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A new amide-forming reaction with N-benzoyloxyamines and a-ketophosphonic acids was investigated.
A mixed solvent of +-BuOH/water (1:1) at 40 °C provided the desired amide in high yield (71—96%).
Both phosphonic acids (9, 12, or 13) and their disodium salts (e.g., 10) were shown to react with the
respective N-benzoyloxyamines (1b and 4) in excellent yields. The phosphonic acid methyl ester
monosodium salt 11 did not react under these conditions. However, compound 11 did provide the desired
amide in 22% yield upon addition of 2 equiv of TFA. The N-acylation reaction is highly chemoselective
for N-benzoyloxyamines as both aliphatic amines and N-hydroxylamines were shown not to react
productively with the o-ketophosphonic acids under the conditions tested. Moreover, the o-ketophosphonic
acids are more selective than the related o-ketocarboxylic acid systems, which react with both the
N-hydroxylamines and N-benzoyloxyamines. In this regard, this novel phosphonic acid methodology

provides a new high-yielding, chemoselective acylating reagent for further study.

Introduction

Amides are the fundamental connections within protein
architectures and as such represent an important synthetic target.
Classically, the amide functional group (aka the peptide bond)
is made via the dehydrative coupling of carboxylic acids and
amines. A multitude of reagents have been developed to
facilitate amide bond formation in peptides in high yield via
this dehydrative approach. The vast majority of these method-
ologies involve the coupling of activated carboxylic acid esters
and amines in the presence of other additives, which ensure
the maintenance of chiral integrity (e.g., hydroxybenzotriazole)
or assist in the sequestration of water.

While numerous alternative approaches to amides have
recently been reviewed,' opportunities still exist to develop new
reagents, which arrive at the amide target by molecular
mechanisms other than the traditional dehydrative approach.
Indeed, a success in this area could lead to a variety of benefits
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for chemists including the development of novel chemoselective
acylating agents which react with amine derivatives by alterna-
tive mechanisms, improvements in peptide coupling reaction
conditions, and changing the nature of the byproducts and waste-
streams generated during peptide manufacture. Moreover, a
nondehydrative pathway allows for new reactions to be con-
ducted in aqueous media, a potential green alternative to
dimethylformamide, DMF.

The present work was inspired by recent publications by the
Bode group, who described a novel oxidative decarboxylation
process involving hydroxylamines 1a and a-ketoacids 2b and
their conversion to amides 3b (Scheme 1).>* Since our group

(2) Bode, J. W.; Fox, R. M.; Baucom, K. D. Chemoselective Amide Ligations
by Decarboxylative Condensations of N-Alkylhydroxylamines and o-Ketoacids.
Angew. Chem., Int. Ed. 2006, 45, 1248-1252.

(3) Carrillo, N.; Davalos, E. A.; Russak, J. A.; Bode, J. W. Iterative, Aqueous
Synthesis of 3*-Oligopeptides without Coupling Reagents. J. Am. Chem. Soc.
2006, 128, 1452-1453.

(4) Phanstiel, O., IV; Wang, Q. X.; Powell, D. H.; Ospina, M. P.; Leeson,
B. A. Synthesis of Secondary Amines via N-(Benzoyloxy)amines and Orga-
noboranes. J. Org. Chem. 1999, 64, 803-806.

(5) Wang, Q. X.; King, J.; Phanstiel, O., IV. An Improved Synthesis of
0O-Benzoyl Protected Hydroxamates. J. Org. Chem. 1997, 62, 8104-8108.
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SCHEME 1. Amide-Forming Reactions with a-Ketoacids

H H R'

. 1

R+ Ho R' DMF_ ©/\/ T
40°C

1a: R=OH 2aR'= CH3 3a: R'=CHj,3
1b: R=OCOPh 2b:R"= CH,Ph 3b:R"= CH,Ph
TABLE 1.“
u 9
N\O + HO solvent
©/\/ o 15h 3b
1b 2b
entry 1b 2b  yield of 3b (%) temp (°C) solvent
1 1 1 92 40 50% aq t-BuOH

2 1 2 96 40 50% aq t-BuOH

“ Relative molar equivalents of substrate (reactions conducted at 0.05
M 1b with a 0.1 mmol scale).

had previously developed in 1997 an improved entry into
N-(benzoyloxy)amines™** (i.e., O-acylated hydroxylamines), e.g.
1b, and demonstrated that these could be converted to amides
and incorporated into o.,3-peptides in 2000,° we speculated that
these materials could also react with o-ketoacids (2a and 2b)
to yield amides (3a’ and 3b, respectively). Indeed, N-(benzoy-
loxy)amines can also undergo the Bode o-ketoacid chemistry
(Table 1).

Having shown for the first time that N-benzoyloxyamines can
undergo this chemistry, we recently extended this discovery to
include the related o-ketophosphonic acids and their salts.
Indeed, we found that o-ketophosphonic acids (and their salts)
are highly chemoselective acylating agents. This report describes
our findings with these novel phosphonic acid reagents and
demonstrates their unprecedented degree of chemoselectivity
in N-acylation.

Results and Discussion

To survey this new chemistry, several N-benzoyloxyamines
and a-ketophosphonates were prepared.

Synthesis. Three hydroxylamine derivatives were prepared
for comparisons. Compound 1b was prepared by published
methods in 72% yield.* For comparison the N-hydroxy system
1a was prepared from 1b, using MeOH/THF and LiOH in 84%
yield. Since our N-benzoyloxylation process* provided ready
access to 3-N-(benzoyloxy)amino acids (i.e., good models for
[-peptide synthesis), -alanine derivative 4a and Boc-protected
benzoyloxyamine 4b were also prepared and screened along
with the other N—O containing models, 1a and 1b (Scheme 2).

A variety of routes are available for the synthesis of
phosphonic acids and their precursors.®”'* a-Ketophosphonate
esters can be synthesized either by the reaction of acid chorides®
and trialkylphosphites or by the coupling'® of aldehydes and
trialkyl phosphites to form a-hydroxyphosphonates followed by
oxidation."!

(6) (a) Nemchik, A.; Badescu, V.; Phanstiel, O., IV. N-(Benzoyloxyamines):
An Investigation of Their Thermal Stability, Synthesis and Incorporation into
Novel Peptide Constructs. Tetrahedron 2003, 59 (24), 4315-4325. (b) Wang,
L.; Phanstiel, O., IV. Synthesis of N-(Hydroxy)amide and N-(Hydroxy)-
thioamide-Containing Peptides. J. Org. Chem. 2000, 65, 1442—-1447.

(7) Das, B.; Thirupathi, P. A Highly Selective and Efficient Acetylation of
Alcohols and Amines with Acetic Anhydride using NaHSO4:SiO, as a
Heterogeneous Catalyst. J. Mol. Catal. A: Chem. 2007, 269, 12-16.
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SCHEME 2. Synthesis of 1a, 1b, 4a, and 4b“”

g 1
R/\(\’)'r:HZ 2. R/\(\’)r:‘o Ph —2~ /\(VTN‘OH

5a: R =Ph, m=1
5b: R = COOEt, m=1 4a: R = COOEt, m=1
5¢: R = NHBoc, m=2 4b: R = NHBoc, m=2

“ Reagents: (a) BPO, pH 10.5 aq. buffer; (b) LIOH/CH30H/THF.

1b: R =Ph, m=1 1a: R=Ph, m=1

(from 1b)

SCHEME 3. Synthesis of o-Ketophosphonic Acid
Derivatives”
o}
O
a
im P(OCH;)s )L ey 4
“OCH OH
6 7 Hs CO 3 O
/
)J\P/\ c )J\ 7
HyCO~ “ONa
1 10

“Reagents: (a) (i) (CH3)3SiBr, (ii) CH30H, 56%; (b) (i) (CH3)3SiBr,
(ii) NaHCOs3, 77%; (c) Nal, Acetone, 85%.

As shown in Scheme 3, the a-ketophosphonate dimethyl ester
(e.g., 8) can be readily converted to either the phosphonic acid
9% or the disodium salts 10° in good yields. For example, acetyl
phosphonic acid 9 was prepared by the reaction of acetyl
chloride 6 with trimethyl phosphite 7 (to give 8'>") followed
by dealkylation with trimethylsilyl bromide (TMSBr) and
methanol to give 9 (56%).® Alternatively, treatment of 8 with
TMSBr followed by aqueous sodium bicarbonate gave the
disodium salt 10 (77%) as reported.” The selective deprotection
of 8 to the monoester monosodium salt 11 (85%) was ac-
complished via the literature method® using Nal and acetone.
In this regard, the flexibility associated with the chemoselective
phosphonate ester cleavage steps provided rapid entry into a
variety of diacid (9), diacid salts (10), and monoacid ester (11)
derivatives for evaluation in this new chemistry.

(8) (a) Karaman, R.; Goldblum, A.; Breuer, E. Acylphosphonic Acids and
Methyl Hydrogen Acylphosphonates: Physical and Chemical Properties and
Theoretical Calculations. J. Chem. Soc., Perkin Trans. I 1989, 765-774. (b)
Bunik, V. I; Denton, T. T.; Xu, H.; Thompson, C. M.; Cooper, A. J. L.; Gibson,
G. E. Phosphonate Analogues of R-Ketoglutarate Inhibit the Activity of the
R-Ketoglutarate Dehydrogenase Complex Isolated from Brain and in Cultured
Cells. Biochemistry 2005, 44, 10552-10561.

(9) Kim, M. J.; Hennen, W. J.; Sweers, H. M.; Wong, C. H. Enzymes in
Carbohydrate Synthesis: N-Acetylneuraminic Acid Aldolase Catalyzed Reactions
and Preparation of N-Acetyl-2-deoxy-D-neuraminic Acid Derivatives. J. Am.
Chem. Soc. 1988, 110, 6481-6486.

(10) (a) Azizi, N.; Saidi, M. R. S. Lithium Perchlorate Diethyl Ether Solution:
A Highly Efficient Media for the Abramov reaction. Phosphorus, Sulfur, Silicon
2003, 778, 1255-1259. (b) Heydari, A.; Arefi, A.; Khaksar, S.; Tajbakhsh, M.
Hydrophosphonylation of Aldehydes Catalyzed by Guanidine Hydrochloride in
Water. Catal. Commun. 2006, 7, 982-984. (¢) Goldeman, W.; Soroka, M. The
Preparation of Dialkyl 1-Hydroxyalkylphosphonates in the Reaction of Trialkyl
Phosphites with Oxonium Salts Derived from Aldehydes or Ketones. Synthesis
2006, 78, 3019-3024. (d) Consiglio, G.; Failla, S.; Finocchiaro, P. A General
Synthetic Approach to a-Hydroxy Phosphoryl Compounds. Phosphorus, Sulfur
Silicon Relat. Elem. 1996, 117, 37-54.

(11) (a) Firouzabadi, H.; Nasser, L.; Sara, S. Preparation of a-Ketophospho-
nates by Oxidation of o-Hydroxyphosphonaes with Pyridinium Chloromate
(PCC). Phosphorus, Sulfur, Silicon 2004, 179, 1483-1491. (b) Firouzabadi, H
Iranpoor, N.; Sobhani, S. Preparation of a-Ketophosphonates by Oxidation of
a-Hydroxyphosphonates with Neutral Alumina Supported Potassium Perman-
ganate (NASPP) Under Solvent-Free Conditions and Potassium Permanganate
in Dry Benzene. Tetrahedron Lett. 2002, 43, 477-480.

(12) (a) Migianu, E.; Guenin, E.; Lecouvey, M. New efficient synthesis of
1-Hydroxymethylene-1,1-bisphosphonate Monomethyl Esters. Synlett 2005, 3,
425-428. (b) Dixon, H. B. F.; Giddens, R. A.; Harrison, R. A.; Henderson, C. E.;
Norris, E. N.; Parker, D. M.; Perham, R. N.; Slater, P.; Sparkes, M. J. A Synthesis
of Acetylphosphonic Acids and of 1-Aminoalkylphosphonic Acids: The Action
of Pyruvate Dehydrogenase and Lactase Dehydrogenase on Acetylphosphonic
Acid. J. Enzyme Inhib. 1991, 5, 111-117.
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SCHEME 4. Synthesis of 12 and 13“

P(OCHg)s OH
/ﬁ\ + or —8 /k //O
R” P
R H " \OR1
P(OEt), RO
14:R=Ph 16:R=Ph,R'=Et
H H
15:R= 17:R= =X ,R'=CH,

R” P P,
HO ~OH R'0 OR
12:R =Ph 18:R = Ph,R' = Et

H H
H Ph H Ph

“Reagents: (a) TFA/0°C to rt, 60-70%; (b) PCC/CH,Cly; (c) (i)
(CH3)3SiBr, (ii) CH30H.

As shown in Scheme 4, the o-ketophosphonic acids 12 and
13 were synthesized by the coupling of their precursory
aldehydes 14 and trans-15 with trimethyl phosphite to give
a-hydroxyphosphonates 16 and 17, respectively.'® Subsequent
oxidation with PCC''® gave 18 and 19 in 49% and 58% yield,
respectively. The a-ketophosphonic acids 12 and 13 were
synthesized in good yields by O-dealkylation of 18** and 19'*
with TMSBr and MeOH.

With the necessary reagents in hand, the reaction was
explored as a function of the phosphonate functionality. The
results are shown in Table 2. This study revealed for the first
time that amides can be formed in high yield by a-ketophos-
phonic acid derivatives and N-benzoyloxyamines.

There were several significant findings from our study. First,
the hydroxylamine derivative 1a did not acylate upon reaction
with the phosphonic acid 9 (with or without TFA added), and
the disodium salt 10 (Table 2, entries 1—3). In contrast, the
N-benzoyloxyamines 1b, 4a, and 4b provided the expected
amides in good to excellent yields with 9 and 10 (Table 2, entries
5, 6, 11, 12, and 17). Second, the phosphonate diester 8 and
monoester 11 were unreactive with 1b and 4a (Table 2, entries
4, 7, 10, and 13). Interestingly, the monoester 11 could be
converted to the desired amide, albeit in low yield, upon the
addition of TFA (Table 2, entries 8 and 14). Third, this
technology seems to be general as both the benzoylphosphonate
12 and the trans-cinnamoyl derivative 13 were converted to
their respective amide products in =75% yield (Table 2, entries
9, 15 and 16).

As shown in Table 2, the o-ketophosphonic acids and salt
forms (9, 10, 11, 12, and 13) were all reactive to 1b, 4a, or 4b,
while the a-ketophosphonate dimethyl ester 8 was not.

It is interesting to note that the phenylethylamine Sa was not
N-acetylated with either the phosphonic acid 9 or its disodium
salt 10 (Table 2, entries 19 and 20) under the conditions studied.
For example, with 5a and 10 only trace quantities of the
acetamide product 3a were observed (<0.9%). However, the
amine Sa did react with diester 8 to give the desired amide 3a
in 24% yield after heating in 50% t-BuOH/water at 40 °C for
15 h (Table 2, entry 18). Indeed, it has been reported previously
by Hata et al. that amines can react directly with diethyl

Arora et al.
TABLE 2.
Q. j)]\ 50% ¢-BUOH/H,O j\
R R N S0% EBUOHMO R s
M;\H ’ R?’P\Rs R 40°C, 15hrs \6/);\” R

1a: R=Ph, R! = OH,m=1 8:R?=R3= OCH3, R*=CH;
1b: R = Ph, R* = 0OCOPh, m=1 9 R=R%=OH,R*=CH,3
4a: R = COOEt, R' = OCOPh, m=1 16:R2=R%=ONa, R*= CHs
4b: R = NHBoc, R' = OCOPh, m=2 14: RZ =OMe, R®=0Na, R%=CHj, 21: R = COOEt, R® = Ph, m=1
Sa:R=Ph,R'=H,m=1 12:R2=R%=0H, R*=Ph 22: R = COOEY, R® = -CH=CH-Ph, m=1
13:R?=R%=0OH, R*=-CH=CH-CgHs  23: R = NHBoc, R® = CH3, m=2

3a: R = Ph, RS = CHj, m=1
3c:R= RS=Ph,m=1
20: R = COOEt, R® = CHy, m=1

amine a-ketophosphonate expected yield
no. derivative derivative“a Amide (%)
1 la 9 3a 0
2 la 9 + TFA (2 equiv)” 3a 0
3 la 10 3a 0
4 1b 8 3a 0
5 1b 9 3a 71
6 1b 10 3a 71
7 1b 11 3a 0
8 1b 11 + TFA (2 equiv)® 3a 22
9 1b 12 3c 79
10 4a 8 20 0
11 4a 9 20 96
12 4a 10 20 95
13 4a 11 20 0
14 4a 11 + TFA (2 equiv)® 20 13
15 4a 12 21 79
16 4a 13 22 75
17 4b 10 23 98
18 5a 8 3a 24
19 5a 9 3a 0
20 5a 10 3a <1

“All reactions were run with 2 equiv of the a-ketophosphonate
derivative and 1 equiv of the amine derivative, 2 equiv of tri-
fluoroacetic acid, TFA, with respect to the amine derivative.

acetylphosphonate to give amides.'* However, this reaction is
solvent dependent and is sensitive to substituent effects.

Contributions from this amine reaction may be problematic
as it may require protection of reactive amine side chains from
lysine or other amine functionalities, etc. However, one can
envision that this issue may be overcome by the future design
of bulky phosphonate esters, which retard this amine reaction
pathway, or the use of other reaction conditions (e.g., short
reaction times or at different pH values), which may minimize
this undesired amine reaction.

While simple acid—base chemistry (i.e., protonation of the
amine by the phosphonic acid) could explain the nonreactivity
of amines with the phosphonic acid, we specifically looked for
the fate of the amine in the reaction of 5a and the phosphonic
acid salt, 10. One could clearly see unreacted 5a on the TLC
plate (R;0.2; 7% MeOH/CH,C1,/0.5% NH4OH) after 15 h (after
workup). However, upon workup with aq. Na,COs, only trace
quantities of 5a (2.7% recovery) were detected in the 'H NMR
(CDCls) of the crude product mixture (derived from the organic
layer) and only 0.85% of the amide 3a was detected. A repeat
of this experiment, where the product mixture was partitioned
between chloroform and water, allowed for inspection of the
water phase. Indeed, a water-soluble a-iminophosphonic acid
salt, Sb, was formed in 60% yield with EtOH as an internal
standard (by '"H NMR, Scheme 5). This was likely formed by
addition of the amine 5a to the keto group of 10. This
intermediate was unstable and readily reverted back to the amine
Sa on the normal phase silica TLC plate (7% MeOH/0.5%
NH4OH in CH,Cl,) or with 1 M NaOH for 30 min at rt.

(13) Evans, D. A_; Johnson, J. S.; Olhava, E. J. Enantioselective Synthesis
of Dihydropyrans. Catalysis of Hetero Diels-Alder Reactions by Bis(oxazoline)
Copper(Il) Complexes. J. Am. Chem. Soc. 2000, 122, 1635-1649.
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Effects for Acylation of Amines. J. Org. Chem. 1980, 45, 4162-4167.



Chemoselective N-Acylation

SCHEME 5. Formation of 5b
0,
Ph N, + )L 2 50% +-BuOH/H,0
O “ONa 40°C, 15hrs
5a 10
SCHEME 6.

HZN\/Ph N Phj\o/o

BPO °

pH 10.5 buffer
Ph

- .
H g CH,Cl,

JOC Article

h\/%.
1M NaOH
Ph\/\NH
)\ //
s NaO ONa 5a

Synthesis of 24 and Competition Experiment with 4b and 24 To Give 23 Exclusively

Ik
_N._-Ph

N
24 -

)J\ / i H Ph 50% t-BUOH/H,0 /EL 24
* AN._Ph* \ﬂ/ N/\/\NHBQC—’ N "NHBoc *

NOONPhO:

10 24 4b

Rewardingly, this side reaction with amines is reversible. In
short, as shown in Table 2 (entries 19 and 20), there is no
N-acylation of amine Sa in the presence of the free phosphonic
acid or salt (9 and 10) beyond only trace quantities. Therefore,
one can selectively N-acylate N-benzoyloxyamines by using
reagent 9 or 10 in lieu of the diester 8.

Moreover, no N-acylation was observed with Bode’s hy-
droxylamine derivative 1a (Table 2, entries 1—3). Indeed, we
were pleased to discover that this is a highly chemoselective
reaction, wherein only the N-benzoyloxyamines (1b and 4) react
selectively with the acylphosphonic acids to give the respective
amide.

The acetyl-, cinnamoyl-, and benzoylphosphonic acids (9, 12,
and 13) were all reactive and the reaction seems to be quite
general (Table 2). For example, the reaction of N-(benzoyloxy)-
phenethylamine 1b with acetyl phosphonic acid 9 or its disodium
salt 10 provided the desired amide 3a in 71% yield. The reaction
of benzoyloxyamine derivative 4a with either 9 or 10 provided
the desired amide 20 in 96% and 95% yield, respectively (Table
2, entries 11 and 12). Similarly, the reaction of benzoyloxy-
amine derivative 4b with 10 gave the amide 23 in 98% yield.
The benzoyl phosphonic acid 12 reacted with 1b and 4a to give
the amides 3¢ and 21 in 79% yield, respectively (Table 2). The
reaction of cinnamoylphosphonic acid 13 with 4a gave the amide
22 in 75% yield. Therefore, the aliphatic, alkenyl, and aromatic
acyl groups can be used in constructing reactive o-ketophos-
phonates.

To investigate the influence of steric factors upon this
reaction, benzoyloxyamine 24 was synthesized from a-meth-
ylbenzylamine (Scheme 6). In this case, N-benzoyloxyamine
24 is a regioisomer of 1b. Even though both systems (1b and
24) are primary amines, the a-branched system 24 did not react
with the acetylphosphonic acid salt 10 after 24 h in 50%
t-BuOH/water at 40 °C. In contrast, the nonbranched analogue
1b and 10 gave 71% yield of the desired amide 3a (Table 2,
entry 6).

A competition experiment was also conducted to further
illustrate the selectivity of this reaction for primary N-benzoy-
loxyamines with nonbranched a carbons. One equivalent of the
nonbranched o carbon analogue 4b and the branched system
24 were challenged to react with 2 equiv of acetylphosphonic
acid salt 10 (Scheme 6). Even though the stoichiometry was
sufficient to convert both systems to their respective amides,
the branched system 24 again did not react. In contrast, the 4b
component of the mixture was completely converted to its
respective amide 23 after 15 h in 97% yield. Therefore, this

40°C, 15hrs H
23

reaction is highly chemoselective and suggests that one could
use an excess of the o-ketophosphonic acid to assist conversion
to the amide product.

In summary, N-benzoyloxyamines were for the first time
shown to react with both o-ketophosphonic acids and their acid
salts to form amides in good to excellent yields. While numerous
N-acylation methods exist to form amide bonds, few, if any,
demonstrate this high degree of chemoselectivity. Indeed, the
special chemoselectivity and reactivity observed with the
N-benzoyloxyamines and o-ketophosphonic acids warrants
further study and should provide an important new contribution
to the organic synthesis “toolbox”.

Experimental Section

a-Ketoacids 2a and 2b are commercially available. The synthesis
of amide 3b has been reported by Bode.> The syntheses of
N-(benzoyloxy)amines 1b,* 4a,°* and 4b* have been reported
previously by our group. The N-OH derivative was synthesized
from 1b by the literature method'® and the analytical data matched
the reported values.'® The monosodium salt 11° and disodium salt
10° were synthesized as reported. The phosphonate esters 8,'%"
18,"'* and 19'3 are known and were synthesized as reported in the
literature. The analytical data of these compounds matched those
previously reported.

General Procedure for the Deprotection of Phosphonate
Esters to Phosphonic Acids. TMSBr (1.26 mmol) was slowly
added neat to the phosphonate ester (0.21 mmol) under nitrogen.
The reaction mixture was allowed to stand at room temperature
for 12 h after which the excess of TMSBr was evaporated. Methanol
(5 mL) was added to the residue at O °C and the reaction was stirred
for an additional 30 min. The solvent was evaporated to give the
desired phosphonic acid.

The phosphonic acids 9, 12, and 13 were synthesized by using
the above general method. Compounds 9%* and 125 are known
and their NMR spectral data matched the reported values and they
were used without further purification.

(3-Phenylacryloyl)phosphonic Acid 13. Yield 79%; 'H NMR
(D,0) 6 8.09 (d, J = 16 Hz, 1H, CH), 7.51 (m, 3H, ArH), 7.75 (d,
2H, ArH), 7.09 (dd, J = 16 and 4 Hz, 1H, CH); '*C NMR (D,0)
0 151.7, 137.1, 134.6, 132.1, 132.0, 128.5, 128.1; high resolution

(15) Eriksson, C; Sjodin, K; Schlyterb, F.; Hogberga, H. E. Synthesis of
(+)- and (-)-Dihydropinidine by Diastereoselective Dimethylzinc Promoted
Allylation of 2-Methyltetrahydropyridine-N-oxide with an Allylboronic ester.
Tetrahedron: Asymmetry 2006, 17, 1074—1080.

(16) Mourad, M. S.; Varma, R. S.; Kabalka, G. W. Reduction of a,S3-
Unsaturated Nitro Compounds N-Substituted Hydroxylamines. J. Org. Chem.
1985, 50, 133-135.
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mass spectrum (FAB), theory for (CoHoO4P) M + Na 235.0131,
found 235.0130.

General Procedure for Coupling of a-Keto Phosphonic
Acids with N-Benzoyloxyamines. The N-Benzoyloxyamine (0.13
mmol) and the a-ketophosphonic acid or its derivative (0.27 mmol)
were dissolved in zert-butyl alcohol and water (1:1 v/v, 5 mL). The
solution was heated to 40 °C for 15 h and the solvent was removed
under high vacuum. The oily residue was dissolved in CH,Cl, (10
mL) and washed with aq Na,CO; (10 mL). The organic layer was
separated, dried over anhydrous Na,SOy, filtered, and concentrated
to provide the crude reaction mixture. The required amide was
purified either by column chromatography or by preparative TLC.

The amides 3a, 3b, 20, 21, 22, and 23 were synthesized by using
the above method. Of these, the amides 3a,” 3¢,'” 20,'® and 21"°
are known and their spectral data matched the literature values.
Beyond the NMR spectra shown in the Supporting Information for
21, a high resolution mass spectrum was obtained for compound
21: (FAB) theory for (C;;H;sO3N) M + Na 244.0944, found
244.0962. Elemental Anal. for 21, theoretical for C;,H;503N: C,
65.14; H, 6.83; N, 6.33. Found: C, 64.91; H, 6.93; N, 6.33.

3-Acetylaminopropionic Acid Ethyl Ester 20. 'H NMR
(CDCl3) 6 6.15 (br s, 1H, NH), 4.15 (q, / = 7.2 Hz, 2H, OCH,),
3.52 (q,J = 6 Hz, 2H, NCH,), 2.53 (t, J/ = 6 Hz, 2H, NCH,), 1.96
(s, 2H, PhCHy), 1.27 (t, J = 7.2 Hz, 3H, CH3); '3C NMR (CDCl5)
0 171.5,168.8, 59.6, 33.8,32.9,22.3, 13.1; IR (CDCl;): 1727, 1675,
1194 cm™!; high resolution mass spectrum (FAB), theory for
(C;H;3N;03) M + H 160.0968, found M + 1 160.0981. Anal.
Calcd. theory for (C;H;3N05+0.2H,0): C, 51.65; H, 8.30; N, 8.60.
Found: C, 51.55; H, 8.43; N, 8.47.

3-(3-Phenylacryloylamino)propionic Acid Ethyl Ester 22. 'H
NMR (CDCl3) 6 7.63 (d, J = 16 Hz, 1H, CH), 7.50 (m, 2H, ArH),
7.36 (m, 3H, ArH), 6.38 (d, J = 16 Hz, 1H, CH), 6.35 (br s, 1H,
NH), 4.18 (q, / = 7 Hz, 2H, CH,), 3.66 (q, / = 6 Hz, 2H, CH,),
2.62 (t, J = 6 Hz, 2H, CH»), 1.28 (t, J = 7 Hz, 3H, CH;); *C
NMR (CDCl3) 6 170.4, 163.2, 138.6, 132.2, 127.1, 126.6, 125.2,
118, 58.3, 32.4, 31.4, 11.6; IR (CDCl3) 1725, 1670, 1203 cm™!;
high resolution mass spectrum (FAB), theory for (C14H703:N) M
+ H 248.1281, found 248.1288 (also theory for M + Na 270.1101,
found 270.1116).

(17) Yoo, W.J.; Li, C.J. Highly Efficient Oxidative Amidation of Aldehydes
with Amine Hydrochloride Salts. J. Am. Chem. Soc. 2006, 128, 13064—13065.

(18) Li, X.-G.; Kanerva, L. T. Lipases in 5-Dipeptide Synthesis in Organic
Solvents. Org. Lett. 2006, 8, 5593-5596.

(19) Katritzky, A. L.; Strah, S.; Belyakov, S. A. The Preparation of
Functionalized Amines and Amides Using Benzotriazole Derivatives and
Organozinc Reagents. Tetrahedron 1998, 54, 7167-7178.
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tert-Butyl 3-Acetamidopropylcarbamate 23. 'H NMR (CDCl3)
0 6.57 (br t, 1H, NH), 5.14 (br t, IH, NH), 3.27 (g, / = 6 Hz, 2H,
CH,), 3.16 (q, J/ = 6 Hz, 2H, CH,), 1.99 (s, 3H, CH3),1.61 (q, J =
6 Hz, 2H, CH,), 1.44 (s, 9H, CH3); 3C NMR (CDCIl;) 6 170.8,
156.9, 79.4, 37.2, 36.1, 30.2, 28.4, 23.4; high resolution mass
spectrum (FAB), theory for (C14H70:N) M + H 217.1547, found
217.1540 (also theory for M + Na 239.1366, found 239.1374).

(5)-0-Benzoyl-N-(1-phenylethyl)hydroxylamine 24. A solution
of benzoyl peroxide (BPO, 8.25 mmol) in CH,Cl, (5 mL/mmol
BPO) was added quickly to a mixture of S-(1-phenylethyl) amine
(8.25 mmol) and a pH 10.5 buffer solution (5 mL/mmol amine) at
room temperature. TLC was used to monitor the consumption of
starting material. After the reaction was complete, the aqueous
layer was extracted twice with CH,Cl,. The organic layers were
combined, dried over anhydrous Na,SOy, filtered, and concen-
trated to give the crude product, which was subjected to flash
column chromatography with 70% CH,Cl,/hexane. Yield 75%;
R;0.34 (7:3; CH,Cl:hexane); '"H NMR (CDCls) 6 7.90 (m, 2H,
CH), 7.45—7.21 (m, 8H, CH), 4.29 (q, J/ = 6.5 Hz, 1H, CH),
1.48 (m, 3H, CHj); *C NMR (CDCl;) 6 166.7, 133.3, 129.3,
128.6, 128.5, 127.9, 127.1, 60.9, 19.8; high resolution mass
spectrum (FAB), theory for (C;4H;705N) M + H 242.1176, found
242.1176 (also theory for M + Na 264.0995, found 264.1012).
Anal. Calcd. theory for (C;sH;sNO,): C, 74.67; H, 6.27; N, 5.81.
Found: C, 74.55; H, 6.34; N, 5.63.

Competition Experiment with 4b and 24. The N-Benzoy-
loxyamines 4b (0.34 mmol) and 24 (0.34 mmol) and the a-keto-
phosphonic acid disodium salt 10 (0.68 mmol) were dissolved in
tert-butyl alcohol and water (1:1 v/v, 5 mL). The solution was
heated to 40 °C for 15 h and the solvent was removed under high
vacuum. The oily residue was dissolved in CH,Cl, (10 mL) and
washed with aq Na,COs3 (10 mL). The organic layer was separated,
dried over anhydrous Na,SOy, filtered, and concentrated to provide
the crude reaction mixture. Dibenzyl ether (100 uL) was added as
an internal standard and the '"H NMR spectrum was recorded to
determine the percent yield of the product formed (via relative
integration).

Supporting Information Available: 'H NMR for 1a, 1b,
3a, 3¢, 4, 5b, 8, 16, 17, 18, 19, 20, 21, 22, 23, and 24 in CDCl;
and a-ketophosphonic acids 9, 10, 11, 12, and 13 in DO and
13C NMR spectra of the new compounds 13 (D,0), 22 (CDCl3),
23 (CDCls), and 24 (CDCls). This material is available free of
charge via the Internet at http://pubs.acs.org.
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