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Abstract: 2,5-Disubstituted oxazoles with a variety
of alkyl and aryl groups are efficiently formed from
N-acylamino acids, by a one-pot radical decarboxy-
lation—oxidation—-enolization and iodine-promoted
cyclization process. Remarkably, the reaction takes
place under mild conditions, and no metal catalysis
is needed. The process can be useful for the direct
modification of small peptides.

Keywords: amino acids; cyclization; domino reac-
tions; heterocycles; sustainable chemistry; synthetic
methods

The oxazole ring can be found in many bioactive
products, from natural compounds! such as the
potent cytotoxic agents diazonamide® and telomesta-
tin,®! to synthetic agrochemicals!* and synthetic drugs
against cancer, microbial infections, arthritis, pain and
diabetes.”!

Besides, oxazoles are components of fluorescent
dyes,[ sensors,”! receptors,”! polymers®® and ligands
for catalysts.” Finally, they are useful synthetic inter-
mediates.!"”!

Therefore, the preparation!” and functionaliza-
tion!"!! of oxazoles has attracted much interest. The
synthetic methods vary from modification of other
heterocycles, such as ring rearrangements!'!) or oxazo-
line oxidation,"”! to the cyclization of acyclic precur-
sors.'®! The classic methods, including the cyclodehy-
dration of a-acylamino ketones (Robinson—Gabriel
reaction),**"! or the Hantzsch!™ and Conforth cycli-
zations,™l among others, often have drawbacks such
as harsh reaction conditions, long reaction times, or
modest to poor yields. The introduction of new metal
catalysts has enabled several efficient, mild synthesis
of oxazoles."*'”! However, the toxicity, price or scarci-
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ty of some metals has prompted the search for new
metal-free methodologies.!'s!!

The combination of metal-free and cascade meth-
ods is particularly attractive for industry, since in-
creasing environmental regulations have prompted
the development of more sustainable chemical pro-
cesses.”! Metal-free cascade reactions are less toxic,
and also save time, materials and purification of inter-
mediates, and reduce the waste. Although few of
these methods have yet been reported for the genera-
tion of oxazoles,” the development of new ones is an
emerging area.

For these sustainable methods, the use of amino
acids as substrates would be of interest, since amino
acids are readily available, inexpensive, stable, and
non-toxic compounds. Threonine and serine units
have been used in biomimetic routes to produce 2,4-
disubstituted oxazoles,!! but to our surprise, the use
of amino acid substrates to produce 2,5-disubstituted
oxazoles (present in many drugs, polymers, sensors
and dyes!"') is unexplored.

We present herein a metal-free sequential process
which efficiently transforms readily available amino
acid derivatives (including a peptide model) into a di-
versity of 2,5-disubstituted oxazole rings (e.g., conver-
sion 1—2, Scheme 1 and Table 1), using low-toxicity
hypervalent iodine reagents.

The first steps of the process (conversion 1—5)
were previously reported by our group.'? Thus, the
decarboxylation of amino acids (such as compound 1)
using (diacetoxyiodo)benzene (DIB) and iodine
under the irradiation of visible light, generated an
iminium ion such as intermediate 3. Under appropri-
ate conditions the iminium ion isomerized to an en-
amide (e.g., compound 4) which could undergo iodi-
nation."

In our previous work, an iodinated intermediate 5
was trapped by external nucleophiles. In this work,
we report a new process in which the addition of ex-
ternal nucleophiles is replaced by a multistep domino
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iodine (2 equiv.) proved unnecessary. The use of
a Lewis acid to favor conversion 6—2 (entry 4) result-
ed in decreased yields, but the addition of excess ben-
zoic acid clearly improved the one-pot process
(entry 5). This result could be due not only to Brgnst-
ed acid catalysis of the two last steps, but also to the
initial in situ formation of (dibenzoyliodo)benzene.
This reagent would generate more stable reaction in-
termediates (such as scission promoter BzOI instead
of AcOl, and decarboxylation-resistant benzoate ions,
instead of acetate ions, for the next steps, particularly
the iodo substitution reaction. To ensure complete
formation of (dibenzoyliodo)benzene from DIB,
excess benzoic acid was needed (2 equiv. with respect
to DIB, and 4 equiv. with respect to substrate 1).

The influence of the reaction time was also studied,
observing that with shorter times the reaction was not
completed. In addition, heating was necessary for rea-

Remarkably, a similar result was obtained when
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Scheme 1. One-pot decarboxylation—cyclization.

Table 1. One-pot decarboxylation—cyclization.

Entry 1/DIB/I, Additive Solvent Yield
(equiv.) (equiv.)™ [%]
1 121 - DCE 55
2 1/2/1 - CH;CN 56
3 1/2/1 - Tol 12
4 1212 - DCE 54
5 1211 BF;-OEt, DCE 43
(1 equiv.)
6 1211 PhCO,H DCE 71
(4 equiv.)
7 1/2/11 PhCO,H DCE 74
(4 equiv)
8 1/2/1 PhCO,H CH;CN 59
(4 equiv.)

[l No irradiation with visible light; only heating at 80°C.
] Yields obtained after purification by chromatography.

sequence where the intermediate 5 is trapped intra-
molecularly by the amido carbonyl group. A 4-substi-
tuted oxazoline 6 is formed,” which is converted into
an oxycarbenium ion 7, precursor of the desired oxa-
zoles (such as product 2).

The feasibility of this approach was studied using
N-benzoylphenylalanine 1 as the substrate (Table 1).
Different solvents (entries1 and 2), amounts of
iodine (entries 1 and 3) and additives (entries 4-6)
were tried under irradiation with visible light and/or
heating, affording 2,5-diphenyloxazole 2.% In the ab-
sence of iodine or DIB, oxazoles were not produced.

Interestingly, non-polar DCE and polar acetonitrile
gave similar results, while the addition of excess
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light irradiation was replaced by heating at 80°C
(entry 6). The best conditions provided the oxazole 2
in 74% global yield. Since many steps are involved,
each must proceed in excellent yields to account for
the final result.

The optimized conditions were then tried with
other N-acylphenylalanines 8-14, in order to deter-
mine the role of the acyl substituent (Table 2).

Thus, differently substituted benzamides 8 and 9
(entries 1 and 2), and the furan carboxamide 10

Table 2. One-pot decarboxylation—cyclization.

Os__R R
PhI(OAc), /<
Y PhCO,H, DCE 8\
NH 50 °C, 2 h; then N
COOH R-CO-Phe-OH
l,, 80 °C, 18 h
8-14 15-20
Entry Substrate R Product [% ]
0
1 8 é{}j 15 (59)
2 9 E—@Br 16 (64)
3 10 E@ 17 (52)
4 1 2N PR 18 (55)
5 12 —< 19 (51)
6 13 gJ\/ 20 (14)™
7 14 Me -

[l Yields obtained after purification by column chromatog-
raphy.
b1 229% without the additive PhCO,H.
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Scheme 2. Role of the lateral chain in the one-pot process.

(entry 3) were studied. With these aromatic rings, the
process took place in satisfactory yields, affording
compounds 15-20. The formation of bromophenyl de-
rivative 16" is interesting, since the bromo group
allows the introduction of new chains by radical or
sp—sp*> couplings.® The furan ring in compound
1774 can also be readily derivatized (e.g., reduction,
Diels-Alder) into a variety of other chains.*!

The aromatic rings were then replaced by vinyl and
alkyl groups (entries 4-7). The use of vinyl (entry 4)
and tertiary alkyl (fert-butyl, entry 5) groups afforded
compounds 18 and 19, respectively, in yields simi-
lar to those of the previous entries. The results sug-
gest that these groups provide enough stabilization of
the cationic intermediates. However, the use of secon-
dary and primary alkyl groups gave inferior results.
Thus, with the sec-butyl group (entry 6) the oxazole
derivative 20 was formed in low yields (14% and 22%
with and without the additive, respectively). The use
of the methyl group (entry 7) resulted in complex re-
action mixtures, probably by failure of the cyclization
step after decarboxylation and decomposition of the
enamide intermediate.

Fortunately, the reduction or functionalization of
vinyl derivatives such as compound 18 can provide
a variety of primary and secondary alkyl chains. The
vinyl derivatives are interesting not only as synthetic
intermediates but as components of many natural pro-
ducts!"'® and dyes.!*

The role of the amino acid chain substituents was
explored next. Thus, alanine 21 (Scheme 2), leucine
22 and aspartic 23 benzamides underwent the scis-
sion—cyclization process to give the 2-phenyloxazoles
24-26. Both the monosubstituted derivative 24! and
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Scheme 3. Derivatization of the oxazole rings.

the 2,5-disubstituted compounds 2522 and 26 were
obtained in good yields. Compound 26 presents an
ester functionality which allows introduction of new
chains.

In a similar way, the glutamic acid derivatives 27
and 28 (Scheme 3) underwent the decarboxylation—
cyclization reaction to give the oxazoles 29 and 30, re-
spectively. Oxazole 29 could be functionalized at both
ends, for instance, using the iodophenyl ring for sp*-
sp® couplings, and by attachment of the carboxyl
group to other chains. Besides, the acid can be manip-
ulated to introduce other functions. For instance,
saponification of the ester 301" afforded the acid 31.
Its oxidative radical scission generated an intermedi-
ate cation which was trapped by acetate to give prod-
uct 32.”8) The introduction of other nucleophiles is
currently under study.

An interesting application of the decarboxylation—
cyclization process would be the selective modifica-
tion of peptides, so that an oxazole ring could be in-
troduced into a certain position of the peptide with-
out affecting the others. Since many bioactive pep-
tides contain oxazole rings in their structure, the pos-
sibility of increasing the diversity of a peptide library
by introduction of oxazole rings was attractive. This
approach was studied with the dipeptide 33!
(Scheme 4), which underwent the one-pot decarboxy-
lation—cyclization process, to give the oxazole deriva-
tive 34 in 48% yield.

To check that the leucine residue did not undergo
epimerization during the process, compound 34 was
prepared from the acid 31 and leucine methyl ester
using conventional peptide coupling conditions. Both
compounds displayed similar optical activities ([a]p~
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Scheme 4. Derivatization of dipeptide 33.

—27 in MeOH at ¢=0.35), proving that no epimeriza-
tion had taken place.

In another example, the Lys-Aib derivative 35
(Scheme 5) was converted into the acid 36, which was
transformed into the lysine-derived oxazole derivative
37 in good yield under two different sets of condi-
tions, the standard decarboxylation—cyclization (70%)
and the process without additive (64%).

The process was also studied with the Aib-Leu de-
rivative 38 (Scheme 6). Interestingly, the acyl group
involved in the cyclization step is an amino acid, and
the resulting oxazole derivative 39 presents a chain
with an amino group which allows extension of the
peptidyl chain.

The optimization of this process for peptides, the
use of non-proteinogenic units such as dehydroamino
acids in the cyclization process, and its application to
the generation of peptide libraries will be reported in
due course.

In summary, N-acylamino acids can be converted
into 2,5-disubstituted oxazoles using a one-pot process
in which a radical decarboxylation—oxidation—isomeri-
zation reaction generates an enamide intermediate,
which then undergoes an iodine-promoted cyclization.
Remarkably, no metals are needed to promote this
cyclization. The reaction proceeds with a variety of
amino acids and acyl chains and, although many steps
take place in this sequential process, the products are
obtained in good global yields.

The one-pot process generates oxazoles in which
both substituents can be manipulated independently.
Besides, the mild conditions are suitable for the selec-
tive modification of peptides. The applications of this
method to generate libraries of potentially antimicro-
bial and antitumoral oxazoles, including oxazole ana-
logues of bioactive peptides, is currently underway
and will be reported in due course.
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Experimental Section

General Procedure for the Scission-Cyclization
Process

A mixture of (diacetoxyiodo)benzene (258 mg, 0.8 mmol)
and benzoic acid (195 mg, 1.6 mmol) in dry dichloroethane
(4 mL) was heated at 50°C for 2 h. Then the N-acylamino
acid (0.4 mmol) and iodine (102 mg, 0.4 mmol) were added.
The reaction mixture was heated under reflux for 18 h. Then
the mixture was allowed to cool to room temperature
(26°C) and was poured into a 1:1 mixture of 10% aqueous
Na,S,0; and saturated aqueous NaHCO;, and extracted
with CH,Cl,. The organic layer was dried over sodium sul-
fate and filtered, then the solvent was removed under
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vacuum and the residue was purified by column chromatog-
raphy (hexane/EtOAc), yielding the oxazole derivatives.

Ethyl 2-(2-phenyloxazol-5-yl)acetate (30): Obtained from
d-ethyl N-benzoylglutamate (28) (111 mg, 0.4 mmol) accord-
ing to the general procedure above. The reaction mixture
was purified by column chromatography on silica gel
(hexane/EtOAc 90:10), affording compound (30) as a yellow-
ish solid; yield: 63 mg (68% ). Compound (30) has been pre-
viously reported.””” 'TH NMR (400 MHz, CDCL): 6=1.29
(dd, J=7.1Hz, 3H), 3.79 (s, 2H), 4.22 (ddd, /=711, 7.2,
7.2 Hz, 2H), 7.08 (s, 1H), 7.43-7.47 (m, 3H), 8.00-8.04 (m,
2H); "CNMR (125.7 MHz, CDCl,;, 26°C): §=14.1 (CHa),
31.9 (CH,), 61.5 (CH,), 126.3 (2xCH), 127.4 (C), 128.7 (3 x
CH), 130.3 (CH), 145.0 (C), 161.5 (C), 168.3 (C).

2-(2-Phenyloxazol-5-yl)acetic acid (31): To a solution of
the ester 30 (56 mg, 0.24 mmol) in methanol (9 mL) at 0°C
was added 2N aqueous NaOH (1 mL). The mixture was al-
lowed to reach 26°C and was stirred for 2h; then was
poured into 10% aqueous HCI and extracted with EtOAc.
The organic layer was dried and evaporated in the usual
way, affording acid 31 as a white amorphous solid; yield:
45 mg (92%). '"H NMR (500 MHz, CD;0D: 6 =3.86 (s, 2H),
711 (s, 1H), 7.45-748 (m, 3H), 7.96-8.00 (m, 2H).
BCNMR (125.7 MHz, CD;0D): 6=32.0 (CH,), 126.8 (CH),
127.2 (2xCH), 128.3 (C), 130.0 (2xCH), 131.7 (CH), 148.1
(C), 163.0 (C), 172.0 (C); HR-MS (EI): m/z=203.0579,
caled. for C; HNO; [M*]: 203.0582; anal. calcd. for
C1HyNO;: C 65.02, H 4.46, N 6.89; found: C 64.87, H 4.80,
N 6.89.

(2-Phenyloxazol-5-yl)methyl acetate (32): A solution of
acid 31 (21 mg, 0.1 mmol) in dry dichloroethane (1.5 mL)
was treated with  (diacetoxyiodo)benzene (48 mg,
0.15 mmol) and iodine (13 mg, 0.05 mmol). The mixture was
heated under reflux for 30 min, then was allowed to reach
26°C and poured into saturated aqueous Na,S,0;, and ex-
tracted with dichloromethane. The organic layer was dried
and evaporated as usual, and the residue was purified by
column chromatography (hexanes:EtOAc 90:10) affording
compound 32 as a yellow syrup; yield: 16 mg (73%). The
spectroscopic data of compound 32 have been previously re-
ported.” "TH NMR (500 MHz, CDCl,): §=2.11 (s, 3H), 5.18
(s, 2H), 7.28 (br s, 1H), 7.45-7.50 (m, 3H), 8.05-8.10 (m,
2H); "CNMR (125.7 MHz, CDCl,, 26°C): 6=20.8 (CH,),
55.6 (CH,), 126.7 (2xCH), 128.1 (CH), 1289 (2xCH+C),
131.0 (CH), 146.8 (C), 162.5 (C), 170.4 (C); HR-MS (EI):
m/z=218.0821, caled. for C,H,NO; [M*+H]; 218.0817;
anal. calcd. for C,,H;;NO;: C 66.35, H 5.10, N 6.45; found:
C 62.60, H 5.34, N 6.13.

N-[2-(2-Phenyloxazol-5-yl)acetyl]leucine methyl ester
(34): Obtained from the dipeptide 33 (151 mg, 0.4 mmol) ac-
cording to the general procedure. The reaction mixture was
purified by column chromatography on silica gel (hexane/
EtOAc 50:50), affording compound (34) as a as a yellowish
syrup; yield: 63 mg (48%); [a]p: —27 (¢ 0.35, MeOH);
'HNMR (500 MHz, CDCl;): 6=0.89 (d, J=6.4 Hz, 3H),
0.92 (d, /=63 Hz, 3H), 1.53 (m, 1H), 1.60-1.68 (m, 2H),
3.71 (s, 3H), 3.74 (s, 2H), 4.66 (ddd, /=5.0, 8.4, 8.8 Hz,
1H), 6.25 (br d, J=8.0Hz, 1H), 7.12 (brs, 1H), 7.44-7.47
(m, 3H), 8.01-8.05 (m, 2H); "C NMR (125.7 MHz, CDCl,,
26°C): 6=21.9 (CH,), 22.7 (CH,), 24.8 (CH), 33.8 (CH,),
41.4 (CH,), 51.0 (CH), 52.4 (CH,), 126.3 (3xCH), 126.8 (C),
128.8 (2x CH), 130.6 (CH), 145.7 (C), 161.9 (C), 166.9 (C),
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173.1 (C); IR (CHClL,): v=3426, 1741, 1684 cm™'; HR-MS
(EX): m/z=330.1591, calcd. for C;gH,,N,O, [M*]: 330.1580;
anal. calcd. for C;gH,,N,0,: C 65.44, H 6.71, N 8.48; found:
C 65.58, H 6.86, N 8.36.

N-[2-(2-Phenyloxazol-5-yl)acetyl]leucine methyl ester
(34): To a solution of acid 31 (12 mg, 0.60 mmol) in CH,Cl,
(3mL) was added H-Leu-OMe HCI (142 mg, 0.78 mmol),
DIPEA (020mL, 12mmol) and HBTU (250 mg,
0.66 mmol). The reaction mixture was allowed to reach
26°C and stirred for 3 h, then was poured into saturated
aqueous NaHCOj-and extracted with EtOAc. The organic
layer was washed with 10% aqueous HCIl, and then was
dried and evaporated as usual. The residue was purified by
column chromatography on silica gel (hexane/EtOAc 60:40)
affording the compound 32 as a yellowish syrup; yield:
163 mg (82%); [a]p: —28 (c 0.35, MeOH).

Supporting Information

Experimental details, '"H and "C NMR for all new
products, and 2D-NMR spectra for compounds 15, 34
and 37 are available in the Supporting Information

Acknowledgements

This work was supported by Plan Nacional de I[+D
(CTQ2009-07109  and  SAF-2013-48399-R), MICINN/
MINECO, Spain, and European Regional Development
(FEDER) Funds. I.R.E. thanks CSIC for a JAE predoctoral
contract.

References

[1] For reviews, see: a) P. Comba, N. Dovalil, L. R. Ghan,
G. R. Hanson, M. Westphal, Dalton Trans. 2014, 43,
1935-1956; b) M. V. Metelev, D. A. Ghilarov, Mol.
Biol. 2014, 48, 29-45; c¢) Z. Jin, Nat. Prod. Rep. 2013,
30, 869-915; d) Z. Jin, Nat. Prod. Rep. 2011, 28, 1143—
1191; e) D. W. Knight, Oxazole and its Derivatives, in:
Heterocycles in Natural Product Synthesis, (Eds.: K. C.
Majumdar, S. K. Chattopadhyay), Wiley-VCH, Wein-
heim, 2011; f) E. Riego, D. Hernandez, F. Albericio, M.
Alvarez, Synthesis 2005, 1907-1922; g) Oxazoles: Syn-
thesis Reactions and Spectroscopy, Part B, Vol. 60, (Ed.:
D. C. Palmer), John Wiley and Sons, Hoboken, NJ,
2004.

[2] M. Lachia, C.J. Moody, Nat. Prod. Rep. 2008, 25, 227—
254.

[3] a)J. Linder, T.P. Garner, H.E.L. Williams, M.S.
Searle, C. J. Moody, J. Am. Chem. Soc. 2011, 133, 1044—
1051; b) T. Doi, M. Yoshida, K. Shin-ya, T. Takahashi,
Org. Lett. 2006, 8, 4165-4167; c) D. Hernandez, E.
Riego, F. Albericio, M. Alvarez, Eur. J. Org. Chem.
2008, 3389-396.

[4] a) P. Guo, J.-H. Huang, Q.-C. Huang, X.-H. Qian, Chin.
Chem. Lett. 2013, 24, 957-961; b) Q. Zhao, S. Liu, Y.
Li, Q. Wang, J. Agric. Food Chem. 2009, 57, 2849-2855.

[5] a) R. E. Thompson, F. Collin, A. Maxwell, K. A. Jol-
liffe, R.J. Payne, Org. Biomol. Chem. 2014, 12, 1570-

asc.wiley-vch.de 5


http://asc.wiley-vch.de

Advanced

Catalysis

Synthesis &

Ivan Romero-Estudillo et al.

COMMUNICATIONS

(11]

(12]

(13]

6

1578; b) M. J. Choi, E. S. No, D. A. Thorat, J. W. Jang,
H. Yang, J. Lee, H. Choo, S.J. Kim, J. Lee, H. Choo,
S.J. Kim, C. S. Lee, S. Y. Ko, J. Lee, G. Nam, A. N. Pae,
J. Med. Chem. 2013, 56, 9008-9018; c) J. Zhou, J. Jin, Y.
Zhang, Y. Yin, X. Chen, B. Xu, Eur. J. Med. Chem.
2013, 68, 222-232; d)X. Lu, X. Liu, B. Wan, S.G.
Franzblau, L. Chen, C. Zhou, Q. You, Eur. J. Med.
Chem. 2012, 49, 164-171; e) M. Rusch, S. Zahov, 1. R.
Vetter, M. Lehr, C. Hedberg, Bioorg. Med. Chem.
2012, 20, 1100-1112; f) P. Raval, M. Jain, A. Goswami,
S. Basu, A. Gite, A. Godha, H. Pingali, S. Raval, S.
Giri, D. Suthar, M. Shah, P. Patel, Bioorg. Med. Chem.
Lert. 2011, 21, 3103-3109; g) I. E. Andersson, T. Batsa-
lova, B. Dzhambazov, L. Edvinsson, R. Holmdahl, J.
Kihlberg, A. Linusson, Org. Biomol. Chem. 2010, &,
2931-2940.

a) . Mahuteau-Betzer, S. Piguel, Tetrahedron Lett.
2013, 54, 3188-3193; b) R.Y. Iliashenko, N.Y. Goro-
bets, A.O. Doroshenko, Tetrahedron Lett. 2011, 52,
5086-5089; c)J. Min, J.W. Lee, Y.-H. Ahn, Y.-T.
Chang, J. Comb. Chem. 2007, 9, 1079-1083.

a) C. Verrier, C. Fiol-Petit, C. Hoarau, F. Marsais, Org.
Biomol. Chem. 2011, 9, 6215-6218; b) S. J. Butler, K. A.
Jolliffe, Org. Biomol. Chem. 2011, 9, 3471-3483; c) S.
Sumalekshmy, M. M. Henary, N. Siegel, P. V. Lawson,
Y. Wu, J. Am. Chem. Soc. 2007, 129, 11888-11889.
a)J.J. Intemann, E.S. Hellerich, B. C. Tlach, M. D.
Ewan, C. A. Barnes, A. Bhuwalka, M. Cai, J. Shinar, R.
Shinar, M. Jeffries-El, Macromolecules 2012, 45, 6888—
6897; b) R. L. Beyer, Y. Singh, D. P. Fairlie, Org. Lett.
2008, 10, 3481-3484.

a) J. Mazuela, A. Paptchikhine, O. Pamiés, P. G. Ander-
sson, M. Diéguez, Chem. Eur. J. 2010, 16, 4567-4576;
b) Q. Luo, S. Eibauer, O. Reiser, J Mol. Catal. A:
Chem. 2007, 268, 65-69.

a) S. N. Goodman, D. M. Mans, J. Sisko, H. Yin, Org.
Lert. 2012, 14, 1604-1607; b) E.F. Flegeau, M. E.
Popkin, M. E. Greaney, Org. Lett. 2008, 10, 2717-2720;
c¢) E. H. Sessions, R. T. O’Connor Jr, P. A. Jacobi, Org.
Lett. 2007, 9, 3221-3224.

a) D. R. Williams, L. Fu, Org. Lert. 2010, 12, 808-811;
b) K. Shibata, M. Yoshida, T. Doi, T. Takahashi, Tetra-
hedron Lett. 2010, 51, 1674-1677; ¢) M. Schniirch, R.
Flasik, A. F. Khan, M. Spina, M. D. Mihovilovic, P. Sta-
netty, Eur. J. Org. Chem. 2006, 3283-3307.

a) S. R. Shah, S. S. Navathe, A. G. Dikundwar, T. N. G.
Row, A.T. Vasella, Eur. J. Org. Chem. 2013, 264-267,
b) C. M. Nunes, I. Reva, R. Fausto, J. Org. Chem. 2013,
78, 10657-10665.

a) K. Murai, Y. Takahara, T. Matsushita, H. Komatsu,
H. Fujioka, Org. Lett. 2010, 12, 3456-3459; b) G. C.
Moraski, M. Chang, A. Villegas-Estrada, S. G. Franz-
blau, U. Mollmann, M. J. Miller, Eur. J. Med. Chem.
2010, 45, 1703-1716; c) G. Pattenden, N.J. Ashweek,
C. A.G. Baker-Glenn, J. Kempson, G.M. Walker,
J. G. K. Yee, Org. Biomol. Chem. 2008, 6, 1478-1497,
and references cited therein.

a) L. Song, J. Liu, H. Gui, C. Hui, J. Zhou, Y. Guo, P.
Zhang, Z. Xu, T. Ye, Chem. Asian J. 2013, 8, 2955-
2959; b) Y.-L. Tsai, Y.-S. Fan, C.-J. Lee, C.-H. Huang,
U. Das, W. Lin, Chem. Commun. 2013, 49, 10266—
10268; c) S. Essig, S. Bretzke, R. Miiller, D. Menche, J.

asc.wiley-vch.de

KRR These are not the final page numbers!

[15]

(17]

(18]

(19]

© 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

Am. Chem. Soc. 2012, 134, 19362-19365; d) T. Lechel,
M. Gerhard, D. Trawny, B. Brusilowskij, L. Schefzig, R.
Zimmer, J. P. Rabe, D. Lentz, C. A. Schalley, H. U. Re-
issig, Chem. Eur. J. 2011, 17, 7480-7491; e) T. J. Hoff-
man, A. Kolleth, J. H. Rigby, S. Arseniyadis, J. Cossy,
Org. Lertt. 2010, 12, 3348-3351; f) G. A. Molander, W.
Febo-Ayala, L. Jean-Gerard, Org. Lett. 2009, 11, 3830-
3833; g) Y.-M. Pan, E-J. Zheng, H.-X. Lin, Z.-P. Zhang,
J. Org. Chem. 2009, 74, 3148-3151; h) D. Bonne, M.
Dekhane, J. Zhu, Angew. Chem. 2007, 119, 2537-2540;
Angew. Chem. Int. Ed. 2007, 46, 2485-2488; i) J. M.
Atkins, E. Vedejs, Org. Lett. 2005, 7, 3351-3354.

a) J. Lister, R. Robinson, J. Chem. Soc. 1912, 1297-
1315; b) T. Morwick, M. Hrapchak, M. DeTuri, S.
Campbell, Org. Lett. 2002, 4, 2665-2668; c) P. Liu, C.
Celatka, J. S. Panek, Tetrahedron Lett. 1997, 38, 5445
5448; d) M. Yokoyama, Y. Menjo, M. Watanabe, H.
Togo, Synthesis 1994, 1467-1470; e) J. W. Cornforth,
R. H. Cornforth, J. Chem. Soc. 1947, 96-102.

For Au-, Pd-, Rh-, Ag-, Mo- and Ce-catalyzed reac-
tions, see: a) E. Chatzopoulou, P. W. Davies, Chem.
Commun. 2013, 49, 8617-8619; b) H. Wachenfeldt, P.
Rose, F. Paulsen, N. Loganathan, D. Strand, Chem.
Eur. J. 2013, 19, 7982-7988; c) S. Yugandar, A. Achar-
ya, H. lla, J. Org. Chem. 2013, 78, 3948-3960; d) G.
Bartoli, C. Cimarelli, R. Cipolletti, S. Diomedi, R. Gio-
vannini, M. Mari, L. Marsili, E. Marcantoni, Eur. J.
Org. Chem. 2012, 630-636; e¢) Y. Luo, K. Ji, Y. Li, L.
Zhang, J. Am. Chem. Soc. 2012, 134, 17412-17415;
f) C.L. Zhong, B. Y. Tang, P. Yin, Y. Chen, L. He, J
Org. Chem. 2012, 77, 4271-4277; g) X. Xu, P. Y. Zavalij,
W. Hu, M. P. Doyle, Chem. Commun. 2012, 48, 11522—
11524; h)I. Cano, E. Alvarez, C.M. Nicasio, P.J.
Pérez, J. Am. Chem. Soc. 2011, 133, 191-193; i) W. He,
C. Li, L. Zhang, J. Am. Chem. Soc. 2011, 133, 8482—
8485; j) O. Grotkopp, A. Ahmad, W. Frank, T.J.J.
Miiller, Org. Biomol. Chem. 2011, 9, 8130-8140; k) J.
Linder, A.J. Blake, C.J. Moody, Org. Biomol. Chem.
2008, 6, 3908-3916.

For less toxic copper catalysts, see:a) C. W. Cheung,
S.L. Buchwald, J. Org. Chem. 2012, 77, 7526-7537,
b)see also: P. Hu, Q. Wang, Y. Yan, S. Zhang, B.
Zhang, Z. Wang, Org. Biomol. Chem. 2013, 11, 4304—
4307; ¢) X. Li, L. Huang, H. Chen, W. Wu, H. Huang,
H. Jiang, Chem. Sci. 2012, 3, 3463-3467; d) A. E. Wend-
landt, S. Stahl, Org. Biomol. Chem. 2012, 10, 3866—
3870.

a) C. Wan, L. Gao, Q. Wang, J. Zhang, Z. Wang, Org.
Lert. 2010, 12, 3902-3905; b) for a review on metal-free
synthesis of heterocycles, see: V.P. Mehta, B. Punji,
RSC Adv. 2013, 3, 11957-11986.

For metal-free reactions using hypervalent iodine, see:
a) A. Saito, A. Taniguchi, Y. Kambara, Y. Hanzawa,
Org. Lett. 2013, 15, 2672-2675; b) X. Liu, R. Cheng, F.
Zhao, D. Zhang-Negrerie, Y. Du, K. Zhao, Org. Lett.
2012, 14, 5480-5483; ¢) J. C. Andrez, RSC Adv. 2012, 2,
3261-3264.

Metal-free and cascade processes, see: a) W.-J. Xue, Q.
Li, Y.-P. Zhu, J.-G. Wang, A.-X. Wu, Chem. Commun.
2012, 48, 3485-3487; b) J. Xie, H. Jiang, Y. Cheng, C.
Zhu, Chem. Commun. 2012, 48, 979-981; c) W.-C. Gao,
R.-L. Wang, C. Zhang, Org. Biomol. Chem. 2013, 11,

Adpv. Synth. Catal. 0000, 000, 0—0


http://asc.wiley-vch.de

(@0 )1\ 01\ @YU (0] One-Pot Conversion of Amino Acids into 2,5-Disubstituted Oxazoles

Adpv. Synth. Catal. 0000, 000,0-0

Advanced
Synthesis &
Catalysis

7123-7128; d) W. Zhou, C. Xie, J. Han, Y. Pan, Org.
Lett. 2012, 14, 4766-4769; e) G. Naresh, T. Narender,
RSC Adv. 2014, 4, 11862-11866; f) K. C. Majumdar, S.
Ganai, R. K. Nandi, K. Ray, Tetrahedron Lett. 2012, 53,
1553-1557.

a) A. Boto, R. Herndndez, Y. de Ledn, E. Sudrez, J.
Org. Chem. 2001, 66, 7796-7803; b) see also: A. Boto,
I. Romero-Estudillo, Org. Lett. 2011, 13, 3426-3429.
For conversion 5§—7—2, a related mechanism proposal
where a iodonium intermediate undergoes the intramo-
lecular addition of the amide carbonyl group can be
found in: a) R. Martin, A. Cuenca, S.L. Buchwald,
Org. Lett. 2007, 9, 5521-5524; in our previous scission-
iodination work, B-iodoamine derivatives were formed,
suggesting the formation of an iodonium intermediate
5a (X=I). However, this iodo group could also be
result of iodide opening of an initial (acetoxy)phenylio-
donium intermediate 5b [X=I(OAc)Ph], as suggested
in: b) Y. Zheng, X. Li, C. Ren, D. Zhang-Negrerie, Y.
Du, K. Zhao, J. Org. Chem. 2012, 77, 10353-10361.
Therefore, both possibilities are suggested in the
Scheme. Alternatively, the iodonium ion could be
trapped intermolecularly by acetate ions from DIB to
give B-iodo-a-acetoxyamines, followed by intramolecu-
lar substitution of the iodo group by the carbonyl

[26]

(27]

(28]

oxygen, again yielding the oxazoline 6. For the conver-
sion of enamides into f-iodo-a-acetoxyamines see:
c) A. Kirschning, C. Plumeier, L. Rose, Chem.
Commun. 1998, 33-34.

a) R. E. Sammelson, M. J. Kurth, Chem. Rev. 2001, 101,
137-202; b) M. Catellani, E. Motti, N. Della Ca’, Acc.
Chem. Res. 2008, 41, 1512-1522.

A. Boto, L. Alvarez, Furan and its derivatives, in: Het-
erocycles in Natural Product Synthesis, (Eds.: K. C. Ma-
jumdar, S. K. Chattopadhyay), Wiley-VCH, Weinheim,
2011, Chapter 4.

a) T. Yamamoto, K. Muto, J. Canivet, J. Yamaguchi, K.
Itami, M. Komiyama, Chem. Eur. J. 2011, 17, 10113-
10122; b) P. J. Boissarie, Z. E. Hamilton, S. Lang, J. A.
Murphy, C.J. Suckling, Org. Lett. 2011, 13, 6256-6259;
¢) S. A. Ohnmacht, P. Mamone, A.J. M. F. Greaney,
Chem. Commun. 2008, 1241-1243; d) B. Sezen, D.
Sames, Org. Lett. 2003, 5, 3607-3610.

A.R. Katritzky, S. Zhang, M. Wang, H. C. Kolb, P. J.
Steel, J. Heterocycl. Chem. 2002, 39, 759-765.

a) P. Wipf, Y. Aoyama, T. E. Benedum, Org. Lett. 2004,
6, 3593-3595; b) R. L. Dow, J. Org. Chem. 1990, 55,
386-388.

Y. Hanzawa, A. Matsumoto, A. Saito, Tetrahedron Lett.
2010, 51, 2247-2250.

© 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

asc.wiley-vch.de 7

These are not the final page numbers! 77


http://asc.wiley-vch.de

8 One-Pot Conversion of Amino Acids into 2,5-Disubstituted

1) functional o
Oxazoles: No Metals Needed OMe one-pot groups  MeO
scission- allc’;w_l ng
OH cnain
Adv. Synth. Catal. 2014, 356, 1-8 elongation o {
) o) o
Ivan Romero-Estudillo, Venkateswara Rao Batchu, HN cyclization XN
Alicia Boto* O process
p-1-CgHy [
8 asc.wiley-vch.de © 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

COMMUNICATIONS

KRR These are not the final page numbers!

Adv. Synth. Catal. 0000, 000, 0-0


http://asc.wiley-vch.de

