.T., Mateeva P.I., Zamfirova R.N., Pavlov N.D., Todorov S.B. “Synthesis and biological activity of novel small peptides with 

aminophosphonates moiety as NOP receptor ligands”. Amino Acids, 2010; vol. 39: pp. 1537–1543. Available: 10.1007/s00726-010-0624-1. 

[2]. Atherton F.R., Hassall C.H., Lambert R.W. “Synthesis and structure-activity relationships of antibacterial phosphonopeptides incorporating (1-
aminoethyl)phosphonic acid and (aminomethyl) phosphonic acid”.  J. Med. Chem. 1986; vol. 29: pp. 29–40. Available: https://doi:10.1021/jm00151a005. 

[3]. Allen M.C., Fuhrer W., Tuck B., Wade R., Wood J.M.  “Synthesis of transition-state analog inhibitors containing phosphorus acid derivatives at the scissile bond”.  

J. Med. Chem. 1989; vol. 32: pp.  1652–1661. 
[4]. Kaboudin B. and Moradi K. “A simple and convenient procedure for the synthesis of 1-aminophosphonates from aromatic aldehydes”. Tetrahedron Lett. 2005; vol. 

46: pp. 2989–2991. Available: https://doi.org/10.1016/j.tetlet.2005.03.037. 

[5]. Romanenko V.D. and Kukhar V.P.  “Fluorinated phosphonates”. Synth. Biomed. Appl. Chem. Rev. 2006; vol. 106: pp. 3868–3935. 
[6]. Ordonez M., Rojas-Cabrera H., Cativiela C. “An overview of stereoselective synthesis of α-aminophosphonic acids and derivatives”. Tetrahedron. 2009; vol. 65: pp. 

17–49. Available: http://dx.doi.org/10.1016%2Fj.tet.2008.09.083. 

[7]. Thirumurugan P., Nandakumar A., Priya N.S., Muralidaran D., Perumal P.T. “KHSO4-mediated synthesis of α-amino phosphonates under a neat condition and their 

31P NMR chemical shift assignments”. Tetrahedron Lett. 2010; vol. 51: pp. 5708–5712. Available: https://doi.org/10.1016/j.tetlet.2010.08.066. 

[8]. Abhimanyu S.P. and Arumugam S. “A novel Cu(OTf)2 mediated three component high yield synthesis of α-aminophosphonates”. Arkivoc. (x), 2006; pp. 183–189. 

Available: http://dx.doi.org/10.3998/ark.5550190.0007.a21. 
[9]. Banik A., Batta S., Bandyopadhyay D., Banik B.K. “A highly efficient Bismuth Salts-catalyzed route for the synthesis of α-aminophosphonates”. Molecules. 2010; 

vol. 15: pp. 8205–8213. Available: http://dx.doi.org/10.3390/molecules15118205. 
[10]. Heydari A., Khaksar S., Tajbakhsh M. “Trifluoroethanol as a metal-free, homogeneous and recyclable medium for the efficient one-pot synthesis of α-amino 

nitriles and α-amino phosphonates”. Tetrahedron Lett. 2009; vol. 50: pp. 77–80. 

[11]. Hou J.T., Gao J.W., Zhang Z.H. “NbCl5: an efficient catalyst for one-pot synthesis of α-aminophosphonates under solvent-free conditions”.  Appl. Organomet. 
Chem. 2011; vol. 25: pp. 47–53. Available: https://doi:10.1002/aoc.1687. 

[12].   Rao X., Song Z., He L. “Synthesis and antitumor activity of novel α-amino phosphonates from diterpenic dehydroabietylamine”. Heteroat. Chem. 2008; vol. 19: 

pp. 512–516. 
[13]. Mitragotri S.D., Pore D.M., Desai U.V., Wadgaonkar P.P. “Sulfamic acid: an efficient and cost-effective solid acid catalyst for the synthesis of α-

aminophosphonates at ambient temperature”.  Catal. Commun. 2008; vol. 9: pp. 1822–1826. Available: https://doi.org/10.1016/j.catcom.2008.02.011. 

[14]. Tillu V.H., Dumbre D.K., Wakharkar R.D., Choudhary V.R. “One-pot three-component Kabachnik–Fields synthesis of α-aminophosphonates using H-b zeolite 
catalyst”. Tetrahedron Lett. 2011; vol. 52: pp. 863–866. Available: https://doi.org/10.1016/j.tetlet.2010.11.105. 

[15]. Chandrasekhar S., Prakash S.J., Jagadeshwar V., Narsihmulu C. “Three component coupling catalyzed by TaCl5–SiO2: synthesis of α-amino phosphonates”. 

Tetrahedron Lett. 2001; vol. 42: pp. 5561–5563. Available: https://doi.org/10.1016/S0040-4039(01)01053-X. 
[16]. Achamlale S., Elachqar A., El Hallaoui A., El Hajji S., Roumestant ML., Viallefont P.H. “Synthesis of α-triazolyl α-aminoacid derivatives”. Amino Acids. 1997; 

vol. 12: pp. 257–263.  

[17]. Boukallaba K., Elachqar A., El Hallaoui A., El Hajji S., Labriti B., Martinez J. “Synthesis of new α-heterocyclic α-aminophosphonates”. Phosphorus Sulfur Silicon 
Relat. Elem. 2006; vol. 181: pp. 819–823. 

[18]. Kober R. and Steglich W. “Untersuchungen zur Reaktion von Acylaminobrommalonestern und Acylaminobromessigestern mit Trialkylphosphiten-eine einfache 

Synthese von 2-Amino-2-(diethoxyphosphoryl) Essigsäure Ethylester”. Liebigs Ann. Chem. 1983; vol.  4: pp. 599–609. 
 

 

 
 
 
 
 
 

Cite this article: El Houssine Mabrouk, and Khalid Boukallaba. SYNTHESIS OF NEW α-AMINO PHOSPHONATES.  Am. J. innov. 
res. appl. sci. 2017; 5(4): 246-249. 
 

This is an Open Access article distributed in accordance with the Creative Commons Attribution Non 

Commercial (CC BY-NC 4.0) license, which permits others to distribute, remix, adapt, build upon this work 

non-commercially, and license their derivative works on different terms, provided the original work is 

properly cited and the use is non-commercial. See: http://creativecommons.org/licenses/by-nc/4.0/ 

 

 

http://www.american-jiras.com/
http://creativecommons.org/licenses/by-nc/4.0/

