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A general and efficient protocol for the oxidative esterification of aldehydes has been developed. By using
10 mol % of ZnBr, and 4 equiv of H,0,, 21 examples of esters were produced in good to excellent yields.
Both electron-donating and electron-withdrawing functional groups are tolerable under our reaction
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The application of zinc salts as catalysts in organic synthesis has
attracted a lot of attention during the last decade.! Because of their
inexpensiveness, abundance, and low toxicity, zinc salts have been
tested and used in organic synthesis and also been used to take the
place of expensive and toxic metals in some reactions. Thus the
group of Enthaler has developed a series of novel methodologies
for the transformation of primary amides into nitriles,'°"t which
was reported with palladium catalyst before.?

Carboxylic acid derivatives constitute integral parts of poly-
mers, pharmaceuticals, and agrochemicals, as well as building
blocks for organic synthesis and natural products. Typically, they
are prepared from the corresponding acid, activated ester, or acid
halide in stoichiometric reactions with O nucleophiles An
interesting and more direct manner is the oxidative esterification
of the readily available aldehydes with alcohols.* But these poten-
tially valuable procedures require the use of stoichiometric heavy-
metal oxidants or expensive transition metal catalysts.> Recently,
the group of Darcel reported a general and efficient iron-catalyzed
oxidative esterification of aldehydes.® Fe(Cl04);-xH,0 was used as
the pre-catalyst, both aromatic and aliphatic aldehydes can be
transformed into esters in good to excellent yields. But the pres-
ence of perchlorate counterion is potentially explosive, especially
in the case of lithium cation.” Taking the development of environ-
mental benign methodologies into consideration; it will be
extremely interesting for synthetic chemists to develop a cheap
metal-catalyzed oxidative esterification of aldehydes with green
oxidants.
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Here, we wish to report an efficient zinc-catalyzed oxidative
esterification of aromatic aldehydes. H,0,, as green oxidant was ap-
plied in this reaction which generates water as the only by-prod-
uct. With 10 mol % of ZnBr, and 4 equiv of H,0,, 21 examples of
esters were produced in 60-95% of yields.

Initially, the reaction of benzaldehyde (1 mmol) in methanol
(2 mL) was carried out with ZnCl, (10 mol %; anhydrous) as the
pre-catalyst and H,0O, (2 mmol) as the oxidant. To our delight,
38% of the desired ester was formed with 50% conversion of benz-
aldehyde (Table 1, entry 1). Benzoic acid and (dimethoxymeth-
yl)benzene were also detected as by-products in the reaction.
Because of the low conversion, we decided to increase the amount
of oxidant used. With 4 mmol of H,0,, the yield of the ester was
improved to 60% with 82% conversion (Table 1, entry 2). Then we
started to check the influence of different zinc salts, ZnBr, gave
70% of methyl benzoate and 43% of the product was produced with
Zn(OTf), as the pre-catalyst (Table 1, entries 3 and 4). But to our
surprise, no ester was formed by using Zn(CN), and Zn(OAc), as
the pre-catalysts (Table 1, entries 5 and 6). Some other cheap met-
als were also tested, such as, calcium salts, manganese salts, mag-
nesium salts, and also lithium chloride. Their chloride salts
resulted in 56-60% yields of the desired ester with good conver-
sion, but non-chloride salts did not give any product (Table 1, en-
tries 7-14). Based on these results, ZnBr, was chosen as the pre-
catalyst for further optimization. The yield of the ester decreased
to 35% by using 1 mL of methanol as the solvent (Table 1, entry
15). In contrast, 89% of methyl benzoate and 99% of conversion
was achieved with 4 mL of methanol as the solvent (Table 1, entry
16). No ester was formed in the absence of catalyst, but only
benzoic acid was detected (Table 1, entry 17). Because of the
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Table 1

Oxidative esterification of benzaldehyde?®

[M] 10 mol%, H,0,
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©/CHO

MeOH, RT, air
1 mmol
Entry Metal salt H,0, Conv.P Yield® Select.
(10 mol %) (equiv) (%) (%) (%)
1 ZnCl, 2 50 38 76
2 ZnCl, 4 82 60 73
3 ZnBr, 4 90 70 78
4 Zn(OTf), 4 77 43 56
5 Zn(0Ac), 4 50 0 0
6 Zn(CN), 4 68 0 0
7 Mn(OAc); 4 48 0 0
8 Ca(OH), 4 30 0 0
9 Ca(OAc), 4 45 0 0
10 Mg(OAc),-4H,0 4 60 0 0
11 MgCl, 4 85 60 70
12 MnCl, 4 72 57 79
13 CaCl, 4 82 57 69
14 LiCl 4 80 56 70
15 ZnBr;, 4 96 35¢ 36
16 ZnBr, 4 99 89 90
17 / 4 15 0 0

¢ Catalyst (10 mol %), benzaldehyde (1 mmol), MeOH (2 mL), H,0, (30 % in

water), rt, air, 16 h.

b Conversion and yield were determined by GC using hexadecane as the internal

standard based on benzaldehyde.

€ MeOH (1 mL).
4 MeOH (4 mL).

Table 2

Zinc-catalyzed oxidative esterification of aldehydes®

CHO ZnBr, (10 mol%)

N A~ CO,R'
[ = H,0, (4 mmol) Y
R R'OH (4 mL) R
RT, 16 h
Entry Aldehyde Esters Yield® (%)
CHO CO,Me
R
CHO CO,Me 95
IS oS ol
CHO CO,Me 90
B
CHO CO,Me
< L L .
CHO CO,Me
CHO CO,Me
S S C
Ph Ph
CHO CO,Me 92
c
MeO MeO
CHO CO,Me 93
PhO PhO
CHO CO,Me
s Sl & Sl
F F

Table 2 (continued)

Entry Aldehyde Esters Yield® (%)
CHO CO,Me
o OO .
Cl Cl
cHo CO,Me
TS S -
Br Br
CHO CO,Me
s S -
O,N O,N
s 2N
13 Q\CHO o~ ~CO,Me 65
X 0.
14 g~ ~CHO g~ ~CO,Me 90
. CHO . CO,Me
CHO CO,Et
A
CHO CO,Pr
B e s
CHO CO,iPr
oo
CHO CO,CH,CF,
A e
CHO CO,nBu 89
20 ©/ ©/ 85¢
CHO CO,nPent
. O O

2 ZnBr, (10 mol %), aldehydes (1 mmol), ROH (4 mL), H,O, (30% in water,
4 mmol), rt, air, 16 h (reaction time is not optimized).

b Yield was determined by GC using hexadecane as the internal standard based
on aldehyde.

¢ Isolated yield.

decomposition of H,0,, we need an excess amount in order to have
satisfied conversion. With 4 ml of MeOH to dilute the reaction
solution, the direct oxidation of aldehyde can be suppressed in
some distance. But the activation of aldehyde with zinc salt is still
valid. We did not see the influence of air in our reaction system;
the reaction can still happen if we do the reaction under argon
atmosphere.

With the best reaction conditions in our hand,® we decided to
test the generality and efficiency of this methodology. As shown
in Table 2, para-, meta-, and ortho-substituted benzaldehydes re-
acted with methanol under standard reaction conditions with
81-95% of yields (Table 2, entries 2-4). Naphthyl substitution
can also be tolerated, and resulted in 88% of the corresponding
ester (Table 2, entry 5). In addition, phenyl, methoxy-, and phen-
oxy-decorated benzaldehydes can be transformed into the desired
esters in 85-93% of yields (Table 2, entries 6-8). Besides the men-
tioned electron-donating functional groups, electron-withdrawing
substitutions can also be tolerated. F-, Cl-, Br-, and NO,-substituted
methyl esters were synthesized from their parent aldehydes in
61-88% of yields (Table 2, entries 9-12). Moreover, heterocyclic
and o,B-unsaturated aldehydes can also be applied as substrates
and gave the desired products in moderate to excellent yields
(60-90%; Table 2, entries 13-15). But aliphatic aldehydes like
cyclohexanecarbaldehyde and pentanal did not give any desired
esters under our standard reaction conditions.
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Besides methanol, the other low boiling point alcohols were
also tested (Table 2, entries 16-21). Ethanol, propanol, and even
pentanol were all successfully reacted with benzaldehyde and gave
the corresponding esters in 75-88% of yields. When we carried out
the reaction of benzaldehyde with phenol or tert-butanol, only
benzoic acid was formed under our conditions.

In conclusion, a general and efficient protocol for oxidative
esterification of aldehydes has been developed. By using 10 mol %
of ZnBr, and 4 equiv of H,0,, 21 examples of different esters were
produced in good to excellent yields. Both electron-donating and
electron-withdrawing functional groups are all tolerable under
our reaction conditions.

Acknowledgments

The financial support from the state of Mecklenburg-Vor-
pommern and the Bundesministerium fiir Bildung und Forschung
(BMBF) is gratefully acknowledged. The author also thanks the
support and general advice from Professor Dr. Matthias Beller
and Dr. Helfried Neumann (LIKAT).

References and notes

1. For selected examples on zinc-catalyzed reactions, see: (a) Mimoun, H.; De Saint
Laumer, J. Y.; Giannini, L.; Scopelliti, R.; Floriani, C. . Am. Chem. Soc. 1999, 121,
6158-6166; (b) Mimoun, H. J. Org. Chem. 1999, 64, 2582-2589; (c) Bette, V.;
Mortreux, A.; Lehmann, C. W.; Carpentier, J.-F. Chem. Commun. 2003, 332-333;
(d) Bette, V.; Mortreux, A.; Ferioli, F.; Martelli, G.; Savoia, D.; Carpentier, J.-F. Eur.
J. Org. Chem. 2004, 3040-3045; (e) Bette, V.; Mortreux, A.; Savoia, D.; Carpentier,
].-F. Tetrahedron 2004, 60, 2837-2842; (f) Mastranzo, V. M.; Quinterno, L.; Anaya
de Parrodi, C.; Juaristi, E.; Walsh, P. ]J. Tetrahedron 2004, 60, 1781-1789; (g)
Ushio, H.; Mikami, K. Tetrahedron Lett. 2005, 46, 2903-2906; (h) Bette, V.;
Mortreux, A.; Savoia, D.; Carpentier, J.-F. Adv. Synth. Catal. 2005, 347, 289-302;
(i) Gérard, S.; Pressel, Y.; Riant, O. Tetrahedron: Asymmetry 2005, 16, 1889-1891;
(j) Park, B.-M.; Mun, S.; Yun, J. Adv. Synth. Catal. 2006, 348, 1029-1032; (k)
Bandini, M.; Melucci, M.; Piccinelli, F.; Sinisi, R.; Tommasi, S.; Umani-Ronchi, A.
Chem. Commun. 2007, 4519-4521; (1) Inagaki, T.; Yamada, Y.; Phong, L. T.;
Furuta, A.; Ito, J.-i; Nishiyama, H. Synlett 2009, 7, 253-256; (m) Gajewy, ].; Kwit,
M.; Gawronski, ]. Adv. Synth. Catal. 2009, 351, 1055-1063; (n) Das, S.; Addis, D.;

N

No

3399

Zhou, S.; Junge, K.; Beller, M. J. Am. Chem. Soc. 2010, 132, 1770-1771; (o)
Marinos, N. A.; Enthaler, S.; Driess, M. ChemCatChem 2010, 2, 846-853; (p)
Enthaler, S.; Eckhardt, B.; Inoue, S.; Irran, E.; Driess, M. Chem. Asian J. 2010, 5,
2027-2035; (q) Enthaler, S.; Schroder, K.; Inoue, S.; Eckhardt, B.; Junge, K.;
Beller, M.; Driess, M. Eur. J. Org. Chem. 2010, 4893-4901; (r) Enthaler, S. Catal.
Lett. 2011, 141, 55-61; (s) Enthaler, S. Catal. Sci. Technol. 2011, 1, 104-110; (t)
Enthaler, S.; Inoue, S. Chem. Asian J. 2012, 7, 169-175; (u) Enthaler, S.; Weidauer,
M. Chem. Eur. J. 2012, 18, 1910-1913.

Maffioli, S. I.; Marzorati, E.; Marazzi, A. Org. Lett. 2005, 7, 5237-5239.

Larock, R. C. Comprehensive Organic Transformations: A Guide to Functional Group
Preparation; VCH: New York, 1989. pp 840-841, and references cited therein.
Ekoue-Kovi, K.; Wolf, C. Chem. Eur. J. 2008, 14, 6302-6315.

(a) Abiko, A.; Roberts, ]. C.; Takemasa, T.; Masamune, S. Tetrahedron Lett. 1986,
27, 4537-4540; (b) O’Connor, B.; Just, G. Tetrahedron Lett. 1987, 28, 3235-3236;
(c) Garegg, P. ].; Olsson, L.; Oscarson, S. J. Org. Chem. 1995, 60, 2200-2204; (d)
Qian, G.; Zhao, R;; Ji, D.; Ly, G.; Qi, Y.; Suo, J. Chem. Lett. 2004, 33, 834-835; (e)
Sundararaman, P.; Walker, E. C.; Djerassi, C. Tetrahedron Lett. 1978, 19, 1627-
1628; (f) Travis, B. R.; Sivakumar, M.; Hollist, G. O.; Borhan, B. Org. Lett. 2003, 5,
1031-1034; (g) McDonald, C.; Holcomb, H.; Kennedy, K.; Kirkpatrick, E.;
Leathers, T.; Vanemon, P. J. Org. Chem. 1989, 54, 1213-1215; (h) Gopinah, R.;
Barkakaty, B.; Talukdar, B.; Patel, B. K. J. Org. Chem. 2003, 68, 2944-2947; (i)
Espenson, J. H.; Zhu, Z.; Zauche, T. H. J. Org. Chem. 1999, 64, 1191-1196; (j)
Lerebours, R.; Wolf, C. J. Am. Chem. Soc. 2006, 128, 13052-13053; (k) Wei, L.-L.;
Wei, L.-M.; Pan, W.-B.; Wu, M.-]. Synlett 2004, 1497-1502; (1) Murahashi, S.-L.;
Naota, T.; Ito, K.; Maeda, Y.; Taki, H. J. Org. Chem. 1987, 52, 4319-4327; (m)
Raiendram, S.; Trivedi, D. C. Synthesis 1995, 153-154; (n) Grigg, R.; Mitchell, T. R.
B.; Sutthivaiyakit, S. Tetrahedron 1981, 37, 4313-4319; (o) Yoo, W.-J.; Li, C.-].
Tetrahedron Lett. 2007, 48, 1033-1035; (p) Chavan, S. P.; Dantle, S. W.; Govande,
C. A.; Venkatraman, M. S.; Praveen, C. Synlett 2002, 267-268; (q) Kiyooka, S.;
Ueno, M.; Ishii, E. Tetrahedron Lett. 2005, 46, 4639-4642; (r) Kiyooka, S.-1.; Wada,
Y.; Ueno, M.; Yokoyama, T.; Yokoyama, R. Tetrahedron 2007, 63, 12695-12701;
(s) Reddy, R. S.; Rosa, J. N.; Veiros, L. F.; Caddick, S.; Gois, P. M. P. Org. Biomol.
Chem. 2011, 9, 3126-3129; (t) Rosa, J. N.; Reddy, R. S.; Candeias, N. R.; Cal, P. M.
S. D.; Gois, P. M. P. Org. Lett. 2010, 12, 2686-2689.

Wau, X.-F.; Darcel, C. Eur. J. Org. Chem. 2009, 1144-1147.

(a) Schumacher, J. C. Perchlorates-Their Properties Manufacture and Uses; ACS
Monograph Series, Reinhold: New York, 1960; (b) Bartoli, G.; Locatelli, M.;
Melchiorre, P.; Sambri, L. Eur. J. Org. Chem. 2007, 2037-2049.

General procedure for the ester synthesis: In a 50 mL tube, ZnBr; (10 mol %), and a
stirring bar was added. Then H,0, (4 mmol; 30% aq) was added slowly to the
tube after the addition of aldehyde (1 mmol) and MeOH (4 mL) by syringe. Then
keep the final solution at room temperature for 16 h. Hexadecane (100 mg) and
ethyl acetate (3 mL) were injected, a part of the solution was taken for GC and
GC-MS analysis after properly mixing. All the products are commercially
available.
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