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ABSTRACT

The review discusses recent achievements in the development of more ecofriendly and economically
viable processes for the synthesis of biologically potent a-aminophosphonates via Kabachnik-Fields
reaction by three-component coupling of carbonyl, amine and hydrophosphoryl compounds.
These a-aminophosphonates exhibited promising antioxidant, antimicrobial and anticancer activ-
ity. Some recent developments on the synthesis of biologically active a-aminophosphonates in
the presence of various catalysts, in catalytic solvent medium, in catalyst-free solvent medium,
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under solvent-free conditions, and reactions in solution are discussed. Miscellaneous reactions

are also included.
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Introduction

o-Aminophosphonates represent a fascinating class of mole-
cules with unique properties which have thrived structural
analogy to a-aminoacids!"! and significant biological activ-
ities. These molecular components act as peptide mimics,!*!
enzyme inhibitors,”) antibiotics and pharmacological
agents.! These structurally diversified important scaffolds
have been synthesized by various routes: (i) addition of a P-
H function to imines and enamines!” (ii) addition of a P-H
function to nitriles!® (iii) Arbuzov and Michaelis-Becker
reactions'”! (iv) condensation of X-NH, with acyl phos-
phorus species'® (v) Curtius and Hofmann rearrangement
of substituted phosphonoacetic esters'®’ and (vi) alkylation
of nucleophilic precursors such as Schiff bases.!'”) Apart
from this wide range of synthetic methods for the synthesis
of a-aminophosphonates,'!! little effort has been made to
convert the readily accessible a-hydroxyphosphonates into
o-aminophosphonates. For the first time, a variety of a-ami-
nophosphonates were synthesized from o-hydroxyphospho-
nates in the presence of acidic alumina using microwave
irradiation.!'

The interest in the synthesis and study of «-amino-
phosphonates emerged naturally from intense studies over
the last century. Among these synthetic methods, the
Kabachnik-Fields reaction appears to be the simplest and
most direct approaches.!"® This reaction proceeds via an
imine formed by the reaction of carbonyl compounds and
amines, where it is converted to the corresponding amino-
phosphonates by phosphite addition.

It is accepted that this one-pot reaction can be promoted
by acid or base catalysts, microwave irradiation or by heat-
ing."l Several acid catalysts, such as Lewis acids e. g.
BiCl3,[15] or Al(OTf;),!"® Bronsted acids such as sulfamic
acid,!'”! or heteropoly acids,"® and base catalysts such as
CaCL!*" and PPh;*® as well as other catalysts such as
Zn0,*! TiO, 1# tosylchloride,[23] have been used to pro-
mote this reaction.

Mechanistic pathways for the synthesis of
a-aminophosphonates

Designing «-aminophosphonates is majorly carried through
a one-pot reaction.”® This reaction was individually
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Scheme 1. Formation of a-aminophosphonates by three-component (a) or two component (b) route.
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Scheme 2. Imine mechanism proposed for Kabachnik-Fields reaction.
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Scheme 3. o-hydroxy phosphonate mechanism proposed for Kabachnic-Fields reaction.
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Scheme 4. Synthesis of a-aminophosphonates.

reported by both Kabachnik!**! and Fields'**" in 1952. An
alternative method is the so-called Pudovik reaction,”?”! in
which a dialkyl phosphite reacts with the corresponding

imine (Scheme 1).

Plausible mechanism of the Kabachnik-Fields reaction

As noted above, the Kabachnik-Fields reaction is a three-
component reaction of hydrophosphoryl compounds with

ammonia, amines or other NH-compounds and aldehydes
or ketones. It represents an exclusive method for the forma-
tion of the a-aminophosphonates framework [N-C-P(O)].
However, the detailed mechanism of this reaction has not
been established. On the basis of kinetic studies, it was con-
cluded that the mechanism is dependent on the nature of
the reactants.

The main difficulty in the wunderstanding of the
Kabachnik-Fields reaction mechanism is the determination
of the sequence of separate steps involved in this process. In
their initial studies, Kabachnik and Medved thought that it
was similar to the Rodionov reaction employed for the syn-
thesis of f-aminoacids or the Zelinsky reaction, i.e., the for-
mation of aminonitriles upon treatment of aldehydes with
ammonium cyanide.

RCHO + NH;+CH,(COOH), — RCH(NH,)
CH,COOH + H,0 + CO,
RCHO + HCN —— RCH(CN)OH —— NH;RCH(NH,)
CN + H,0

In another study, it was noticed that the pathway of the
Kabachnik-Fields reaction depends on the nature of the
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Scheme 5. General scheme for the solvent-free catalyzed Kabachnik-Fields reactions studied.

substrates. The amine and hydrophosphoryl compound
form a complex in which either one of the partners may
react with the carbonyl compound. Often, the nucleophilic-
ity of the amine determines the reaction pathway. Weak
basic amines such as anilines, which can act as proton
donors, favor the formation of an imine, where the H-bond
is formed between the P =0 function of the phosphite and
the HN unit of the amine (Scheme 2).[2%%°!

Cherkasov et al. proposed that the reaction of the more
nucleophilic cyclohexyl-amine, benzaldehyde and a dialkyl
phosphite takes place through the formation of hydroxy-
phosphonate intermediates. Here again an interaction was
substantiated to precede the addition of the dialkylphosphite
on the C=0O unit of the oxo-compound, in which a H-
bond is formed between the P(O)H moiety of the phosphite
and the nitrogen atom of the amine (Scheme 3).128:301

R. Gancarz and 1. Gancarz proved that the formation of
hydroxyphosphonate is succeeded by a dead-end route
mechanism!®'! via rearrangement of the corresponding
phosphate/phosphite. It can be said that in the Kabachnik-
Fields reaction a soft nucleophile (the dialkyl phosphite) and
a hard nucleophile (the amine) compete for the electrophilic
carbonyl compound. The softer the carbonyl compound the
faster it reacts with the softer P-nucleophile and the slower
it reacts with the harder amine nucleophile.*?!

If additional catalysts are used, both acids and bases can
have a positive influence on the reaction rate. Sometimes,
the chemical yield and the diastereoselectivity of the

formation of a-aminophosphonates are higher in two-com-
ponent systems using preformed imines. In this case, due to
the phosphonate/phosphite tautomerism the addition to the
imine could occur by either a four or five-membered transi-
tion state (Scheme 4).

Thus, in the analysis of the Kabachnik-Fields reaction the
important statement has been made that the aminoalkylation
of the hydrophosphoryl compounds might occur through a
step-wise formation of an imine and its subsequent involve-
ment in the Pudovik reaction.

Synthesis of a-aminophosphonates in the presence
of various catalysts

In recent years, solvent-free reactions have gained much
attention since this method was valuable not only for eco-
logical and economic reasons but also for operational sim-
plicity and to obtain high yields of products. Emphasis was
also done toward the development of clean and green chem-
ical processes. Due to this reason a library of a-amino-
phosphonates were synthesized via three-component
Kabachnik-Fields reaction by use of different carbonyl com-
pounds, amines and hydrophosphoryl compounds. The
a-aminophosphonate derivatives are represented by structure
1 in the general Scheme 5.
The detailed results are listed in Table 1.

Synthesis of a-aminophosphonates in presence of catalysts in solvent medium

Chandrasekhar et al.'*?! developed a three-component reaction of aldehydes, amines and diethyl phosphite catalyzed by the
Lewis acid TaCls-SiO, affording the corresponding x-aminophosphonates (2) in good yields under mild reaction conditions.

(0]
)J\ N Rr\:H2 gEt
RT TR T (U ¥ HO" “OEt
R = alkyl, aryl
R' = H, alkyl

Q Rll
7 X
TaCls-SiO5(10 mol%) HN QEt
DCM, rt, 18-24 h r-T N OFt
R' O
(2)

R"=H, NO,, OMe, OH, F
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Table 1. N-Substituted a-aminophosphonates obtained by the Kabachnik-Fields reaction under solvent-free conditions.

Entry Catalyst R' R? R? R* Yield(%) Ref
1 Lewis acid Fe;0, Ph Ph OFt OFEt 94 53]
4-MeCgH,4 Ph OEt OEt 91
4-CICH,4 Ph OFEt OEt 92
4-BrCeH,4 Ph OEt OEt 91
4-OMeCgH,4 Ph OEt OEt 87
4-NO,CgH4 Ph OEt OEt 86
Picolinyl Ph OFEt OEt 86
n-Pentyl Ph OEt OEt 76
Cyclohexanone Ph OFEt OEt 79
Cinnamyl Ph OEt OEt 85
Ph 4-MeCgHy OFEt OEt 90
Ph 4-FCeH, OEt OEt 91
Ph 3-Cl,4-FCgH3 OEt OEt 86
Ph 2,4-Cl,CeH3 OEt OEt 88
Ph 4-MeOCgH, OFEt OEt 92
Ph 3,4,5-(Me0);CgH, OEt OEt 93
Ph 4-NO,CgH, OEt OEt 86
4-OMeCgH,4 4-BrCgH, OEt OEt 92
Ph 2-Pyridyl OFEt OEt 82
Ph Piperidine OEt OEt 80
Ph Morpholine OEt OEt 79
2 Lewis acid choline chloride-2 ZnCl, Ph Ph OFt OFt 9% 1341
3-BrCsH, Ph OFEt OEt 89
4-NO,CgH,4 Ph OEt OEt 70
3-ClCsH, Ph OEt OEt 85
4-MeOCgH,4 Ph OEt OEt 98
4-OHCeH,4 Ph OFEt OEt 90
4-BrCeH,4 Ph OEt OEt 92
2-CICgH,4 Ph OEt OEt 85
Ph PhCH, OEt OEt 98
Ph 4-FCeH,4 OFEt OEt 70
Ph 4-CICH, OFEt OEt 87
3-ClCsH, 4-CICgH,4 OEt OEt 83
Ph 4-BrCgH, OEt OEt 90
4-MeOCgH,4 4-BrCgHy OFEt OEt 94
4-MeOCgH,4 4-FCgH, OFEt OEt 80
3 Lewis acid MgFe,04 Ph Ph OMe OMe 9% (351
4-MeCgH,4 Ph OMe OMe 90
2-MeOCgH, Ph OMe OMe 91
4-CICH, Ph OMe OMe 87
4-(CH3),NCeH,4 Ph OMe OMe 85
Phenylacetone Ph OMe OMe 81
2-Thienyl Ph OMe OMe 88
Cyclohexanone Ph OMe OMe 89
4 Lewis acid Yb(PFO); Ph Ph OFt OFEt 90 el
Ph 2-ClCgH,4 OEt OEt 86
Ph 3-ClCeHq4 OFEt OEt 90
Ph 4-CICeH, OFEt OEt 84
Ph 4-FCgH, OEt OEt 86
Ph 4-NO,CgH,4 OEt OEt 84
Ph 4-CH;3CeH4 OFEt OEt 90
Ph 4-MeOCgH, OFEt OEt 92
2-NO,CgH,4 Ph OEt OEt 93
3-NO,CeH,y Ph OEt OEt 90
4-NO,CeH4 Ph OFEt OEt 95
4-CICH, Ph OEt OEt 88
4-CH3CgH, Ph OEt OEt 90
4-MeOCgH,4 Ph OEt OEt 86
4-MeOCgH,4 4-NO,CgH,4 OFEt OEt 90
Isopropyl Ph OEt OEt 50
Ph Cyclohexyl OEt OEt 55
5 NP or KF/NP Ph Ph OFEt OFEt 82 B7)
4-CH;3CgHy Ph OFEt OEt 84
4-MeOCgH,4 Ph OEt OEt 86
4-CICgH, Ph OFt OEt 77
4-NO,CeH, Ph OEt OEt 71
2-OHCgH, Ph OFEt OEt 67
Cinnamyl Ph OEt OEt 87
Ph Ph OMe OMe 83
4-MeOCgH,4 Ph OMe OMe 85
Cyclohexanone Ph OEt OEt 76
Ph 2-MeCgH, OFEt OEt 61
4-MeOCgH,4 2-MeCgH, OEt OEt 68
Ph PhCH, OEt OEt 70

(continued)
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Entry Catalyst R' R R® R* Yield(%) Ref
Cyclopentanone Ph OEt OEt 64
6 Lewis acid Amberlite-IR 120 Ph Ph OEt OFt %0 58]
4-MeOCgH,4 Ph OEt OEt 81
3-MeOCgH, Ph OFt OEt 92
2-MeOCgH, Ph OEt OEt 87
4-MeCeH, Ph OEt OEt 89
2-OHCgH, Ph OEt OEt 91
4-FCH, Ph OFt OFt 87
4-N(CH3),CeH4 Ph OEt OEt 70
4-(2,3-dihydroxypropoxy)CgH,4 Ph OEt OEt 67
4-NO,CgH,4 Ph OEt OEt 95
3-NO,CeHa Ph OFt OFt 88
2-NO,CgH,4 Ph OEt OEt 75
2-COOHCgH,4 Ph OEt OEt 78
3,4-(Me0),-CgHs Ph OEt OEt 90
2-OH,3-MeOCgH; Ph OFt OFt 95
3-Me0,4-OHCgHs Ph OEt OEt 90
3-OH,4-MeOCgHs Ph OEt OEt 87
3,4-CH,0,C6H; Ph OEt OEt 92
3,4-CH,0,CeHs3 4-OHCgH, OFt OFt 98
3,4-CH,0,C6H; 2-OHCgH, OEt OEt 79
3,4-CH,0,C6H; 2-MeOCgH, OEt OEt 91
3,4-CH,0,C6Hs PhCH, OEt OEt 81
Ph PhCH, OEt OFEt 87
Citryl Ph OEt OEt 1
Cyclohexanone Ph OEt OEt 78
Cyclohexanone PhCH, OEt OEt 84
7 Lewis acid sulfamic acid (SA) 4-CIC4H, Ph OEt OEt 9 7
Ph 4-MeCgH,4 OEt OEt 76
4-CICgH,4 4-MeCgH,4 OEt OEt 82
4-IsopropylCgH,4 PhCH, OEt OEt 86
4-IsopropylCeH, 4-MeOCgH,4 OEt OEt 78
4-FCgH,4 4-MeCgH,4 OEt OEt 91
4-MeOCgH,4 Ph OEt OEt 87
4-MeOCgH,4 4-MeOCgH,4 OEt OEt 89
2-Furyl 4-MeCgH, OEt OEt 87
2-Thienyl 3-MeCgH, OEt OEt 86
4-MeOCgH,4 n-butyl OEt OEt 82
4-MeCeH, Cyclohexyl OEt OEt 84
Ph PhCH, OEt OFEt 79
4-CICsH, 4-MeOCgH,4 OEt OEt 86
4-CICgH,4 PhCH, OEt OEt 74
3,4CH,0,C6H; 3-MeCgH, OEt OEt 87
4-MeOCgH,4 diethylamine OEt OEt 86
Cinnamyl Ph OEt OEt —
Isobutyryl Ph OEt OEt —
8 Lewis acid TiO, 4-MeOCgH, 4-NO,CH,4 OFt OFt 98 1221
4-MeOCgH, Ph OEt OEt 98
Ph Ph OEt OEt 98
4-ClCgH, Ph OEt OEt 98
3-CICH, Ph OEt OEt 90
2-CICgH, Ph OEt OFEt 87
4-MeCgH, Ph OEt OEt 98
4-OHCgH, Ph OEt OEt 98
4-NO,CgH,4 Ph OEt OEt 95
2,6-Cl,CgH3 Ph OEt OFEt 72
3-Thienyl Ph OEt OEt 90
Cinnamyl Ph OEt OEt 87
Isobutyl Ph OEt OEt 75
Cyclohexanone Ph OEt OEt 90
3,3-dimethyl-2-butanone Ph OFEt OFEt 55
Acetophenone Ph OEt OEt —
4-MeOCgH,4 3-NO,CgH,4 OEt OEt 87
4-MeOCgH, 3-CF3CgH, OEt OEt 93
4-MeOCgH,4 3-CNCgH, OEt OEt 85
4-MeOCgH, 4-BrCgH,4 OEt OEt 80
4-MeOCgH,4 3-BrCeH, OEt OEt 90
4-MeOCgH, 2-BrCgH, OEt OEt 80
4-MeOCgH,4 4-FCgH,4 OEt OEt 80
4-MeOCgH,4 3-OHCgH, OEt OEt 93
4-MeOCgH,4 2-OHCgH, OEt OEt 95
4-MeOCgH, 4-MeCgH, OEt OEt 70
4-MeOCgH,4 3-MeCgH, OEt OEt 87
4-MeOCgH,4 2-MeCgH, OEt OEt 85

(continued)
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Table 1. Continued.

Entry Catalyst R' R R? R* Yield(%) Ref
4-MeOCgH,4 4-MeOCgH,4 OEt OEt 98
4-MeOCgH, 2-CH3pyridyl OEt OEt 76
4-MeOCgH, n-Propyl OEt OEt 85
4-MeOCgH, 1,2-ethelenediamine OEt OEt 50
4-MeOCgH,4 3-amino,1-propanol OEt OEt 78
4-MeOCgH,4 Morpholine OEt OEt —
4-MeOCgH, Piperidine OEt OEt —
4-MeOCgH, 2-amino,2-phenylacetic OEt OEt 90

acid

9 Lewis acid ZnO nanoparticles Ph Ph OFt OEt 83 391
Ph 4-CICgH, OEt OEt 70

10 Lewis acid Amberlyst-15 3-Indolyl 1-OH,2,6-Cl,CeH, OEt OFt 84 1ol
4-(CH3);NCgH, 1-0H,2,6-Cl,CeH, OEt OEt 86
2-OHCgH, 1-OH,2,6-Cl,CgH, OEt OEt 89
3-NO,CgH,4 1-0H,2,6-Cl,CeH, OEt OEt 92
2-0CH,phCeHa 1-OH,2,6-Cl,CH, OFt OEt 83
3-Indolyl 1-0OH,2,6-Cl,C¢H, OMe OMe 89
4-(CHs);NCgH, 1-OH,2,6-Cl,CgH, OMe OMe 90
2-OHCgH,4 1-0H,2,6-Cl,CeH, OMe OMe 83
3-NO,CgHa 1-OH,2,6-Cl,CH, OMe OMe 88
2-OCH,phCeH, 1-0H,2,6-Cl,CeH, OMe OMe 85

1 Bronsted as well as Lewis acid Ph Ph OFEt OFEt 98 w

sulfated polyborate

2-CICgH, Ph OFEt OEt 94
3-ClCsH, Ph OEt OEt 95
4-CICgH,4 Ph OEt OEt 95
2-NO,CgH,4 Ph OEt OEt 93
3-NO,CgHa Ph OFt OEt 9%
4-NO,CeH,4 Ph OEt OEt 94
2-MeOCgH,4 Ph OEt OEt 92
4-MeOCgH,4 Ph OEt OEt 94
4-BrCgH, Ph OFEt OEt 95
4-MeCgH,4 Ph OEt OEt 94
4-OHCgH,4 Ph OEt OEt 93
2-Thienyl Ph OEt OEt 93
5-Me,2-Furyl Ph OEt OEt 95
Isonicotinyl Ph OEt OEt 90
Cyclohexyl Ph OEt OEt 95
Ph 4-CICgH,4 OEt OEt 97
Ph 4-BrCgH, OFEt OEt 95
Ph 4-NO,CgH,4 OEt OEt 93
Ph 4-MeCgH, OEt OEt 97
Ph PhCH, OEt OEt 94

Heydari et al.'**! developed a simple and efficient one-pot method to give N-(trimethylsilyloxy)aminophosphonate deriva-
tives (3) from aldehydes, hydroxylamines, and dimethyl trimethylsilyl phosphite in Lewis acid lithium perchlorate/diethyl
ether solution (LPDE) in high yields.

CI)SiMe3 LDPE
”P\OMe rt, 15 min - R P//O
Meg ©OMe
©)

R" = i-propyl, n-propyl, n-butyl, c-hexyl, n-hexyl, phenyl, p-MeO-phenyl, 2-Furyl, 3-pyridyl, trans-cinnamyl.

Heydari et al.l*¥

also prepared various hydrazinophosphonates (4) on the basis of three-component coupling of alde-

hydes, N,N-dimethylhydrazine and dimethyl trimethylsilyl phosphite via Lewis acid LiClO4-catalyzed tandem reactions under

moderate reaction conditions.
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bi§
R'"H CHa
i H\ /N\
i QSibles LDPE N"" “CHj,
P< > J\ 0
CIJH3 MeO OMe rt, 1h R P//
~
/ "OMe
H\ /N\CH3 MeO
'l“ (4)
H

R' = n-ethyl, i-propyl, n-propyl, ter-butyl, n-butyl, n-pentyl, n-hexyl, c-hexyl.

Saidi et al.**! reported a very mild, efficient and simple method for the synthesis of tertiary a-aminophosphonates (5) by
reaction of an aldehyde, a secondary amine and trialkyl phosphite in Lewis acid ethereal solution of lithium perchlorate, at

ambient temperature with short reaction times.

0
R)J\H + RoNH LiClO4/ether )N\Rz
t, 5 min R” PO(OR",)
P(OR"3) (5)

R = Ph, 2,4-diCICgH3, 0-MeOCgH,4, m-NO,CgH,4, p-CICgHy,, i-propyl.
R'5;NH = pyrrolidine, diethylamine, piperidine,Me,NsiMes.
R" = Et, Me.

Ghosh et al."**! synthesized o-aminophosphonates (6) from nitro-substituted anilines, aldehydes and diethyl phosphite by
employing 5mol% of In(OTf); as Lewis acid. The method was equally effective for the generation of x-aminophosphonates

from various carbonyl compounds and other amines.

bi§ G
3
M, R NH
R" "R Q oEt  In(OT); (5 moi%) X __OEt
+ H-RC g R | OEt
“OEt THF, MgSO,, N, |
R3—NH, o)

(6)

R'= Ph, m-NO,CgH,, p-NO,CgH,4, m-OHCgHy4, p-CICgH,4, p-MeOCgH,, trans-cinnamyl,
i-propyl, CgH4g, Cyclohexanone.

R?=H

R3 = Ph, m-NO,CgHy4, p-NO,CgH4, PACH,, p-MeOCgH,.

Saidi et al.l*”! described a novel and mild protocol for the one-pot, three-component synthesis of primary o-amino-
phosphonates (7) under solvent-free reaction conditions and in the presence of solid LiClO,4 as Lewis acid from an aldehyde,
hexamethyldisilazane and trialkyl phosphite with high yields and within short reaction times.

(6]
. 1_OR'
Ar—CHO +('\/k:‘:‘;S')zNH LiClO, rN #\OR' )TsOH, DCMH,0 AT NH;
—_— 8 _— '
rt Ar \A( ii) aq NaOH 0=P % + ArcHO
r OR'

P(OR);
(7)

Ar = Ph, p-MeC6H4, p-CICeH4, m-NOZCeH4, O-MeOC6H4, p-BrC6H4.
R' = Et, Me.
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Kaboudin et al.”® have developed a Lewis acid mediated simple, efficient, and possible industrial process for the synthe-
sis of 1-aminophosphonic acids by the treatment of aromatic aldehydes with ammonia and reaction with diethyl phosphite
which gives diethyl N-(arylmethylene)-1-amino-1-arylmethanephosphonates. The latter can be easily hydrolyzed to diethyl
1-amino-1-arylmethanephosphonates. This method is easy, rapid, and good yielding for the synthesis of 1-aminoalkyl-
phosphonates (8) from simple starting materials.

1)NH,OH(aq)/reflux/5h
2)Diethylphosphite/70°C/2-5h 9,0/\
ArCHO >  Ar—CH-P_
. i o
3) p-TsOH.H,O/THF/0°C/2h NH>

(8)

Ar = Ph, p-CICgH,, p-isopropylCgH,4, p-MeOCgH,, p-BrCgH,, m-CICgHy,,
m-MeCgHy, 1-Naphthyl, 2-Naphthyl, n-CgH43.

Heydari et al.!"®! described a new and highly flexible procedure for the synthesis of x-aminophosphonates (9) from in
situ generated imines or iminium salts by use of the Bronsted acid dodecatungstophosphoric acid (0.5 mol%) as catalyst in
dichloromethane at room temperature in short reaction times.

R
MeO___OM N
j)J\ " 'Ti . e P € H3PW12040(0.5 mol%) _ J\ //O
3 Setile o | CH,CI R "R/,
R H R R OMe 212 \ "OMe
OMe
)

R'= ter-butyl, n-pentyl, phenyl, 4-Cl-phenyl, 4-NO2-phenyl, 4-pyridyl, 4-Me-phenyl, 2-Furyl, i-propyl.
R? = H, ethyl. R% = phenyl, benzyl, ethyl.

A new and highly flexible procedure!*” was described for the synthesis of a-amino-u-hydrazino-, and o-N-hydroxyami-
nophosphonates (9) by reaction between trimethyl phosphite and in situ generated imines (iminium salts, oximes, hydra-
zones, nitrones) by use of phenyltrimethylammonium chloride as catalyst (1 mol%) in reagent grade dichloromethane at
40°C.

O
JJ\H

R1 R2 RS
PhNMesCl (1 mol% “N°
H MeO\P/OMe 3Cl ) 1 o
| | TMSCI, DCM RI7F,
“OMe
27 Neen OMe ‘
R R OMe
(9)

R' = n-propyl, n-pentyl, phenyl, 4-Clphenyl, 4-NO,phenyl, phenylCH,CH,, 2-Furyl, i-propyl, Cinnamyl.
R?=H, Ethyl, OH. R® = phenyl, ethyl, phenylCH,CH,, O-TMSi, NMe,.

Kapoor et al.’" described SbCl; adsorbed on ALOj; to be an efficient and recyclable Lewis acid catalyst for the promo-
tion of three-component coupling reactions of aldehydes (aromatic and aliphatic), amines (aromatic and aliphatic amines)
and esters of (S)-o-aminoacids) and dialkyl phosphites to afford the corresponding ¢-aminophosphonates (10) in high yields.
The ethyl ester of (S)-phenylalanine led to the corresponding «-aminophosphonate as (S,S)-diastereoisomer formed in pre-
dominance over the (S,R)-diastereoisomer.
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CHO NH, Q o~
0 PZ
* I ¢ o N,
OEt CH4CN ©/ H
i
CO,Et ! okt

EtO,C PLOEt

CHO
[ o Q SbCl3/Al,0 [ " ”)\Q
[l 3/AlU3
. | AN . H—P’OEt _ R//

Y “OEt CH4CN

(10)

R = Ph, p-MeC6H4, 3,4,5-triMeOCgH>, p-NO,CgHy,4, trans-cinnamyl, p-MeOCgHj,, butyryl,
m-MeC6H4, p-C|C6H4, O-CICBH4.

Amines = Aniline, Benzylamine, p-toluidine, 2-aminopyridine, piperidine, 2-aminobenthiazole,

ethyl ester of S- phenyl glycine.

phosphite = ethyl phosphite, methyl phosphite.

A new, convenient and highly flexible procedure!®" was reported for the synthesis of diethyl a-aminophosphonates (11)

in water by three-component, one-pot reaction of aldehydes, amines, tri/dialkyl phosphites in the presence of a low amount

of [Cu(3,4-tmtppa)](MeSO,)4 (0.16 mol%) as a highly stable and reusable catalyst.

, 0
POOR®)s  cu(3,4-tmtppa)i(MeSO,), R?2UN.  BoRs
. ] P(OR3),
J\ + R“-NH, + or o E Y
<A (0.16 mol%), H,0, 80 °C R
I
HP(OR3), (1)

R' = Ph, 4-MeOCgH,, 4-CICgH,, 2,6-diCICgH3, 2-Thienyl, 2-Furyl, Cinnamyl, propyl, 2-Naphthyl, terephethyl.
R2 = Ph, 4-MeCgHy,, 4-CICgH,, Benzyl, 4-NH,CgH,. R® = Et, Me, i-propyl.

Rezaei et al.°?! described the highly efficient synthesis of a-aminophosphonates (12) via a three-component system com-
prising of aldehydes, amines and diethyl phosphite catalyzed by FeCl;- THF-solution as Lewis acid. This protocol was also
applied to the one-pot preparation of bis(z-aminophosphonates) (13). This method is advantageous because of the eco-
friendly mild reaction conditions and the high yields of the produced «-aminophosphonates.

OEt
@ EtO-P=0 /@
H,N N
N
X@/‘\H
=
12
- (12)
N H Q/OEt FeCl3. THF
X + H-P{  ——————
OEt

Y. OEt OEt
o ' i O=F
HoN NH, EtO—P:O/©/ \@ =P-OEt

N A
X_ L. -3
- J H Ho
(13)

X=Ph, 4-MeCgH,, 4-MeOCgH,4, 4-OHCgH,, 4-CICgH4, 4-NO,CgHy4, 3-MeO-4-OHCgH3, Cinnamyl.
Amines= Aniline, N-Methylaniline. Y= CO, O, CH,, SO, .

Subba Reddy et al.®¥! described the preparation of z-aminophosphonates (14) through the three-component coupling
reaction of aldehydes, amines, and diethyl phosphite by using 3D mesoporous aluminosilicate nanocages as Lewis acid
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catalyst which gave excellent yields with a high selectivity in a short reaction time due to the high acidity of the 3D pores
and a huge space in the nanocages.

N CHO N NH, H _OEt AIKIT-5 (10) HNQ
R1{j/ + Rop
=

AN
e + P = OEt
= o~ TOEt 0 p’
CH4CN, 80°C o// ~OEt
(14)

R1 = Ph, p-NOZCeH4, m-N02C6H4, O-N02C6H4, O-OHCSH4, p-MeC6H4, p-C|C6H4, p-MeOC5H4,
Pyridyl, 2-Thienyl, n-Propyl, n-Pentyl, n-Hexyl.
R, = Ph, 3,4-dimethoxyphenyl ethyl, CgH;O, C43Hg0, Piperidine.

Perumal et al.®* have accomplished a simple and efficient method for the synthesis of a-aminophosphonates (15) from

aromatic aldehydes, diethyl phosphite, and aromatic or aliphatic amines using acidic potassium hydrogen sulfate as a catalyst
under solvent free conditions.

0. OEt
“OEt
Q™ Qo
i . R \ H_ OEt KHSO4 (10-40 mol%) S)
o * P. ; i e
@ _ o7 “OEt different solvent conditions CB
(15)

R= Ph, O'MeOC6H4, p-MeOC6H4, p—ClCGH4, p-BrC6H4, 3,4'diFCGH3, p-OHCGH4, PlCOllnyl

Novel a-aminophosphonates'®® (16) were synthesized by the three-component one-pot reaction of aldehydes, amines and
diethyl phosphite at room temperature in the presence of the ionic liquid ethyl ammonium nitrate as catalyst and solvent.

Among the various catalysts, the preparation of ethyl ammonium nitrate is an eco-friendly, cost effective and recyclable
catalyst.

CHO NH, . . O,N
N NO, H. OFEt [EtNHgINO; R /— E—H y
|/ > + O//P\OEt rt, 2-5.30 h \ 7/ i
X
(16)

R = 4-OHCgH,, 3-Me0-4-OHCgHj3, 3-NO,CgHy, 4-CICgH,, 2-OHCgH,, 2-NO,-5-OHCgH3, 3,4-diMeOCgH;,
3-CICgHy, 2-COOHCgH,, 3-Indolyl. X=ClI, I.

Choudhary et al.!"®! synthesized a-aminophosphonates (17) by the reaction between carbonyl compound, primary amine,

and substituted phosphite via Kabachnik-Fields reaction with high yields and in a short period, using Lewis acid H-beta zeo-
lite as a reusable catalyst.

H R®
R! H  OR* H-beta, A N
=0 + R3-NH, + p( T GH.CN R17|\9 4
R? 57 OR* CH4CN r2” P—OR
OR*
(17)

R" = 4-MeOCgH,, 4-NO,CgH,4, Cinnamyl, 3-indolyl, n-butyl, Ph, 4-MeCgH,4, 2-Furyl.
R?=H, CHj3, Cyclohexanone.

R3= 4-MeOCgHy,, 4-NO,CgHy4, Benzyl, 3-NO,CgH,, 4-BrCgH,4, n-Propyl.

R* = Et, Me, DiBenzyl.
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Borse et al.*® described a convenient one-pot three-component synthesis of novel N-phenylisoquinolone-1-phosphonate

derivatives (18) by reacting aldehydes with substituted anilines and triethyl phosphite in acetonitrile using trifluoroacetic
acid as catalyst in good yields.

COOC,Hs  NH, ”I’;AMS
H4CO ~ T o
H4CO cHo & 2) TFA/Reflux  HaCO N S
O=/P\ P
P(OEt), EtO (1;5

R= 4-F, 4-Cl, H, 4-Br, 3-Cl, 4-CHj, 4-C,Hs.

Doo Ok Jang and coworkers'®”! developed an efficient three-component one-pot synthesis of N-silylated a-aminophosph-

onates and a,o-disubstituted a-aminophosphonates (19) using Yb(OTf); as Lewis acid catalyst at room temperature under
mild conditions.

o L H_ OEt  Yb(OTf) N
= Tl N/ 3
1JL 2 /SLN’S'\ Yo T . - R
R" R H o rt re” P-OEt
OEt
R' = Ph, p-MeOCgH,, p-N-acetylCgH,, p-NO,CgH,4, iso-Butyl, n-Butyl. (19)

R?=H, CHs, Ph, Cyclohexanone, Cyclohexenone, 2-Dodecanone, Methylvinylketone.

A new series of a-aminophosphonates®® (20) containing a bioactive indazole moiety was synthesized in two steps. In
the first step, the imine of the indazole component was synthesized and in the next step it was converted to o-amino-
phosphonates using chlorotrimethylsilane (TMSCI) and triethyl phosphite.

R3
R2 R3
R,
i R Y R
e L P(OEt); ,TMSCI N 1
I > -
N CH3CN, reflux T N Oosp_ R
HaC' N-N / “OEt
3 HsC EtO
(20)

R=H,Br.R;=H,F.R, = H, CF3. Ry = H.

Reddy et al.® reported the one-pot three-component, Lewis acid PEG-SO5H catalyzed synthesis of structurally diversi-

fied a-aminophosphonates (21) by use of 4-(pyridin-4-yl)benzaldehyde and triethyl phosphite with various primary amines
with high yields by the Kabachnik-Field’s reaction.

B — (0]
EtO H
CHO H.__N. N
- R L EtO/FL N-r
R _H,O (0] PEG-SO3H
R .. A e
NH, oo
N A
| / | k X
N N/ I ~
L - N

(21)

R = Ph, 3-Cl-4-FCgH3, 3-BrCgHy, 3-NO,-4-CICgH3, 3-NO,CgHy, 4-Pyridinyl, 3-pyridinyl methyl, 2-thiazolyl,
2-Benzthiazolyl, 6-NO2-Benzthiazolyl.
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Chengjian Zhu et al.l”! have developed an efficient protocol for the construction of C-P bonds under formation of (22)
with high yields under mild conditions by employing the three-component reaction of an amine, an aldehyde and a dialkyl
phosphite, catalyzed by a gold complex.

i

N
N |
@/Q Gl 7 LR
NH, =N-ag. \
CI/ Cl

=
AN H_ OEt o HN o~
P o
reHo + )+ Pom CH4CN, 40 °C A0
y o R™PS
R' | O—
0
(22)

R= 4-MeOC6H4, 4-MeC6H4, 4-B|’C6H4, 4-N02C6H4, Ph, 4-C|CGH4, 2-Fury|, Ethyl
R’ = H,CH3, OCHj, CI.

A small library of structurally diversified a-aminophosphonates'®"! (23) has been synthesized by reacting alkyl/aryl alde-
hydes, alkyl/aryl amines and alkyl/aryl phosphites in one-pot reactions catalyzed by the Lewis acid Amberlite-IR 120 resin.

OR®
R4 H, /OR5 Amberlite-IR 120 R
1 3 o Y PNOoRs N-R?
R R NH, o~ OR H
R2 R1 R3
R2
(23)

R=R'=R?2=R%=H, R, R"=0CH,0 R?=R%®=H, R=R'"=R?=H, R3=0Me,
R=R%2=R3%=H, R'=F,R=R%=H, R'=R%2=0Me, R=R%=H, R' =OMe, R?= OH
R=R2=R%®=H,R"=N02,R=R'"=R%=H, RZ=N0O2, R=R?=R%=H, R'=Me
R =R2=R%=H, R'= OMe, Citral.

R* = Bn, 4-OHCgH,, 2-OHCgHy, 2,6-diMeCgH3, 3,4-OCH,CH,0CgH3,n-C3H5, 3,4-OCH,0CgH3, 3-FCqHy,
2-MeCgH,, 3-CICgHy4, Ph, 2-MeCgHy, 2-MeOCgH,,(R)-1-Phenylethyl, (S)-1-Phenylethyl.

R5 = Et, n-Bu, Ph, Allyl.

A convenient synthesis of «-aminophosphonates (24) has been developed by Reddy et al.'®*) who used 0.5mol % of phos-

phomolybdic acid (PMA, H3PMo;,040) as Lewis acid catalyst for the coupling of 2-cyclopropylpyrimidin-4-carbaldehyde,
anilines/benzothiazole amines and different phosphites in dichloromethane at room temperature in good to excellent yields
within short reaction times.

N
V/Q P +  Ar—NH, /Bt-NH,
=S

N7 >cHO 0.5 mol% PMA N y
N
H_ OR DCM, RT N7 ~Ar/Bt
~ _b_OR
™ or 0P
(24)

R = Ph, Bu, Et, Me. Ar = Ph, CI-Ph, Br-Ph, CH3-Ph. Bt = Benzothiazol.

An efficient and robust method!®*! has been developed for the synthesis of a-aminoalkanephosphonates (25) by treatment
of aldehydes, amines and triethyl phosphate at room temperature by employing L-proline as an organocatalyst at room tem-
perature. The products are formed in excellent yields (82-94%) within 30-45 min.
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o) L-proline N /
RI-CHO + RZNH, +  f kP
/P\ 1
0" o DCE R ﬁ\o /
rt, 30-45 min 0
(25)

R1 = Ph, 4-M6006H4, 4-MeC6H4, 2-NO2C6H4, 4-NO2C6H4, 4-isoPr0py|C6H4, 4-C|,3-FC6H3, 2,4-C|206H3,
4-BrCgHy, iso-Propyl, Pentyl.
R2 = Ph, 4-MeCgHj, 4-OHCgH,, 4-MeOOC-CgH,.

Che et al.!®* were designed and synthesized a series of novel a-aminophosphonates (26) containing a uracil moiety by
use of the Lewis acid, Mg(ClO,), as catalyst in a the Kabachnik-Fields reaction.

Y. X
X Y
Ar
OEt
ﬁl NHz . ArcHO -+ H)}( Mg(CIO,), ﬁl H—< OEt
07 “OEt
FsC le o FsC ITI o | “OEt
o)
CHs CHy  (26)
X =Cl.Y=Cl,H.

Ar = Ph, 4-CICgH,, 3-NO,CgHj, 4-NO,CgHy, 4-FCgHj, 4-MeCgH,.

A convenient synthesis of a-aminophosphonates (27) has been developed by Reddy et al'®* via a nonionic surfactant
Triton X-100 catalyzed coupling of aldehyde, amines and dialkyl phosphites at 70 °C in aqueous medium.

_OR;
o CHO 0=P_
( + R-NH ORYy
2 Triton X-100 O N=R
o — 5 ¢ b
H. /OR1 Water e}
o/)3 “OR; (27)

R = Ph, 4-CIPh, 4-BrPh, 3-Cl-4-FPh,4-MeOPh.
R4= Et, Me.

Li et al.! have reported an efficient protocol for one-pot synthesis of a-aminophosphonates (28) via three-component
reaction of aldehyde, amine and phosphite using only 2mol % HfCl, as the catalyst. The NMR evidence strongly indicated
the catalytic roles of Hf*" on the activation of aldehyde, phosphite, and imine intermediate.

HyN H 2
2 M\NHz \N/R
n HfCl,

R1_CHO + n=2‘3 o RSO\P/()R3 > R1J\ /OR3
or OR* Ethanol, 60 °C ﬁ\ORs
R2-NH, o
(28)
R', RZ = alkyl (or) aryl roups
R3 = Me, Et, Ph
R*=H (or) R®

Reddy et al.!”! reported camphor-derived thioureas as Lewis base organocatalysts for the reaction of 2-cyclopropylpyrimi-
din-4-carbaldehyde with amines, and diphenyl phosphite to yield the corresponding enantioselective z-aminophosphonates
(29) in 74-82% yields and 14-35% ee.
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N
V/m P +  Ar—NH,/ Bt-NH,

N CHO Catalyst N H
|
40° N
H_ OPh Teulens:, 40" G v/kN/ ~Ar/Bt
- ~OPh
o~ >oph O=K oPh
(29)

Ar= Ph, 4-CIPh, 4-MePh. Bt=Benzothiazol.

A novel and robust method was developed for the synthesis of a-aminophosphonates'®®! (30) by the three-component
condensation reaction of 5-amino-2,2-difluoro-1,3-benzodioxole, aromatic aldehydes, and diethyl phosphite. Silica-supported
boron trifluoride (BF;-SiO,) in ionic liquid ([bmim][HCI]) was used as Lewis acid at room temperature to give good to
excellent yields within short reaction times.

o o o, OEt
F OEt BF3.SiO F P
X D\ + RCHO + ">pf o X I:L | oEt
F o NH, 0~ "OEt ([bmim][HCI]) F o N” "R
H
(30)

R= 4-B|'C6H4, 4-C|C6H4, 4-EtOC6H4, 4-OHC6H4, 4-MeC6H4, 4-MeOCGH4, 4-N0206H4, 4-iSOprOpy|C6H4,
2-OHCgH4, 2-NO,CgHy, 3-CICqH,, 3-MeOCgH,, 5-Cl-2-OHCgHs, Picolinyl.

Jaiyeola et al.[®) described a new series of a-aminochromonephosphonates (31) (ACPs) which were obtained from chro-
mone based aldehydes, aniline derivatives and diethyl phosphite with RhBT as catalyst.

0 QE!
‘P-OEt

©\)j/ X OEt _ RmBT @fﬁ)\ @
/ OEt CH3CN Reflux

CH
N OEt RhBT

_— >

L 2Pl okt CH4CN, Reflux

R1=H, 4-Cl, 4-Br, 2-NO,, 2-Me, 3,4-Cl|, 4-Me, 2-MeO, 4-MeO, 3-NO,.

Et

Synthesis of z-aminophosphonates in catalyst free conditions in solvent medium

Kaboudin et al.”” described a simple, efficient, and feasible method for the synthesis of a-aminophosphonates (32) via a
three-component, catalyst-free decarboxylative coupling of aminoacids with aldehydes and H-dialkyl phosphite. Treatment
of aminoacids with aldehydes and diethyl phosphite in the absence of catalyst, base, and ligand give a-aminophosphonates
in moderate to good yields.

0
O\ o) H_ OEt Toulene II:I’,OEt
COOH + v PL —— N Togt
N )J\ o// OEt k

H R H reflux, 1-5 h
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Azizi et al.”"! described a simple and efficient catalyst-free method for the synthesis of a-aminophosphonates (33) via
condensation of amines, phosphites, and carbonyl compounds with high purity using glycerol as a solvent. The method
does not require a toxic catalyst.

2
O OR | | H\N/R
H glycero
+  R2NH + = # —_—
R1J\H 2 07 NOR  60-80°C R1J\ _OR
ﬁ\OR
0
R = Ph, 2-Thienyl, Cyclohexanone. (33)

R2 = Ph, Bu, O(CH,CH,),NH.
R = Me, Et, Ph.

Wang et al.”?! prepared new a-aminophosphonate N-derivatives (34), and their binding interactions have been investi-

gated by UV-visible and fluorescence emission spectrometry.

;:2 ~N Ry
H OEt
R ~p!
HN Ry Ethanol 4 . O/JD\OEt R o J
_— 2
* ” Reflux N E -0
thanol HN ,{,\ /
ORG, e Rz Reflux 0
R4
J
R3 R1
Rs
(34)

R;=Cl,Ry=H, Ry = H, R, =OCH,

Ry = Cl, Ry = H, R3 = OCHj, R, =H

R1 = C|, R2= H, R3= H, R4 =N02

R, = Cl, Ry = H, R3=NOj, R, =H

R1 = NOz, R2= H, R3= C|, R4 =H
Fang et al.”> reported the synthesis of o-aminophosphonates (35) as a mixture of two diastereoisomers in mod-
erate to good yield by the one-pot three-component reaction of chiral isopropyl (4 R,5R)-2-chloro-1,3,2-dioxaphospho-
lane-4,5-dicarboxylate with several aromatic aldehydes and diethyl phosphoramidate in CCl, at —20°C. When
acetophenone was used, the quaternary o-aminophosphonate was obtained in 62% yield and 67:33 diastereoisomeric
ratio.

o) 0
| O. OH ,
(Eto)2L_‘NH2 + R)J\R, . H \\P/ COZI-PF
— - N CO,i-P
_ o 1-Fr
CO,i-Pr 20°% (BtO) =R 5%, 0T N\
0 o R R OH
ClI=P\ o~ ""CO,i-Pr (35)

R = Ph, 4-N0206H4, 4-C|CeH4, 4-FC6H4, 4-BrC6H4, 2-C|CGH4, 4-MeC6H4, 4-MGOC6H4.
R'=H, Me.

Guo et al.” were designed and synthesized two series of thieno[2,3-d]pyrimidine derivatives (36) in which bioactive

o-aminophosphonate subunits were introduced at the N3 position through an N-N bond connection.
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7\
0 — R
H
HPO(OEt), NN
)\ PO(OE),
N=C / i
N/ \ Y, N /N
120°C o N4
—/"R
HPO(OPr-i), A
; )\ PO(OPr-i),
(36)

R =H, 3-CH3, 4-CHj, 3-NO,, 4-NO,, 3-Cl, 4-Cl, 3-Br, 4-Br, 4-OCHjs, 2,4-Cl,

A series of a-aminophosphonates'” (37) containing aminophenol substituents have been synthesized via Kabachnik-
Fields reaction. DFT calculations on the B3LYP/6-31G (d,p) level have been used to analyze the electronic and geometric

characteristics deduced for the stable structure of the compounds and also correlated the principal quantum chemical
descriptors (HOMO, LUMO, MESP).

NH, CHO R~ |
X _H
N X H_ /OEt B — N
Ry + 2P PEt
> /K (0] OEt A T
R, “OEt
R2 27 O|

(37)
= p-OH, 0-OH. R2 = H, NOQ,OCH:;.

Song et al.””®! synthesized a-aminophosphonates (38) containing benzothiazole and fluorine substituents by Mannich-
type addition in ionic liquid media with high yield and short reaction time

N i NH—CH
>—NH . ; ¥
N I + H™PSors  100-102°C | \ /
/
2/ 0=P-OR?
R

|
(38) OR?

R'=4-Me, 6-MeO. R? = 2-F, 4-CF;. R® = Et, Me, n-Pr, n-Bu

Heydari et al 7] synthesized o-aminophosphonates (39) by one-pot, three-component coupling reactions of aldehydes or

ketones, amines and trimethyl phosphite in presence of trifluoroethanol as efficient and recyclable medium in high yields
This protocol does not require the use of an acid or base catalyst

j.L
3 4
R "R? . TEE, rt, 5h RL-R
ey ——» 1 0
E + R7l\
. “1OMe
37 Np4 l
R R MeO
(39)
R'=

Ph, 4-CICgH,, 4-CNCgHy, propyl, 2-Furyl, Cyclohexanone, Cyclopentanone.
R?=H. R®= Ph, PhCHy,, 4-CICgH,4, 4-MeOCgH,. R* = H, Morpholine, Dibenzyl amine.
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Synthesis of a-aminophosphonates under solvent free conditions

Min Xia et al.”® prepared a-aminophosphonates (40) in good to excellent yields by the three-component coupling of alde-
hydes, amines and diethyl phosphite in a one-pot procedure under ultrasound-assisted solvent-free and catalyst-free condi-
tions.

o. OEt
CHO o U.S. 1.5h P~0Et
S S
“OEt rt Hs;CO NH
O.- /OEt

P~
R— | & NH2 + H—P< _  » X
N OEt Solvent-free NH | 2R
=

R= 4-MeOC6H4, 4-N02C6H4, 4-CIC6H4, 2-C|C6H4, 2,6-C|2C6H3, 2-Fury|, Cinnamyl, iSOprOpy[.

O
o) us. PO(OEY),
i OEt —  » R4
R1)L . @NHZ ¢ b . X

R ~oet 70C Ry NH

R{COR,= Cyclohexanone, 2-butanone, Acetophenone.

o. OEt
~pL
CHO 2 NH; 0 g UST OFt
+ R + L - > 7\
N H P\OEt Solvent-free - P NH
(40)

R= 4-MeOCgHy4, 2-CICgHy4, 3-CICgH,4, 3-CF3CgH,4, Benzyl, Butyl, Piperidine.

A simple, efficient, inexpensive, eco-friendly and robust method has been reported for the green synthesis of a-amino-
phosphonates” (41) by the coupling of aldehydes/ketone, an amine and triethyl phosphite in the presence of sodium hex-
ane-1-sulphonate as a catalyst under ultrasound irradiation to furnish the desired product in good to excellent yield under
solvent-free condition. This catalyst provides clean conversion, greater selectivity and easy workup which make this protocol
practical and economically attractive.

J 1-hexanesulphonic (

O (o] acid sodium salt O\CI) J
J\ + R'—NH; + B BP0

R 0" 0™ ) R—]_ g
K R N
H

(41)

R = Ph, 4-MeCgH,, 4-MeOCgH,, 4-NO,CgHy, 2,6-Cl,CgH3, 3-CICgH,4, 4-OHCgH,4, 2-Furyl, 2-Thienyl,
Cyclohexanone, Acetophenone. R'=H, R
R" = Ph, 4-MeCGH4, 4-C|C6H4, 4-MeOCGH4.

Shingare and coworkers'®”! demonstrated the successful implementation of ultrasound irradiation for the rapid synthesis
of a-hydroxy- and a-aminophosphonates (42) in the presence of the novel catalyst camphor sulfonic acid.
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) OH N
CHO (0} CSA /O
§ P — = PN
HO o \O/\ H,O le} O\/

K HO

R= 4-OHCgHy, Ph, 4-CICgH,4, 4-MeOCgH,4, 4-NO,CgH,, 3,4-MethelenedioxyCgH3, 2-Furyl, 2-CI-3-quinolinyl,
Tetrazolo[1,5-a]-4-quinolinyl.
R'= Ph, 4-CH3CgHy, 4-FCgHj.

A simple, efficient and general method®! has been developed for the one-pot three-component syntheses of o-amino-
phosphonates (43) from aldehydes, amine and triethyl phosphite by employing CeO, nanoparticles as catalyst under ultra-
sound irradiation and solvent-free condition. This catalyst provides cleaner conversion, short reaction time and high
selectivity which makes the protocol feasible and economical viable.

o
CHO NH, \o 0=P-0
N X ! Nano CeO —
RiTr +  Roqp + PO/ —_— R.—L s ”@
~ ~ 90 ») T R
L
(43)

R1 = Ph, 4-ClC6H4, 4-OHCGH4, 4-NOZCGH4, 4-MeCGH4, 4-MeOCGH4, 2-Fury|.
R2 = Ph, 4-MeCBH4, 4-M60C6H4, 4-OHC6H4, 4-N0206H4, 4-C|C6H4, Benzyl, Pyrldyl

Miscellaneous synthesis of z-aminophosphonates

Xu et al.®¥ described the asymmetric synthesis of z-aminophosphonates (44) under mild conditions of dialkyl phosphites
on aldimines derived from cinnamaldehyde by using the inexpensive chiral organocatalyst (R)-3,3'-bis[4-fluorophenyl]-1,1’-
binaphthyl phosphate in moderate yields (30-65%) and enantiomeric excess (8.4-61.9%).

OR?2
|
—P_OR2
O. /OR2 10 mol% \O P* OR
X, -Ph N > _
AT XY + P Xylens, it Ar N—Ph
H” "OR (44)H

Ar = Ph, 2-FCGH4, 2-MeCGH4, 4-MeC6H4.
R? = Et, n-Pr, i-Pr, n-Bu.

Kaur et al.[®% reported various chiral o-aminophosphonates (45) in excellent yields (94-97%) and diastereoselectivities
(93:7-99:1) by reacting chiral N-phosphonylimines with lithium phosphites.
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H
>,N\ N‘< O.__OEt LiIHMDS (1.5 equiv.) N. _N
/P\/\ + \\P\ /P\\
N (@) H/ OFEt . H_ o (@]
)|\ THF, -78 °C, 2h /?'\B,OEt
Ar H Ar” x “OEt
(45)

Ar= Ph, 2-C|C6H4, 2'FCGH4, 2'BrCGH4, 2-MeCGH4, 4-FCGH4, 4-BI'CGH4, 4'M€C§H4, 4'MeOCGH4.

Sasai and coworkers®*! accounted the first example of a catalytic asymmetric hydrophosphonylation to imines using lan-
thanoid-potassium-BINOL heterobimetallic complexes (LnPB, Ln=Ilanthanoid metal) to afford optically active o-amino-
phosphonates (46) in good to high enantiomeric excess.

=] o«
2 Q/ % R2
R 0. OMe A0 HN"
N + \\P/ K =
R1J|\H 4~ “OMe Asymmetric catalyst R1/*\}I:I<0Me
OMe
(46)

R' = Et, i-Pr, Me, CsH,4, trans-Cinnamyl, Cyclohexyl.
R? = Tr, DAM, CHph,, p-MeOCgH,.

A novel and efficient method was described for the synthesis of various a-aminophosphonates'®! (47) with a quaternary
stereogenic centers embedded in isoindolinone motifs in high yields with excellent enantiomeric ratios (up to 98.5:1.5 e.r.)
via asymmetric hydrophosphonylation of in situ generated ketimines by employing BINOL-derived phosphoric acid as chiral

catalyst.
R
( 1ee
1 9 '
NH O\\P’OR PAS5 (10 mol%), 5 A‘MS - : o 0
~OR’ # i -
OH H/ OR Toulene, 23 c,C 1y, //O : o \H
Ar Ar N i
.,/ ORM
R'O i R
(47) R= 9-anthryl

PA5

Ar = 4-MGOCGH4, 4-EtOC6H4, 4-OBnC6H4, 4-OiPr06H4, 4-MeCGH4, 4-CF306H4, 4-Br06H4, 3,4-diMeOCBH3
R' = Me, Et, CH,CF3, Ph.

Cheng et al.® furnished the a-aminophosphonates (48) by one-pot three-component reaction of 2-arylalkanecarbal-
dehydes, p-anisidine, and di(pent-3-yl) phosphite in the presence of chiral Bronsted acid (S)-132 (10mol %) in cyclo-
hexane at 50°C, with high diastereoselectivity and moderate to high enantioselectivity. This process combines a
dynamic kinetic resolution with the parallel creation of an additional stereogenic center. Cleavage of the p-methoxy-
phenyl and phosphonic ester groups with cerium ammonium nitrate (CAN) and TMSBr gave the a-aminophosphonic

acid in 54% yield.
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NH, 0
[l OMe
+  H-P(OR'),
e (S)-132 (10 mol%) A iy
% mol% N CAN, MeCN/H,0 R X
R i oHex 50 °C B .- TMSBr, CH202I2 WAI'?(OH)Z
H ' P(OR"), A S
I
o}

Ar Ar

R= c-Pent, Me, Et, i-Pr, c-Hex. R = pent-3-yl
Ar= Ph, 4-MGCSH4, 3-MECSH4, 4-MeOCGH4, 3-MeOC5H4,
2-MeOCgHj, 4-CICqHy, 3-CICH,, 4-BrCqH,, 2-Naphthyl, 2-Thienyl.

(S)-132, R" = i-pr

Wang et al.®”) synthesized a-aminophosphonates (49) in moderate yields and enantioselectivity by asymmetric one-pot

three-component reaction of aldehydes with p-methoxyaniline and diisopropyl phosphite in the presence of catalytic
amounts of chiral Bronsted acid (S)-75 and powdered 4 A MS in toluene at 40 °C. This reaction was further extended to the
chiral (R,y)- and (S,x)-1,10-binaphthyl-3-formaldehyde obtaining the ¢-aminophosphonates (50) in good yield and 94:6 and
80:20 diastereoisomeric ratio.

1 . H
+  H—P(Oi-Pr B O
MeO R (S)-75 (10mol%) (jNYP(O"Pr)z

0
)J\ 4 AMs MeO R

R” H PhMe, 40 °C (49)

R = Ph, 2-MeOCgH,4, 4-MeOCgH,4, 2-NO,CgHy, 4-NO,CgHy4, 4-MeCgHy, 2-CICgH,,cinnamyl, 4-MeO-
cinnamyl, 2-NO,-cinnamyl, 4-NO,-cinnamyl, 1-naphthyl-C,H,, 9-anthracenyl-C,H,.

MeQ
NH Q
2 o NH
+  H—P(0i-Pr),
MeO (S)-75 (10mol%) OO P(0)(Oi-Pr),
0 4R M
PhM S40 °c "
coy ™
9¢
OMe
99 0

(8)-75, Ar = 3,5-(CF3),CgH3
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[88]

On the other hand, asymmetric syntheses of ¢-aminophosphonates (51) were carried out under mild reaction conditions
N,N’-dioxide 138-Sc(III) complex in THF at Lewis acid —20°C in good yields and with 80-87% enantiomeric excess.

by one-pot three-component reaction of aromatic aldehydes with 2-aminophenol and diphenyl phosphite catalyzed by chiral

OH (0]
H 1
(OPh),

N« P
\r

Further, this can be used for large scale synthesis of these z-aminophosphonates.

OH
NH, 0
I
+  H-P(OPh),
N,N'-dioxide 138-Sc(lll)
o _
Py THF, -20°°C Ar
Ar H (51)

Ar = Ph, 4-NO,CgHj, 4-FCgHy, 4-MeCgHy, 3-MeCgH,, 2-naphthyl, 3-NO,CgHy, 4-MeOCgH,, 4-CICqH,,

3-MeOCgHy, 4-phCgHa, 3,4-(OCH,0)CgHs, 3-phO-4-FCgHs.

138, Ar = 2,6-(i-Pr)2C6H3

Ohara et al.®”! developed the x-aminophosphonates (52) by reacting various aldehydes with p-anisidine and di(o-methox-

R
P(OAM);

yphenyl) phosphite, catalyzed by Zn(NTf), (10 mol %) using 140 as chiral ligand in CH,Cl, at —50°C, in excellent yields
and with moderate to high enantiomeric excess.
N
T

Zn(NTf), (10 mol%)
140 (10 mol%)
R

(0]
N
—_—_—>
MeO
(52)

CH,Cl,, -50 °C

NH,

OMe o)
1l
H—P(OAr),
Ar = 0-MeOC6H4
R = Ph, 4-MeCgH,4, 2-MeOCgH,4, 3-MeOCgH,, 4-MeOCgH,4, 4-OHCgHy,
4-CICgH4, 4-MeOOCCgHy,4, 2-naphthyl, 2-thienyl, 2-furyl, 2-benzofuryl, cinnamyl, i-Bu, c-Hex.

i-Pr\fo N OsiPr
|
Z N
e
N 2
Ph

N
Ph”“' /
N

Ph
140, X = N(pybim)
Bhusare et al.®*! reported the enantioselective one-pot three-component reaction of aromatic aldehydes with several

para-substituted anilines and triethyl phosphite for the synthesis of optically enriched a-aminophosphonates (53) employing
(8)-1-acetyl-N-tosylpyrrolidine-2-carboxamide 142 as organocatalyst in glacial acetic acid at room temperature up to 71-90%

yield and with 73-92% enantiomeric excess.
NH,
g
* POE) gy 142 (12 moi%) N.& P(OEt),
B — e —
glacial AcOH R

R EtOH, rt
H
R R
=H,F,cLMe. (53

R =H, NO,, Cl, OH, OMe. R’
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Bedolla-Medrano et al.”"! accomplished the synthesis of o-aminophosphonates by the one-pot three-component reaction

of benzaldehyde with (S)-o-methylbenzylamine and diethyl or dimethyl phosphite in the presence of 10 mol % of phenyl-
phosphonic acid as catalyst at 80°C under solvent free conditions, obtaining the a-aminophosphonates (54, 55) in good

yield, 80:20 and 76:24 diastereoisomeric ratio. 5 -
NH I
Me
O
Ph—P(OH), | 80 °C, 30 min
(10 mol%)
Y
H f Ho
Ph N\_/P(OR)Z . PhYNYP(OR)Z
Me  Ph Me  Ph
(54) (55)

R= Et, Me
synthesized optically active, constrained o-aminophosphonates (56, 57) by the reaction of (R)-1-amino-

Todorov et al.”*”!
bicyclo[2.2.2]octane-2-carboxylic acid with benzaldehyde and dimethyl phosphite in the presence of triethylamine in metha-

nol with up to 34% yield and 60:40 diastereoisomeric ratio.

HO,C EfNHz o) <|)|
+ ph)J\H + H—P(OMe),

Et;N, MeOH
65-70 °C, 9h

9
P(OMe),

Hof H
HO,C ( §N\/P(OM6)2 HO,C [ ;NT
: +
Ph Ph
(57)

(56)
Bhattacharya and coworkers'®!! reported the synthesis of a-aminophosphonates (58) by the one-pot three-component

reaction of piperonal with (R)-o-methylbenzylamine and dibutyl phosphite catalyzed by Amberlite-IR 120 under microwave

irradiation in 92% yield. Identical results were obtained using (S)-«-methylbenzylamine.

(0]
(0]
Ph._NH2 <° H I
: + + H—P(On-Bu),
Me
Amberlite-IR 120 (H*)
MW, 3 min
(0]
N Bon-Bu)
Ph\/N ( n 2
Me
O\/O
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Ando et al.”®! furnished the synthesis of (R,S)- and (S,S)-o-aminophosphonates (59, 60) by one-pot three-component
reaction of (S)-z-methylbenzylamine, benzaldehyde, octanal, and cyclohexanecarboxaldehyde with diphenyl phosphite by
employing magnesium dodecyl sulfate as catalyst at room temperature, in moderate yield and diastereoisomeric ratio.
Similar results were obtained when the reaction was carried out in the presence of Et;N or sparteine.

i I
NH
Ph\( 2 i Ph)kH + H_P(Oph)z
Me
(C12H250S03),Mg
rt
0 v o}
oh. N Ph._N__P(oPh)
P(OPh), . Nt 2
\( Rl
Me R Me R
(59) (60)

R= Ph, n-Oct, c-Hex

Miao et al.™ described the one-pot reaction of di-n-propyl or diethyl phosphoramidate with methyl 2,3-O-isopropyli-
dene-f-D-ribopentodialdo-1,4-furanoside and dialkyl phosphites in the presence of acetyl chloride as dehydrating agent, to
afford the methyl 5-deoxy-5-(dialkylphosphono)-5-(dialkylphosphorylamido)-2,3-O-isopropylidene- f-D-ribofuranosides (61)
in moderate yield and diastereoisomeric ratios.

0
RO 3' H—‘F" OR' lcl)
(RO)P—NH, + (ORY);, (RO),—P-.
AcCl NH o
0 20 t0 -15 °C w o
= 0' 1 R
H HE
2 = e OXO
o__0O Me~ Me
Me~ Me (61)

R = n-Pr, Et. R' = Me, Et, n-Pr. i-Pr, n-Bu.

Very recently, Onys’ko et al.>®! carried out the synthesis of both enantiomers of a-amino-o-trifluoromethyl-y-oxobutane-
phosphonates (62, 63) in 80% yield and >90% enantiomeric excess, based on the enantioselective proline-catalyzed reaction
of a-iminotrifluoroethanephosphonate with acetone in DMSO at room temperature.

o

PN

(,? Me”™ Me 9
NZYP(OE% D-Proline ~ HoN__-P(OEt),
— “, o)
CF,4 DMSO,rt  F3C \(
0 Me
)L (62)
Me” Me | pMSO, rt
L-Proline

1
H,N_P(OEt),

S O

(63)Me
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Zhou et al.”®) afforded the syn- (64) and anti-x-amino-f-hydroxyphosphonates (65) in 56-86% yield, with 76:24 to 90:10
syn/anti-ratio and 60-98% enantiomeric excess for the syn-derivatives by the three-component reaction of dimethyl «-diazo(-
arylmethane)phosphonate with substituted anilines and 4-nitrobenzaldehyde in the presence of catalytic amounts of [Rh,(S-
PTAD),]-168 complex inCH,Cl,at 40 °C.

0O

O5N Il
2 N, P(OMe),
hoo+ ANH, ¢ Y
Ar'

o)

168 (2 mol%)

CH,Cl,, 40 °C

[Rhy(S-PTAD),]-168

P(OM
ll( e)z P(OMe),

e OH §
Syn Anti
(64) (65)

Ar = 2-MeCgHj, 2-BrCqHj, 2-CICgH,, 2,3-dihydro-inden-4-yl,
2-Br,4-CICgH3, 2-naphthyl, 3-CICqHy, 4-CICgH,,
3-MeOCGH4, 2-FCGH4, 2-Br,4-FC6H3

Ar' = Ph, 4-CICgHj, 4-MeCgHj, 4-MeOCgH,.

Phospha-Mannich reaction

Aminoalkanephosphorus acids are usually prepared by reaction of a precursor with a P(O)-H bond, an aldehyde and a pri-
mary/secondary amine. The most common P-H reagents for the synthesis of the aminoalkane-H-phosphinic acids are hypo-
phosphorous acid, its esters or trivalent phosphines. However, employing a general procedure for their synthesis is a
limiting factor. Urbanovsky et al.®”) employed unusual conditions of the phospha-Mannich reaction of H;PO, (sometimes
called Moedritzer-Irani-Redmore reaction), and the reactivity of H;PO, as H-P precursor was tested for the synthesis of
aminoalkanephosphinic acids.

0
ACOH R.
RN—H + HgPO, + (CH0), ——— ——>= NP
~1 day, 40 °C ! | "OH
1 : i : 2 R H
melar rafic amino-H—phosngi(;ic acid (AHPA)

Catalytic hydrogenation of dehydroaminophosphonates

Methods based on conventional heating in organic solvents and with catalyst are still used for routine organic synthesis.
Other thermal and non-thermal activation techniques are also considerably used. Cativiela et al.®®! have employed an effi-
cient procedure for the synthesis of the vinyl phosphonate tripeptide dehydrophos. However, the efficiency of this method
proceeds via the Horner-Wadsworth-Emmons reaction to yield a dehydro-aminophosphonate residue at the C-terminal
position.

(I)Me
0" H Ooj"\_og'“ﬁ 1. HCHO
“Ps N SPVE 2~ _» pehydrophos
OH - N ydrop
HN— o1 — FmocHN/ﬁo( 7N o 2. DABCO pi

_PR
“\
1) 4 Y
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Electrophilic amination

Taking the advantage of transition-metal-catalyzed couplings, Qiu Wang’s research group'® coupled the benefits of copper
as catalyst for a-amination of phosphonates. They demonstrated this research output as a first example of CN bond forma-
tion which directly introduces acyclic and cyclic amines to the a-position of phosphonates in one step. The reaction has
been proven to work successfully at room temperature with as little as 0.5mol% of catalyst, and demonstrates the high effi-
ciency on a broad substrate scope. This strategy was inspired by pioneering studies on the electrophilic amination of arylzinc
reagents with hydroxylamines.

EtO. P/,O Ve
O BzO—-N 6] :
Eto. Zn(tmp), EO. |71 _/ Bo T
P\/M / > N
EtQ RT, 1h EtO e Cu catalyst/ligand [ j
tmp = 2,2,6,6-tetramethyl o
piperidinyl anion (68)

Addition of amines to enaminophosphonates

Although the addition of aldehyde and amines to phosphites is widely adopted to obtain phosphonates, simultaneously other
conventional methods are also gaining consideration due to their great value for the synthesis of alkanephosphonates and
phosphonic acids. N. Collignon et al.'® described for the first time a valuable synthesis of a-piperidino- or a-morpholi-
noalkenylphosphonates, based on the Peterson olefination strategy. This methodology has been suitably improved for the
preparation of a new series of a-piperidino or a-morpholino substituted phosphonic acids.

B X
FtO_ oEt 1. LDA, 2 equiv./ THF/ -78°C O

0"\ 2-MesSICI 1 equiv./-78C N
\_/  3.R-CHO, 1equiv/-78C to RT EtO >:{
\P\ R

(X = CH, or O) Etg ©
(69)

Matveeva et al.'®") have found out that the catalytic variant of the Kabachnik-Fields reaction sufficiently increases its syn-
thetic potential. They demonstrated that recent improvements and developments with systematic search of (i) novel condi-
tions (micro reactor), (ii) reaction without solvent and (iii) novel catalysts [Mg(ClO,),, p-TsOH, In(OTf);-MgSO,4, Cdl,]
under ultrasonic irradiation at room temperature exhibits a simple product isolation procedure and improves the yields and
selectivity. Other advantages were the accelerated reaction rate, recovery and reuse with satisfactory yields, and the above
method was eco-friendlier than the classical methods.

Mario et al. [102, 103, ] have collected and published a review about the most relevant procedures reported up to now
on the synthesis of quaternary o-aminophosphonic acids either in racemic or in enantiopure form in a multigram scale and
were convinced that these synthetic moieties will be a fundamental key in the design of new peptides with improved
pharmacological properties.

Addition of lithiated bis(diethylamino)phosphine borane complex to enantiopure sulfinimines is another example of
usage of nucleophilic phosphorus reagents for the synthesis of a-aminophosphonic acids with high enantiomeric purities.
The stereoselectivity of the addition was elucidated by suggesting a transition state model where steric approach control is
an influential factor.!'**!

1. BHs.Me,S
® S}
Li
> BH,
THF, -78°C

(70)

Nevertheless, it is favorable to construct a-aminophosphonates by a one-pot method. i.e., via the Kabachnik-Fields reac-
tion due to its simplicity and efficiency. Thus, it is still the most widely used method. In extending the above method,
Mikolajczyk and Lyzwa!'*! developed a new asymmetric synthetic methodology. They used, for the first time, organic sulfur
reagents e. g. the enantiopure sulfinimines as chiral reagents for the synthesis of - and -aminophosphonic acids.
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7 (Ijl
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Conclusions

In this review article, a-aminophosphonates are reported to
exhibit diverse applications ranging from biomedical to the
development of new catalytic systems. An understanding of
the structure function correlation in the a-aminophospho-
nate molecule is important for designing and finding new
medications based on the knowledge of a biological target.
The literature reveals that the Kabachnik-Fields reaction rep-
resents a really powerful green new eco-friendly process and
tool for the preparation of o-aminophosphonates.
Simultaneously, chiral functionalized x-aminophosphonates
will remain the significant focus of chemical research.
However, the challenges in building these x-aminophospho-
nates with fine tuning of physical, chemical and biological
properties are diverse and require a multidisciplinary
approach to reach full understanding of these molecules.

This review is meant to serve as a guide for researchers
who are interested in the phosphorus chemistry area and
are in particular, specialized in ¢-aminophosphonate chemis-
try. It will, furthermore, be a source of information, inspir-
ation and encouragement for the scientific community who
are already involved in the magnificent chemistry of
phosphonates.
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