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An efficient method for the preparation of quaternary α-
aminophosphonic acid derivatives is reported. The nucleo-
philic addition of organometallic reagents to α-ketiminophos-
phonates allows the preparation of quaternary α-aminophos-

Introduction

Quaternary stereogenic centres are ubiquitous in natural
products and pharmaceutical agents, and the efficient for-
mation of quaternary centres is still a crucial challenge in
chemical synthesis.[1] The formation of quaternary centres
from ketones and ketimines was for a long time unachiev-
able, due to the low electrophilicity of the carbonyl or ket-
imine groups and also to steric hindrance, both of which
contributed to the lack of reactivity.[2]

Aminophosphorus derivatives are significant compounds
in organic and medicinal chemistry.[3] The biological ac-
tivity and natural occurrence of α-aminophosphonates was
discovered half a century ago.[4] Since then, the chemistry
and biology of these compounds have been widely devel-
oped.[5] They can be considered to be isosteres of α-amino
acids, where the planar carboxylic acid has been substituted
by a bulkier tetrahedral phosphonate moiety. As may be
envisaged based on this structural analogy, simple α-amino-
phosphonic acid molecules or their phosphonate esters, as
well as their phosphapeptide derivatives, have found numer-
ous applications,[6] for example, as haptens of catalytic anti-
bodies,[7a] peptide mimetics,[7b] enzyme inhibitors,[7c] and
antibacterial agents,[7d] as well as agrochemical applica-
tions.[8]

The biological potential of α-aminophosphonates has re-
sulted in considerable attention being given to the develop-
ment of improved methods for their synthesis.[9] However,
few methods have been described for the preparation of α-
aminophosphonates containing quaternary centres in the α-
position.[9] One straightforward method for the preparation
of α-aminophosphonates consists of the addition of nucleo-
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phonates. The diastereoselective synthesis of a quaternary α-
aminophosphonate using a chiral tartaric-acid-derived phos-
phonate is also described.

philes to α-iminophosphonates.[10] Progress in this field
is complicated by the availability of the starting imines,
and to date, most of the research has been limited to
phosphaaldimines,[10b–10d] which may only be used for the
generation of tertiary aminophosphonates.

In recent years, our group has been involved in the prep-
aration of phosphorus-containing three-,[11] five-,[12] and
six-membered[13] heterocycles, and in the preparation of
simple,[14] vinylic[15] α-aminophosphonates as well as phos-
phadepsipeptides derived from α-aminophosphonates,[16]

and we recently reported an efficient synthesis of β,γ-unsat-
urated α-iminophosphonates by an aza-Wittig approach.[17]

These imines have been shown to have very variable reactiv-
ities, and have proved to be very useful intermediates for the
synthesis of several α-aminophosphonic acid derivatives.[18]

Although it is quite general, one of the drawbacks of the
aza-Wittig methodology is that only N-aryl phosphazenes
can be used for the generation of the imine bond, which
means that only N-aryl-α-iminophosphonates can be pre-
pared. For this reason, we recently developed an improved
strategy for the synthesis of α-iminophosphonates derived
from ketones by formal oxidation of the C–N single bond
of the parent trisubstituted α-aminophosphonates.[10a] As
part of on ongoing research into the chemistry of α-amino-
phosphonates and α-iminophosphonates, we report in this
paper the synthesis of tetrasubstituted α-aminophosphonic
acid derivatives by nucleophilic addition of Grignard rea-
gents or sodium acetylide to α-ketiminophosphonates,
which are generated by the oxidation of trisubstituted α-
aminophosphonates.

Results and Discussion

The substitution of a hydrogen atom by an alkyl group
(electrophilic reagent, E–X, Scheme 1) has been reported
for secondary α-aminophosphonates IV (R2 = H,
Scheme 1).[19] However, only one example has been de-
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scribed for an acyclic tertiary α-aminophosphonate IV (R2

� H),[20] and three examples have been reported for cyclic
tertiary α-aminophosphonates IV.[21] The conversion of α-
aminophosphonate I into an imine derivative would open a
route for the overall substitution of a hydrogen atom by a
nucleophilic reagent. This could allow the conversion of a
tertiary α-aminophosphonate into a quaternary α-amino-
phosphonate, and may be considered to be complementary
(an “umpolung reaction”) to the electrophilic substitution
of tertiary α-aminophosphonates. The fact that this method
uses nucleophilic reagents would even allow the introduc-
tion of, for example, aryl groups, which are not easily intro-
duced using electrophilic reagents.

Scheme 1. General strategies for the synthesis of quaternary α-
aminophosphonates.

The construction of a carbon–nitrogen double bond
from α-amino-phosphonate 1 may be performed by selec-
tive N-chlorination of tertiary N-tosyl α-aminophosphonate
1 with an excess of trichloroisocyanuric acid (TCCA) in
CH2Cl2, followed by treatment with an excess of poly-
(4-vinylpyridine), to give α-ketiminophosphonate 2
(Scheme 2).[10a] The presence of phosphonate and sulfonyl
groups in the structure of α-ketiminophosphonates 2 gives
electrophilic character to their iminic carbons and makes
them suitable substrates for nucleophilic addition reactions.

Scheme 2. Synthesis of quaternary α-aminophosphonates.

Therefore, treatment of α-ketiminophosphonate 2 with
organometallic reagents at –80 °C gave quaternary α-
aminophosphonates 3 in very high yields (Table 1). The re-
action is quite general, since it allowed the preparation of
quaternary α-aminophosphonates with the introduction of
a second alkyl group (Table 1, entries 1 and 2), or of an
allyl group (Table 1, entry 3) or, remarkably, of a nucleo-
philic aryl group (Table 1, entries 4–6) when Grignard rea-
gents were used. But also, it allowed the incorporation of
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an alkynyl group (Table 1, entry 7), when sodium acetylide
was used. As far as we know, these are the first examples
of the formal substitution of a hydrogenatom from a terti-
ary α-aminophosphonate 1 by an organometallic reagent
(an “umpolung reaction”) to obtain a quaternary α-amino-
phosphonate 3 (Scheme 2; I and III in Scheme 1).

Table 1. Synthesis of quaternary α-aminophosphonates 3 from α-
iminophosphonates 2.

Entry R-M Yield [%][a]

1 3a MeMgBr 80
2 3b EtMgBr 81
3 3c CH2=CH–CH2MgBr 77
4 3d PhMgBr 79
5 3e (2-naphthyl)MgBr 79
6 3f (3,4-methylenedioxyphenyl)MgBr 78
7 3g CH�CNa 80

[a] Yield of isolated purified α-aminophosphonates 3 from α-imino-
phosphonates 2.

In recent years, some syntheses of optically active quater-
nary α-aminophosphonic acid derivatives have been re-
ported based on the chiral auxiliary approach. In such
methods, a phosphorus reagent reacts with chiral imines[22]

or amines,[23] or imidazolidine-derived phosphono esters
are alkylated.[24] However, there is no precedent for the dia-
stereoselective generation of quaternary α-aminophos-
phonates using a chiral phosphorus template. Therefore,
TADDOL-derived (TADDOL = 2,3-O-isopropylidene-
1,1,4,4-tetraphenylthreitol) α-ketiminophosphonate 7 was
generated by oxidation of the parent α-aminophosphonate
(i.e., 6; Scheme 3). TADDOL-derived α-aminophosphonate
6 was generated by Pudovik-type hydrophosphonylation of
tosylimine 4 using TADDOL phosphite 5. α-Aminophos-
phonate 6 was obtained in excellent yield as a mixture of
diastereoisomers (Scheme 3, 93%, dr = 77:23) from which
a single diastereoisomer could be isolated, if needed, by
crystallization from diethyl ether. Selective N-chlorination
of N-tosyl α-aminophosphonate 6 with trichloroisocyanuric

Scheme 3. Synthesis of TADDOL-derived α-ketiminophosphonate
7.
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Scheme 4. Synthesis of quaternary α-aminophosphonic acid (S)-9.

acid (TCCA) in CH2Cl2, followed by treatment with poly(4-
vinylpyridine), gave α-ketiminophosphonate 7 (Scheme 3)
in good yield (82%).

Nucleophilic addition of Grignard reagents to TAD-
DOL-derived imine 7 at low temperature in THF gave en-
antiomerically enriched α-aminophosphonates 8 in good
yields, but with variable diastereoselectivities.

Although no significant diastereoselectivity was observed
for the addition of aromatic organometallic reagents (R =
2-naphthyl; dr = 55:45), the addition of methylmagnesium
bromide at –80 °C gave quaternary α-aminophosphonate 8a
in a highly diastereoselective fashion (dr = 94:6). After
crystallization from Et2O, only one of the diastereoisomers
was detected by NMR spectroscopy. Simultaneous hydroly-
sis of the phosphonate and tosyl groups using hydrochloric
acid (10 m aq.) gave enantiomerically pure quaternary α-
aminophosphonic acid (S)-9 in good yield (Scheme 4).
Comparison of the optical rotatory power of α-aminophos-
phonic acid (S)-9 with literature values[25] confirmed an S-
(+) absolute configuration of the stereocentre.

Based on the configuration of the stereogenic centre, we
propose a model for the addition of the nucleophilic rea-
gent. The phosphorus-containing seven-membered ring
adopts a more stable boat conformation, fixed by the trans
configuration of the fused five-membered ring. The two he-
teroatoms adopt the more stable equatorial orientations,
with the two hydrogen atoms in axial positions (Figure 1).
In this conformation, nucleophilic attack to the Re face is
substantially favoured, due to the presence of the axial
phenyl group, which blocks the Si face (Figure 1).

Figure 1. Model for the nucleophilic addition of organometallic
reagents to α-ketiminophosphonate 7.

Conclusions

In summary, we have described an efficient strategy for
the preparation of quaternary α-aminophosphonates from
tertiary α-iminophosphonates. The synthetic protocol com-
prises the generation of an intermediate α-iminophos-
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phonate by oxidation of the amine C–N bond, and the sub-
sequent nucleophilic addition of organometallic reagents. It
should be noted that this method allows functionalization
with nucleophilic reagents such as, for example, aryl or acet-
ylenic groups; the introduction of such groups is less feas-
ible when electrophilic reagents have to be used. The pres-
ence of the tosyl group on the nitrogen atom allows easy
deprotection of the nitrogen, and is essential for the acti-
vation of the imine bond towards nucleophilic addition.
This strategy opens a new approach for the preparation of
quaternary α-aminophosphonic acid derivatives from terti-
ary α-aminophosphonates by formal substitution of the
hydrogen atom by nucleophilic reagents, and allows the
stereoselective addition of carbon nucleophiles to α-ket-
iminophosphonates.

Experimental Section
General Remarks: All reactions were performed under an atmo-
sphere of dry nitrogen. 1H (300 MHz), 13C (75 MHz), and 31P
NMR (120 MHz) spectra were recorded in CDCl3 with tetrameth-
ylsilane as an internal reference for 1H and 13C NMR spectra, and
phosphoric acid as an external reference for 31P NMR spectra.
Chemical shifts are reported in ppm, and coupling constants are
reported in Hertz. 13C NMR peak assignments were supported by
DEPT experiments. High-resolution mass spectra (HRMS) were
obtained by positive-ion electrospray ionization (ESI). Infrared
spectra (IR) were recorded as neat solids. Peaks are reported in
cm–1. α-Iminophosphonate 2,[10] N-tosyl imine 4,[26] and TADDOL
phosphite 5[27] were prepared following literature procedures.

Nucleophilic Addition of a Grignard Reagent or Sodium Acetylide
to α-Ketiminophosphonate 2: An organometallic reagent (1.0 m solu-
tion in THF; 1.1 mL, 1.1 mmol) was added to a solution of α-
ketiminophosphonate 2 (1.0 mmol) in THF (3 mL) at –80 °C. The
mixture was stirred for 1 h at –80 °C, and then it was warmed to
room temp. The reaction was then quenched with NH4Cl (satu-
rated aq.; 5 mL). The resulting mixture was diluted with CH2Cl2
(15 mL), washed with water (3� 10 mL), dried with MgSO4, and
concentrated under vacuum. The residue was purified by column
chromatography (EtOAc/hexanes, 4:1).

3a: White solid (80%), m.p. 161–162 °C (Et2O). 1H NMR: δ = 1.99
(d, 3JP,H = 16.9 Hz, 3 H, CH3), 2.36 (s, 3 H, CH3), 3.41 (d, 3JP,H =
10.6 Hz, 3 H, CH3O), 3.82 (d, 3JP,H = 10.8 Hz, 3 H, CH3O), 5.91
(d, 3JP,H = 7.8 Hz, 1 H, NH), 7.11 (d, 3JH,H = 8.0 Hz, 2 H, 2 CHAr),
7.20 (d, 3JH,H = 8.0 Hz, 2 H, 2 CHAr), 7.40–7.44 (m, 3 H, 3 CHAr),
7.54 (d, 3JH,H = 8.3 Hz, 2 H, 2 CHAr) ppm. 13C NMR: δ = 20.4
(d, 2JP,C = 5.2 Hz, CH3), 21.3 (CH3), 53.9 (d, 2JP,C = 7.0 Hz,
CH3O), 54.5 (d, 2JP,C = 7.1 Hz, CH3O), 61.1 (d, 1JP,C = 152.2 Hz,
CquatP), 126.7 (2 CHAr), 128.0 (d, 5JP,C = 2.9 Hz, CHAr), 128.1 (d,
4JP,C = 2.2 Hz, 2 CHAr), 128.4 (d, 3JP,C = 6.0 Hz, 2 CHAr), 128.6
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(2 CHAr), 133.4 (Cquat), 141.8 (d, 2JP,C = 1.7 Hz, Cquat), 142.3
(Cquat) ppm. 31P NMR: δ = 26.1 ppm. IR: ν̃ = 3315 (N–H st) 1332
(O=S=O st as) 1244 (P=O st), 1167 (O=S=O st sim) cm–1. HRMS
(ESI): calcd. for C17H22NO5PS [M + H]+ 384.1035; found
384.1037.

3b: White solid (81%), m.p. 90–91 °C (Et2O). 1H NMR: δ = 1.02
(t, 3JH,H = 7.3 Hz, 3 H, CH3), 2.31 (s, 3 H, CH3), 2.37–2.66 (m, 2
H, CH2), 3.37 (d, 3JP,H = 10.6 Hz, 3 H, CH3O), 3.43 (d, 3JP,H =
10.5 Hz, 3 H, CH3O), 5.63 (d, 3JP,H = 8.8 Hz, 1 H, NH), 7.07–7.09
(m, 5 H, 5 CHAr), 7.35 (d, 3JH,H = 7.0 Hz, 2 H, 2 CHAr), 7.47 (d,
3JH,H = 8.1 Hz, 2 H, 2 CHAr) ppm. 13C NMR: δ = 9.6 (CH3), 21.7
(CH3), 27.6 (CH2), 53.9 (d, 2JP,C = 7.6 Hz, CH3O), 54.5 (d, 2JP,C =
7.5 Hz, CH3O), 65.9 (d, 1JP,C = 148.1 Hz, Cquat), 127.2 (CHAr),
127.3 (2 CHAr), 128.1 (d, 3JP,C = 2.5 Hz, 2 CHAr), 128.5 (d, 4JP,C

= 5.2 Hz, 2 CHAr), 129.4 (2 CHAr), 136.5 (d, 2JP,C = 4.5 Hz, Cquat),
139.9 (d, 4JP,C = 1.4 Hz, Cquat), 143.2 (Cquat) ppm. 31P NMR: δ =
25.6 ppm. IR: ν̃ = 3307 (NH st), 1322 (O=S=O st as), 1230 (P=O
st), 1160 (O=S=O st sim) cm–1. HRMS (ESI): calcd. for
C18H24NO5PS [M + H]+ 398.1186; found 398.1193.

3c: White solid (77%), m.p. 141–142 °C (Et2O). 1H NMR: δ = 2.40
(s, 3 H, CH3), 2.65 (m, 1 H, CH2), 2.92 (m, 1 H, CH2), 4.95–5.33
(m, 2 H, CH2=), 5.57 (d, 3JP,H = 9.6 Hz, 1 H, NH), 3.49 (d, 3JP,H

= 10.6 Hz, 3 H, CH3O), 7.09–7.42 (m, 7 H, 7 CHAr), 7.50 (d, 3JH,H

= 8.3 Hz, 2 H, 2 CHAr) ppm. 13C NMR: δ = 21.7 (CH3), 39.3 (d,
2JP,C = 1.5 Hz, CH2), 54.0 (d, 2JP,C = 7.6 Hz, CH3O), 54.5 (d, 2JP,C

= 7.8 Hz, CH3O), 64.7 (d, 1JP,C = 148.7 Hz, CHP), 119.8 (d, 4JP,C

= 13.6 Hz, CH2=), 127.1 (d, 5JP,C = 3.7 Hz, CHAr), 127.3 (2 CHAr),
128.1 (2 CHAr), 128.6 (d, 3JP,C = 5.0 Hz, 2 CHAr), 129.3 (d, 4JP,C

= 3.3 Hz, 2 CHAr), 132.9 (d, 2JP,C = 2.9 Hz, Cquat), 133.2 (d, 3JP,C

= 11.6 Hz, CH=), 139.8 (Cquat), 143.3 (Cquat) ppm. 31P NMR: δ =
24.6 ppm. IR: ν̃ = 3312 (NH st), 1329 (O=S=O st as), 1240 (P=O
st), 1170 (O=S=O st sim). HRMS (ESI): calcd. for C19H25NO5PS
[M + H]+ 410.1191; found 410.1188.

3d: White solid (79%), m.p. 176–177 °C (Et2O). 1H NMR: δ = 2.34
(s, 3 H, CH3), 3.50 (d, 3JP,H = 10.5 Hz, 6 H, 2 CH3O), 5.91 (d,
3JP,H = 10.0 Hz, 1 H, NH), 6.96 (d, 3JH,H = 8.2 Hz, 4 H, 2 CHAr),
7.06 (d, 3JH,H = 8.2 Hz, 4 H, 2 CHAr), 7.17–7.25 (m, 6 H, 6 CHAr),
7.79 (m, 4 H, 4 CHAr) ppm. 13C NMR: δ = 21.4 (CH3), 54.5 (d,
2JP,C = 7.8 Hz, 2 CH3O), 69.2 (d, 1JP,C = 149.4 Hz, CquatP), 126.4 (2
CHAr), 127.5 (d, 4JP,C = 1.5 Hz, 4 CHAr), 128.0 (d, 5JP,C = 2.1 Hz, 2
CHAr), 128.8 (2 CHAr), 130.3 (d, 3JP,C = 6.0 Hz, 4 CHAr), 135.6 (d,
2JP,C = 4.2 Hz, 2 Cquat), 139.0 (Cquat), 142.2 (Cquat) ppm. 31P NMR:
δ = 23.8 ppm. IR: ν̃ = 3314 (NH st), 1365 (O=S=O st as), 1222
(P=O st), 1166 (O=S=O st sim). HRMS (ESI): calcd. for
C22H25NO5PS [M + H]+ 446.1191; found 446.1188.

3e: White solid (79%), m.p. 211–212 °C (Et2O). 1H NMR: δ = 2.09
(s, 3 H, CH3), 3.40 (d, 3JP,H = 10.5 Hz, 3 H, CH3O), 3.48 (d, 3JP,H

= 10.6 Hz, 3 H, CH3O), 6.00 (d, 3JP,H = 10.6 Hz, 1 H, NH), 6.60
(d, 3JH,H = 8.4 Hz, 2 H, 2 CHAr), 6.88 (d, 3JH,H = 8.1 Hz, 2 H, 2
CHAr), 7.19–7.68 (m, 11 H, 11 CHAr), 7.98 (s, 1 H, 1 CHAr) ppm.
13C NMR: δ = 21.2 (CH3), 54.5 (d, 2JP,C = 7.7 Hz, CH3O), 54.7 (d,
2JP,C = 7.9 Hz, CH3O), 69.3 (d, 1JP,C = 148.2 Hz, Cquat), 125.8–
130.2 (m, 16 CHAr), 132.3 (d, 5JP,C = 1.5 Hz, Cquat), 132.6 (d, 2JP,C

= 4.8 Hz, Cquat), 132.7 (d, 4JP,C = 1.1 Hz, Cquat), 135.6 (d, 2JP,C

= 5.5 Hz, Cquat), 138.6 (Cquat), 142.2 (Cquat) ppm. 31P NMR: δ =
23.9 ppm. IR: ν̃ = 3357 (NH st), 1325 (O=S=O st as), 1236 (P=O
st), 1157 (O=S=O st sim). HRMS (ESI): calcd. for C26H26NO5PS
[M + H]+ 496.1342; found 496.1344.

3f: White solid (78%), m.p. 167–168 °C (Et2O). 1H NMR: δ = 2.34
(s, 3 H, CH3), 3.41 (d, 3JP,H = 10.5 Hz, 3 H, CH3O), 3.60 (d, 3JP,H

= 10.6 Hz, 3 H, CH3O), 5.85 (d, 2JH,H = 1.4 Hz, 1 H, CH2O), 5.85
(d, 3JP,H = 10.9 Hz, 1 H, NH), 5.91 (d, 2JH,H = 1.4 Hz, 1 H, CH2O),
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6.54 (d, 3JH,H = 9.3 Hz, 1 H, CHAr), 6.93 (m, 2 CHAr), 6.99 (d,
3JH,H = 7.4 Hz, 2 H, 2 CHAr), 7.11 (dd, 3JH,H = 8.2, 4JP,H = 1.5 Hz,
2 H, 2 CHAr), 7.25–7.27 (m, 3 H, 3 CHAr), 7.62 (m, 2 H, 2 CHAr)
ppm. 13C NMR: δ = 21.2 (CH3), 54.1 (d, 2JP,C = 7.9 Hz, CH3O),
54.6 (d, 2JP,C = 7.7 Hz, CH3O), 68.6 (d, 1JP,C = 149.3 Hz, Cquat),
101.0 (CH2O), 106.8 (CHAr), 111.0 (d, 3JP,C = 6.0 Hz, CHAr), 124.8
(d, 3JP,C = 7.5 Hz, CHAr), 126.3 (2 CHAr), 127.3 (d, 3JP,C = 2.3 Hz,
2 CHAr), 128.0 (d, 5JP,C = 2.3 Hz, CHAr), 128.5 (2 CHAr), 128.9 (d,
2JP,C = 4.8 Hz, Cquat), 130.0 (d, 4JP,C = 5.4 Hz, 2 CHAr), 135.7 (d,
2JP,C = 5.3 Hz, Cquat), 139.0 (Cquat), 142.1 (Cquat), 146.6 (d, 5JP,C =
1.5 Hz, Cquat), 147.1 (d, 4JP,C = 1.8 Hz, Cquat) ppm. 31P NMR: δ =
23.8 ppm. IR: ν̃ = 3244 (NH st), 1335 (O=S=O st as), 1232 (P=O
st) 1161 (O=S=O st sim). HRMS (ESI): calcd. for C26H26NO5PS
[M + H]+ 490.1084; found 490.1112.

3g: White solid (77%), m.p. 181–182 °C (Et2O). 1H NMR: δ = 2.31
(s, 3 H, CH3), 2.67 (d, 4JH,H = 6.0 Hz, �CH), 3.39 (d, 3JP,H =
10.6 Hz, 3 H, CH3O), 3.73 (d, 3JP,H = 10.7 Hz, 3 H, CH3O), 5.81
(d, 3JP,H = 5.8 Hz, 1 H, NH), 7.08 (d, 3JH,H = 8.1 Hz, 2 H, 2 CHAr),
7.20–7.22 (m, 3 H, 3 CHAr), 7.53 (d, 3JH,H = 8.1 Hz, 2 H, 2 CHAr),
7.59 (m, 2 H, 2 CHAr) ppm. 13C NMR: δ = 21.5 (CH3), 55.8 (d,
2JP,C = 7.4 Hz, CH3O), 55.9 (d, 2JP,C = 7.4 Hz, CH3O), 58.5 (d,
1JP,C = 160.0 Hz, Cquat), 77.0 (d, 3JP,C = 23.1 Hz, �CH), 79.0 (d,
2JP,C = 8.8 Hz, �CH), 127.7 (d, 3JP,C = 4.7 Hz, 2 CHAr), 128.1 (d,
4JP,C = 2.6 Hz, 2 CHAr), 128.5 (d, 5JP,C = 2.9 Hz, CHAr), 129.0 (2
CHAr), 133.7 (d, 2JP,C = 6.2 Hz, Cquat), 138.2 (Cquat), 143.4 (Cquat)
ppm. 31P NMR: δ = 18.3 ppm. IR: ν̃ = 3310 (NH st), 3257 (�C–
H st), 2109 (C�C), 1325 (O=S=O st as), 1249 (P=O st) 1157
(O=S=O st sim). HRMS (ESI): calcd. for C18H20NO5PS
[M + H]+ 394.0873; found 394.0879.

Synthesis of TADDOL α-Aminophosphonate 6: Triethylamine
(0.35 mL, 2.5 mmol) was added to a suspension of N-tosylimine 4
(6.48 g, 25 mmol) and TADDOL phosphite 5 (12.8 g, 25 mmol) in
toluene (50 mL), and the reaction mixture was heated at reflux in
toluene for 24 h. The solvent was evaporated under vacuum, and
the resulting solid was purified by crystallization from diethyl ether
to give 6 (17.95 g, 93%) as a mixture of diastereoisomers (dr =
77:23, determined by 31P NMR spectroscopy). A second crystalli-
zation from diethyl ether gave a single diastereoisomer of 6 (13.7 g,
71%) as a white solid (dr � 95:5, determined by 31P NMR spec-
troscopy), m.p. 235–236 °C (Et2O). 1H NMR: δ = 0.49 (s, 3 H,
CH3), 0.79 (s, 3 H, CH3), 2.29 (s, 3 H, CH3), 4.85 (dd, 3JH,H = 7.1,
2JP,H = 24.6 Hz, 1 H, CHP), 5.05 (d, 3JH,H = 7.9 Hz, 1 H, CHO),
5.36 (d, 3JH,H = 8.1 Hz, 1 H, NH), 5.42 (d, 3JH,H = 7.9 Hz, 1 H,
CHO), 6.91–7.51 (m, 29 H, 29 CHAr) ppm. 13C NMR: δ = 21.3
(CH3), 26.2 (CH3), 26.8 (CH3), 58.2 (d, 1JP,C = 165.1 Hz, CHP),
79.4 (CHO), 80.0 (CHO), 88.0 (d, 2JP,C = 8.5 Hz, CquatO), 91.5 (d,
2JP,C = 14.0 Hz, CquatO), 114.1 (OCquatO), 126.4–129.7 (m, 29
CHAr), 133.8 (Cquat), 133.9 (d, 2JP,C = 5.4 Hz Cquat), 138.0 (Cquat),
139.4 (Cquat), 139.5 (Cquat), 143.0 (d, 3JP,C = 8.1 Hz, Cquat), 143.6
(d, 3JP,C = 7.1 Hz, Cquat) ppm. 31P NMR: δ = 14.3 ppm. IR: ν̃ =
3329 (NH st), 1333 (O=S=O st as), 1251 (P=O st), 1163 (O=S=O
st sim). HRMS (ESI): calcd. for C45H42NO7PS [M + H]+ 772.2498;
found 772.2500.

Synthesis of TADDOL α-Iminophosphonate 7: Trichloroisocyanuric
acid (3.49 g, 15 mmol) was added to a solution of α-aminophos-
phonate 6 (7.72 g, 10 mmol) in CH2Cl2 (30 mL) at room temp. The
resulting suspension was stirred overnight until the disappearance
of starting α-aminophosphonate 6 was observed, as monitored by
31P NMR spectroscopy. Then the solid residue was removed by
filtration to give a clear solution of the N-chloro-α-aminophos-
phonate intermediate (31P NMR: δ = 10.2 ppm). Poly(4-vinylpyr-
idine) (3 g), which had been dried at 100 °C overnight, was added.
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The resulting suspension was stirred under reflux overnight, then
it was filtered, and the filtrate was concentrated under vacuum. The
crude residue was purified by crystallization from Et2O to give 7
(6.31 g, 82 %) as a white solid, m.p. 138–139 °C (Et2O). 1H NMR:
δ = 0.57 (s, 3 H, CH3), 0.70 (s, 3 H, CH3), 2.46 (s, 3 H, CH3), 5.17
(d, 3JH,H = 7.9 Hz, 1 H, CHO), 5.48 (d, 3JH,H = 7.8 Hz, 1 H, CHO),
7.02–7.56 (m, 27 H, 27 CHAr), 7.73 (d, 3JH,H = 8.2 Hz, 2 H, 2
CHAr) ppm. 13C NMR: δ = 21.5 (CH3), 26.5 (CH3), 26.6 (CH3),
79.4 (d, 3JP,C = 2.1 Hz, CHO), 79.9 (d, 3JP,C = 1.8 Hz, CHO), 88.6
(d, 2JP,C = 8.5 Hz, CquatO), 92.2 (d, 2JP,C = 13.0 Hz, CquatO), 114.4
(OCquatO), 126.6 (2 CHAr), 127.0 (2 CHAr), 127.1 (2 CHAr), 127.2
(2 CHAr), 127.6 (CHAr), 127.7 (2 CHAr), 127.9 (2 CHAr), 128.1 (2
CHAr), 128.2–128.5 (m, 7 CHAr), 128.6 (CHAr), 128.6 (CHAr),
129.4 (d, 3JP,C = 2.6 Hz, 2 CHAr), 129.5 (2 CHAr), 131.4 (d, 5JP,C

= 1.0 Hz, CHAr), 133.5 (d, 2JP,C = 27.3 Hz, Cquat), 137.1 (d, 4JP,C

= 2.5 Hz, Cquat), 139.0 (d, 3JP,C = 13.6 Hz, Cquat), 139.1 (Cquat),
142.7 (Cquat), 143.3 (d, 3JP,C = 4.8 Hz, Cquat), 144.0 (Cquat), 176.6
(d, 1JP,C = 217.0 Hz, C=N) ppm. 31P NMR: δ = –5.6 ppm. IR: ν̃
= 1617 (C=N st), 1336 (O=S=O st as), 1262 (P=O st), 1166
(O=S=O st sim). MS (EI): m/z (%) = 769 (12) [M]+, 614 (3), 258
(100). HRMS (ESI): calcd. for C45H40NO7PS [M + H]+ 770.2341;
found 770.2343.

Nucleophilic Addition of a Grignard Reagent to TADDOL α-Imino-
phosphonate 7: The organometallic reagent (1.0 m solution in THF;
0.6 mL, 0.6 mmol) was added to a solution of α-ketiminophos-
phonate 7 (385 mg, 0.5 mmol) in THF (1 mL) at –80 °C. The mix-
ture was stirred for 1 h at –80 °C, and then it was warmed to room
temp. The reaction was then quenched with NH4Cl (saturated aq.;
2 mL). The resulting mixture was diluted with CH2Cl2 (5 mL),
washed with water (3� 5 mL), dried with MgSO4, and concen-
trated under vacuum. The residue was purified by column
chromatography (EtOAc/hexanes, 4:1).

8a: dr = 94:6 (� 95:5 after chromatography). White solid (81%),
m.p. 116–117 °C (Et2O). 1H NMR: δ = 0.49 (s, 3 H, CH3), 0.81 (s,
3 H, CH3), 2.00 (d, 3JP,H = 18.0 Hz, 3 H, CH3), 2.39 (s, 3 H, CH3),
5.04 (d, 3JH,H = 5.5 Hz, 1 H, CH), 5.42 (d, 3JH,H = 5.5 Hz, 1 H,
CH), 7.05–7.59 (m, 29 H, 29 CHAr) ppm. 13C NMR: δ = 20.5 (d,
2JP,C = 6.0 Hz, CH3), 21.3 (CH3), 26.2 (CH3), 26.8 (CH3), 60.4 (d,
1JP,C = 160.6 Hz, CHP), 78.6 (CHO), 79.2 (CHO), 86.9 (d, 2JP,C =
8.3 Hz, CquatO), 91.5 (d, 2JP,C = 14.2 Hz, CquatO), 113.8 (OCquatO),
126.1–129.6 (m, 29 CHAr), 137.4 (d, 3JP,C = 3.4 Hz Cquat), 138.9 (d,
2JP,C = 9.9 Hz, Cquat), 139.0 (Cquat), 139.6 (Cquat), 142.8 (Cquat),
142.9 (d, 3JP,C = 8.2 Hz, Cquat), 143.6 (d, 3JP,C = 7.1 Hz, Cquat)
ppm. 31P NMR: δ = 18.4 ppm. IR: ν̃ = 3328 (NH st), 1333 (O=S=O
st as), 1251 (P=O st), 1163 (O=S=O st sim). MS (EI): m/z (%) =
785 (60) [M]+, 631 (11), 353 (100). HRMS (ESI): calcd. for
C46H44NO7PS [M + H]+ 786.2654; found 786.2649.

8b: dr = 55:45 (63:37 after chromatography). White solid (80%),
m.p. 139–140 °C (Et2O). 1H NMR: δ = 0.37 and 0.40 (s, 3 H, CH3

major and minor), 0.68 and 0.72 (s, 3 H, CH3 major and minor),
2.24 and 2.42 (s, 3 H, CH3 major and minor), 4.63 and 4.73 (d,
3JH,H = 7.9 Hz and d, 3JH,H = 7.8, 1 H, CHO major and minor),
5.36 and 5.40 (d, 3JH,H = 7.8 Hz, and d, 3JH,H = 7.5 Hz, 1 H, CHO
major and minor), 5.94 (d, 3JP,H = 7.7 Hz, 1 H, NH major and
minor), 6.71–7.92 (m, 36 H, 36 CHAr major and minor). 13C NMR:
δ = 21.3 and 22.3 (CH3, major and minor), 21.6 and 22.6 (CH3,
major and minor), 26.8 and 26.9 (CH3, major and minor), 69.0
and 69.3 (d, 1JP,C = 156.9 Hz and d, 1JP,C = 157.1 Hz, CHP, minor
and major), 78.5 and 78.7 (d, 3JP,C = 1.2 Hz and d, 3JP,C = 1.1 Hz,
CHO, major and minor), 78.8 and 78.9 (d, 3JP,C = 2.3 Hz and d,
3JP,C = 1.9 Hz, CHO, minor and major), 87.5 and 87.6 (d, 2JP,C =
8.0 Hz and d, 2JP,C = 8.1 Hz, CquatO, major and minor), 87.5 and
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87.6 (d, 2JP,C = 8.0 Hz and d, 2JP,C = 8.1 Hz, CquatO, major and
minor), 92.8 and 93.0 (d, 2JP,C = 13.0 Hz and d, 2JP,C = 14.4 Hz,
CquatO, minor and major), 114.0 and 114.1 (OCquatO, major and
minor), 125.3–130.8 (m, 36 CHAr major and minor), 131.9–143.9
(m, 10 Cquat major and minor). 31P NMR: δ = 17.6 (major), 17.9
(minor) ppm. IR: ν̃ = 3310 (NH st), 1334 (O=S=O st as), 1259
(P=O st) 1160 (O=S=O st sim). MS (EI): m/z (%) = 785 (60)
[M]+, 631 (11), 353 (100). HRMS (ESI): calcd. for C55H48NO7PS
[M + H]+ 898.2967; found 898.2975.

Hydrolysis of TADDOL-Derived α-Aminophosphonate 8a: A sus-
pension of α-aminophosphonate 9a (393 mg, 0.5 mmol) in HCl
(10 m aq.; 2 mL) was heated at reflux overnight. The resulting solu-
tion was concentrated under vacuum, the residue was dissolved in
hot EtOH (2 mL), and an excess of propylene oxide was added to
this solution. The mixture was stirred for 3 h at room temp., and
the resulting white solid was collected by filtration to give (S)-9
(80 mg, 80%). [α]D20 = –52.6 (c = 0.80, 1 m NaOH). Data agree with
literature values.[28]

Supporting Information (see footnote on the first page of this arti-
cle): 1) 1H and 13C NMR spectra of quaternary N-tosyl α-amino-
phosphonates 3a–3g, N-tosyl α-aminophosphonate 6, N-tosyl α-
iminophosphonate 7, and quaternary N-tosyl α-iminophosphon-
ates 8a and 8b.
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Winiarski, P. Kasperkiewicz, M. Psurski, J. Wietrzyk, J. Olek-
syszyn, Bioorg. Med. Chem. Lett. 2011, 21, 1310–1314; d) E.
Uh, E. R. Jackson, G. San Jose, M. Maddox, R. E. Lee, R. E.



J. Vicario, P. Ortiz, F. PalaciosFULL PAPER
Lee, H. I. Boshoff, C. S. Dowd, Bioorg. Med. Chem. Lett. 2011,
21, 6973–6976.

[8] W. W. Smith, P. A. Bartlett, J. Am. Chem. Soc. 1998, 120, 4622–
4628.

[9] For excellent reviews, see: a) M. Ordóñez, F. J. Sayago, C. Cati-
viela, Tetrahedron 2012, 68, 6369–6412; b) M. Ordóñez, H.
Rojas-Cabrera, C. Cativiela, Tetrahedron 2009, 65, 17–49.

[10] a) J. Vicario, F. Palacios, Adv. Synth. Catal. 2012, 354, 2641–
2647; b) R. Dodda, C.-G. Zhao, Org. Lett. 2007, 9, 165–167;
c) H. Kiyohara, Y. Nakamura, R. Matsubara, S. Kobayashi,
Angew. Chem. 2006, 118, 1645–1647; Angew. Chem. Int. Ed.
2006, 45, 1615–1617; d) S. Kobayasi, H. Kiyohara, Y. Naka-
mura, R. Matsubara, J. Am. Chem. Soc. 2004, 126, 6558–6559.

[11] a) F. Palacios, A. M. Ochoa de Retana, J. M. Alonso, J. Org.
Chem. 2006, 71, 6141–6148; b) F. Palacios, A. M. Ochoa de Re-
tana, J. I. Gil, R. López de Munain, Org. Lett. 2002, 4, 2405–
2408.

[12] a) C. Alonso, M. Gónzalez, M. Fuertes, G. Rubiales, J. M.
Ezpeleta, F. Palacios, J. Org. Chem. 2013, 78, 3858–3866; b)
J. M. de los Santos, R. Ignacio, D. Aparicio, F. Palacios, J. M.
Ezpeleta, J. Org. Chem. 2009, 74, 3444–3448; c) F. Palacios, D.
Aparicio, J. Vicario, Eur. J. Org. Chem. 2005, 2843–2850.

[13] a) J. M. de los Santos, R. Ignacio, G. Rubiales, D. Aparicio, F.
Palacios, J. Org. Chem. 2011, 76, 6715–6725; b) F. Palacios,
A. M. Ochoa de Retana, J. Oyarzabal, S. Pascual, G.
Fernández de Trocóniz, J. Org. Chem. 2008, 73, 4568–4574.

[14] a) J. Vicario, C. Alonso, J. M. de los Santos, F. Palacios, Curr.
Org. Synth. 2010, 7, 628–649; b) F. Palacios, A. M.
Ochoa de Retana, J. I. Gil, J. M. Alonso, Tetrahedron 2004, 60,
8937–8947.

[15] a) F. Palacios, A. M. Ochoa de Retana, A. Velez del Burgo, J.
Org. Chem. 2011, 76, 9472–9477; b) F. Palacios, A. M.
Ochoa de Retana, J. M. Alonso, J. Org. Chem. 2005, 70, 8895–
8901.

[16] a) J. M. de los Santos, R. Ignacio, D. Aparicio, F. Palacios, J.
Org. Chem. 2007, 72, 5202–5206; b) F. Palacios, D. Aparicio,

www.eurjoc.org © 2013 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim Eur. J. Org. Chem. 2013, 7095–71007100

Y. Lopez, J. M. de los Santos, Tetrahedron 2005, 61, 2815–2830.
[17] F. Palacios, J. Vicario, A. Maliszewska, D. Aparicio, J. Org.

Chem. 2007, 72, 2682–2685.
[18] J. Vicario, D. Aparicio, F. Palacios, J. Org. Chem. 2009, 74,

452–455.
[19] a) R. D. Momo, F. Fini, L. Bernardi, A. Ricci, Adv. Synth.

Catal. 2009, 351, 2283–2287; b) S. Kobayashi, R. Yazaki, K.
Seki, Y. Yamashita, Angew. Chem. 2008, 120, 5695–5697; An-
gew. Chem. Int. Ed. 2008, 47, 5613–5615; c) F. Palacios, A. M.
Ochoa de Retana, J. Pagalday, Eur. J. Org. Chem. 2003, 913–
919; d) D. Seyferth, R. S. Marmor, P. Hilbert, J. Org. Chem.
1971, 36, 1379–1386.

[20] R. Kuwano, R. Nishio, Y. Ito, Org. Lett. 1999, 1, 837–839.
[21] a) F. A. Davis, H. Xu, Y. Wu, J. Zhang, Org. Lett. 2006, 8,

2273–2276; b) M. Amedjkouh, K. Westerlund, Tetrahedron
Lett. 2004, 45, 5175–5177; c) A. Studer, D. Seebach, Heterocy-
cles 1995, 40, 357–378.

[22] a) M. Mikołajczyk, P. Łyżwa, J. Drabowicz, Tetrahedron:
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