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A carbene-catalyzed enantioselective cycloaddition reaction between enals and cyclic ketiminophospho-
nates is disclosed. a-Amino phosphonates bearing sophisticated fused heterocycles and quaternary
carbons are afforded with excellent enantioselectivities. The a-amino phosphonate products from our
approach exhibit encouraging anti-bacterial activities against X. oryzae pv. oryzae, the bacteria that cause
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Phosphonic analogues of naturally occurring amino acids have
strong affinities with amino peptidase' and therefore exhibit
diverse biological activities.> These amino phosphonates
can be used as medicines for humans such as renin inhibi-
tors’ and anti-cancer agents. In the field of pesticides,
Song and co-workers have developed a novel amino phospho-
nate (Dufulin) with strong anti-virus activity and broad com-
mercial applications for plant protection.” Considerable atten-
tion has been paid to the synthesis of a-amino phosphonic
acids and their derivatives, especially in their optically pure
forms.°

Transition-metal-free organic catalysis is a promising
approach as it offers excellent enantioselectivity control and
the conditions are typically mild and green.” We are interested
in developing N-heterocyclic carbene (abbreviated as NHC or
carbene)® organic catalysis for new or more efficient reactions.
Despite the rapid progress of NHC catalysis, access to chiral
phosphonic acid derivatives via this class of catalysis is rare.’
The only two reports are from Scheidt’s and our laboratories.
Scheidt and co-workers showed that optically enriched tetrahy-
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serious diseases to rice and other plants.

drofurans bearing phosphonate units could be synthesized
under the catalysis of a rationally designed chiral imidazo-
lium-derived NHC catalyst (Fig. 1a, eqn (1))."° We recently
showed that the addition of enals to o-ketophosphonates
could afford 2-pyranylphosphonates with anti-bacterial and
anti-viral activities (Fig. 1a, eqn (2))."" It is also worth noting
that cyclic sulfonyl imines have been previously used by us in
the [4 + 2] cycloaddition reactions with p-methyl enals to syn-
thesize chiral tricyclic sulfonyl amides with antimicrobial
activities (Fig. 1b).'> However, carbene-catalyzed methods for
the synthesis of chiral amino phosphonates that are likely
more useful remain undeveloped. Here we disclose that the
addition of enal y-carbon™ to cyclic ketiminophosphonates 2
under oxidative NHC catalysis can afford a-amino phospho-
nates 3 with exceptionally high er values in most cases
(Fig. 1c). The key steps involve the formation of vinyl enolate
intermediate I from enal and the catalyst, and subsequent
addition of I to ketiminophosphonates 2 to form II. The
overall process is an asymmetric formal aza-[4 + 2] cyclo-
addition reaction. One fully substituted carbon center is
formed with excellent stereo-controls. The catalytic reactions
are amenable for large scale synthesis. Preliminary studies on
the bioactivities showed that our products can provide
encouraging anti-bacterial activities against X. oryzaepv.
oryzae'* that cause serious diseases to rice and other plants.
The p-methyl-a,p-unsaturated aldehyde 1a and the cyclic
ketiminophosphonate 2a are selected as the model substrates
to evaluate the catalytic conditions of the [4 + 2] cycloaddition
reaction with the dibenzoquinone 4 used as the external
oxidant. Various NHC catalysts were first examined for this
transformation (Table 1, entries 1 to 5). N-Mesityl substituted
triazolium NHC catalysts derived from chiral amino-indanol
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Fig. 1 Synthesis of chiral phosphonate compounds through NHC
organocatalysis.

oxidant

scaffolds could give the desired a-amino phosphonate product
3a in promising yields and enantioselectivities (entries 3-4).
The other NHC catalysts that we tested could not effectively
facilitate product formation (e.g., entries 1, 2 and 5). NHC cata-
lyst D '° was then selected to test the base and solvent effects
on this catalytic transformation. Inorganic bases with different
basicities could give the products in moderate to excellent
yields with excellent optical purities (e.g., entries 6-7), while
the organic bases that we tested gave the desired products in
poor yields (e.g., entries 8 to 9). A variety of organic solvents
could be used as the reaction medium without obvious
erosion of the enantioselectivities, though the product yields
are generally lower (entries 10 to 11). Therefore, the optimized
reaction conditions were identified: using NHC D as the chiral
catalyst, NaOAc as the base and THF as the solvent, the desired
a-amino phosphonate product 3a formed in 93% yield and
>99: 1 er value (entry 7).

With the optimized reaction conditions in hand (as stated
in Table 1, entry 7), we then examined the reaction scope
using enal substrates 1 with various substitution patterns
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Table 1 Condition optimization?

\\ ,, NHC (5 mol%) 00 @
4.(120 mol%) -
ocsz base (20 mol%)
P OC,Hs solvent Ph
o 30°C, 12h PO(OC,Hs),
3a
)EH e
Bn N ® )
A “Mes =N SAr
01 5 © C: X =H, Ar=Mes
$» \N@“ D: X = Br, Ar = Mes
\/N E:X=H,
B B “Mes Ar = 2,4,6-trichlorobenzene

Entry Cat Base Solvent Yield” [%] er’
1 A Cs,CO; THF <5 —
2 B Cs,CO; THF <5 —
3 C Cs,CO;4 THF 34 98:2
4 D Cs,CO; THF 73 99:1
5 E Cs,CO; THF <5 —
6 D K,COs THF 60 99:1
7 D NaOAc THF 93 >99:1
8 D DBU THF 34 97:3
9 D DMAP THF <5 —
10 D NaOAc EtOAc 58 >99:1
11 D NaOAc CH,Cl, 32 99:1

“Reaction conditions: 1a (0.12 mmol), 2a (0.1 mmol), NHC
(0.005 mmol) base (0.02 mmol), 4 (0.12 mmol), THF (2 mL), 30 °C,
12 h. ?Yields were isolated yields after purlflcatlon by SiO, column
chromatography. ¢er values were determined via HPLC using a chiral
stationary phase.

(Table 2). Both of the electron-donating and the electron-with-
drawing groups could be installed at the 4- and 3-positions of
the p-benzene ring on enal 1a, with the chiral a-amino phos-
phonates afforded in good to excellent yields and excellent
enantioselectivities (3a to 3g). Substitutions at the 2-position
of the p-benzene ring on enal 1a gave the products in lower
yields, although the er values of the products were still excel-
lent (3h to 3k). The B-benzene ring on enal 1a could also be
switched to various electron-rich aromatic or heteroaromatic
groups, with the corresponding products obtained in moderate
to good yields in their optically pure forms (31 to 3o0).
Interestingly, aliphatic enal substrates could also give the
desired products in a highly enantioselective manner through
this transformation, although the yields were relatively lower
under the current catalytic conditions (e.g., 3p).

Various ketiminophosphonates 2 bearing different substitu-
ents on both of the benzene rings and the phosphonate units
also worked well in this process, with all the a-amino phospho-
nate products afforded in good to excellent yields with excel-
lent optical purities (Table 3, 3q to 3u). It is worth noting that
the developed -catalytic [4 + 2] transformation could be
smoothly carried out at gram-scales, with the desired a-amino
phosphonates afforded in even higher yields without erosion
of the enantioselectivities (e.g., 3u). The a-amino phosphonate
product 3u obtained from this methodology could be further
reduced to give tetrahydropyridine-derived phosphonate 5 in a
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Table 2 Scope of enals?
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Table 3 Scope of ketiminophosphonates.?
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“Reactions were carried out under conditions as in Table 1, entry
7. Yields were isolated yields. er values were determined via HPLC
using a chiral stationary phase.

quantitative yield with the retention of the optical purity as a
single diastereomer (Table 3, 3u to 5).

Since the afforded chiral a-amino phosphonate products 3
are analogous to a variety of bio-active molecules, we are very
much interested in their potential applications in the develop-
ment of novel agrichemicals. X. oryzaepv. oryzae'* is the cause
of a serious disease in rice named bacterial blight (abbreviated
as BB),'® which can lead to an enormous loss of rice pro-
duction. We therefore tested the anti-bacterial activities of our
products 3 against X. oryzaepv. oryzae with bismerthiazol and
DMSO used as the positive and negative controls respectively
(Table 4)."” To our delight, many of our products with various
substitution patterns have exhibited encouraging anti-bacterial
activities against X. oryzaepv. oryzae (e.g., 3d, 3e, 31, for more
details, see the ESIt). It is worth noting that some of the pro-
ducts obtained by this methodology have exhibited even better
anti-bacterial activities than the commercialized bactericide of
bismerthiazol (e.g., 31).
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“Reactions were carried out under conditions as in Table 1, entry
7. Yields were isolated yields. er values were determined via HPLC
using a chiral stationary phase. ? The reaction was carried out at the
1.5 mmol scale.

Table 4 Anti-bacterial activity of products 3

X. oryzaepy. oryzae inhibition rate® (%)

Compound 100 pg mL™* 200 pg mL™*
3d 17.1 £ 4.8 46.0 £ 1.9
3e 45.6 £ 3.8 80.0 + 2.5

31 69.3 + 3.8 88.8 +3.1
Bismerthiazol” 45.4+1.9 73.6+ 1.4
DMSO° 0 0

“All data were average data of three replicates. ” Commercial bacteri-
cide, used as the positive control. “DMSO was used as the negative
control.

Conclusions

In summary, we have developed an NHC-catalyzed oxidative
enantioselective [4 + 2] reaction for the preparation of chiral
a-amino phosphonates. A variety of substituted a-amino phos-
phonates bearing sophisticated multi-cyclic scaffolds were
afforded in generally good to excellent yields with excellent
enantioselectivities. The a-amino phosphonate products
afforded by this methodology exhibited promising anti-bac-
terial activities against X. oryzaepv. oryzae. Further investi-
gations into the biological activities of the chiral amino phos-
phonates, as well as the quick access to sophisticated chiral
functional molecules by assembly of simple substrates through
NHC organocatalysis, are currently in progress in our
laboratories.
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