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Abstract: 2-Methylnaphthalene is oxidized in about
80% yield with 7-9/1 regioselectivity to 2-methyl-
1,4-naphthoquinone by hydrogen peroxide with a
strong mineral acid as the catalyst. No (transition)
metal catalyst is required for this transformation.
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The controlled oxidation of organic molecules is still
a challenging task. Often, partially oxidized species
(e.g., alcohols) are much easier to oxidize than the
corresponding precursor molecules (e.g., alkanes).
This requires a well directed selection of the oxidizing
agents as well as a strict control of reaction condi-
tions. However, the economic benefit of a selective
and high yield oxidation reaction will for sure justify
such efforts.

The oxidation of arenes can be considered as a typ-
ical example for the statements made above. Differ-
ent intermediates possessing different stabilities
against overoxidation can be obtained more or less
selectively by application of the appropriate oxidizing
agents. One important technical product coming from
arene oxidation is 2-methyl-1,4-naphthoquinone (1,
menadione, vitamin K3), which is used as a supple-
ment for the vitamins K1 and K2 in veterinary medi-
cine. This application has implicated intense investiga-
tions on the evaluation of new synthetic methods for
this compound. Most routes start from versatile 2-
methylnaphthalene and thus include at least one oxi-
dation step (Scheme 1).

They can be divided into three groups:

Reactions wherein a metal derivative is used as a
stoichiometric oxidizing agent. This is mainly per-
formed with chromium(vi),!!! the classical oxidizin
agent in menadione chemistry, or with cerium(iv).!
Both oxidizing agents can either be used directly or
generated in situ, for example by anodic oxidation of
low valent Cr'!! or Ce!™ precursors. From an econom-
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ic as well as an ecologic point of view such procedures
have become impracticable.

Reactions wherein a metal derivative is used as a
catalyst in combination with hydrogen peroxide as the
oxygen source. In some cases percarboxylic acids or
dioxygen can be employed instead of H,O,. A whole
series of (transition) metal complexes have shown cat-
alytic activity for the oxidation of 2-methylnaphtha-
lene to menadione: Vanadium,m chromium,m molyb-
denum and tungsten,[s] rhenium,[6] palladium,m
cerium,®! phthalocyanine[9] or porphyrin com-
plexes!'” and zeolites.'! Depending on the catalyst
used, these routes are obviously more environmental-
ly benign than those discussed above.

Oxidation of 2-methylnaphthalene without any
metal catalyst. Such reactions have only rarely been
reported. Menadione can, for example, be obtained as
a side product b?/ the oxidation of 2-methylnaphtha-
lene with ozone'"? Adam et al. reported the oxida-
tion of 2-methylnaphthalene by H,0, with hexa-
fluoroacetone hydrate as the catalyst.[13] The oxida-
tion of condensed aromatic compounds in the pres-
ence of acetic acid was first described in 1940,[14]
other combinations of carboxylic/percarboxylic acids
have also been reported.[ls]

We present here an improvement of the latter sys-
tems which opens up an efficient access to menadione
(1) by Brgnsted acid activation of hydrogen peroxide
resulting in a product which is not contaminated by
traces of (transition) metal catalysts.['"]

One of the most active catalysts for the oxidation
of 2-methylnaphthalene to 2-methyl-1,4-naphthoqui-
none (1) is MeReO3 (MTO). In contrast to MTO-cat-

Tl WWILEY

*{) InterScience’ 1011

¥



COMMUNICATIONS

Anne Bohle et al.

alyzed olefin epoxidations, which are carried out in
protic solvents under neutral or basic conditions, the
oxidation of 2-methylnaphthalene requires a strongly
acidic reaction system: the reaction is carried out with
glacial acetic acid as the solvent and 85% H,0, as
the oxidizing agent, with a certain amount of acetic
anhydride to remove the residual water (15% from
aqueous HQOZ).[GC’d] It was expected that the peroxo
complex MeReO(0O,), would be the active compo-
nent,[m as in olefin epoxidation. However, isostruc-
tural molybdenum peroxo complexes (L-L)MoO(O,),
[L-L=2-(3-pyrazolyl)pyridine ligand] have turned
out to be inactive in this reaction, although they show
comparable reactivity in olefin epoxidation.!8!

However, considering a decomposition of the tran-
sition metal peroxo complexes to perrhenic acid or
molybdic acid under the aggressive reaction condi-
tions, could explain the differences in the catalytic ac-
tivity by the differences in the strengths of these
acids: while HReO, is a quite strong Brgnsted acid
(pK,=—-1.601"! in aqueous solution), the pK, of
“H,Mo0QO,” (hydrated molybdenum oxide, which rap-
idly will undergo condensation to MoO;3) is 5.40
orders of magnitude higher (pK,=3.80"" in aqueous
solution).?!) This will have a severe impact on the
composition of the reaction mixture, since the forma-
tion of peracetic acid from acetic acid and H,O, is an
acid-catalyzed reaction and is not catalyzed by acetic
acid itself due to its high pK, value (pK,=4.75).

We thus replaced MeReOj by the strong Brgnsted
acids HCIO4, H,SO,4 and H3;PO,4 and observed the
formation of 1. However, the use of 85% H,0O, gave
lower yields than those reported for MeReOs. This is
probably due to overoxidation, for example, by cleav-
age of the C=C double bond in the quinone ring
system and subsequent formation of carboxylic acids.
Reduction of the concentration of the oxidizing agent
to commercially available 50% H,0, gave a pro-
nounced enhancement of the isolated yield of 1. Ad-
ditionally, we found that the reaction temperature
strongly influences the performance of the reaction:
the optimum temperature is at about 60°C. At lower
temperatures, the reaction is too slow, at temperatures
of 80°C and higher, a series of side reactions starts to
dominate and the reaction mixture turns dark brown
instead of orange, which is the colour of 1.

For safety reasons, the formation of explosive diacyl
peroxide (CH3;CO—O—O—COCH3;), which is formed in
the presence of highly concentrated H,O, and acetic
anhydride, has to be suppressed. This is best done by
dropping the oxidizing agent (50% H,0,) and the
acetic anhydride simultaneously into the solution of 2-
methylnaphthalene, glacial acetic acid and the mineral
acid by two dropping funnels. Additionally, the molar
sum of H,O, and H,O (from 50% H,0,) must be
higher than the molar amount of acetic anhydride
added. We keep this ratio at about 2:1.
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Following these ancillary conditions, isolated yields
of about 80% for naphthoquinones can be obtained
with regioselectivities for the desired 2-methyl-1,4-
naphthoquinone (1) versus the isomer 6-methyl-1,4-
naphthoquinone of about 7-9/1. Recrystallization
from ethyl acetate/hexane yields pure 1 (for details,
see Experimental Section). Leaving out the mineral
acid drastically slows down the reaction rate, giving
yields lower than 20 %, while leaving out the anhy-
dride has a less pronounced effect. The oxidation of
2-methylnaphthalene can also be carried out in glacial
acetic acid with commercially available meta-chloro-
perbenzoic acid (mCPBA, 75% with H;O) giving
slightly lower yields (73% of 1). In this protocol, no
anhydride and no hydrogen peroxide were added.
Leaving out the sulphuric acid in the oxidation with
mCPBA again lowers the yields of 1.

There are two possible mechanistic routes for the
oxidative conversion of 2-methylnaphthalene to 1. In
the literature it was discussed that the oxidation of 2-
methylnaphthalene by the system MTO/glacial acetic
acid/85 % H,O, should proceed via a two-fold epoxi-
dation with subsequent reorganization to 2-methyl-
1,4-naphthodihydroquinone, which then should rapid-
ly be further oxidized to 1 (Scheme 2, epoxidation
pathway).[°2l On the other hand, the strong mineral
acid will, in equilibrium, give protonated peracetic
acid (CH3CO3H,"), an organic congener to H3;O,*
which was investigated by Olah et al. in (super)acidic
media.l??! They showed that this cation is able to oxi-
dize even benzene to a mixture of oxidized products
and assumed an electrophilic substitution of the aro-
matic compound to occur. Corresponding to this, an
electrophilic aromatic substitution of 2-methylnaph-
thalene by CH3;CO3H," (Scheme 2, aromatic substitu-
tion pathway) could take place.l*’! Here, the electron-
donating methyl substituent in the 2-position of the
starting material will consequently lead to a preferred
attack at the more sterically hindered but more elec-
tron-rich substituted naphthalene ring, which corrobo-
rates with the observed regioselectivities.

At the moment, we cannot definitively decide
which of the two mechanisms is the right one. Kotani
et al. published in 1984 a protocol for the oxidation of
various aliphatic and aromatic compounds, where
H,0, was used as the oxidizing agent in the presence
of acetic anh%ldride and [Fe(CH3CN)¢]** in acetoni-
trile solution.”” From aromatic substrates, they ob-
tained mixtures of acylated mono-, di-, and trihy-
droxylated compounds as well as quinones (e.g., from
naphthalene or 1,4-dimethylbenzene) in overall yields
up to 50-60%. In contrast to the findings of Kotani
et al., benzene and toluene are not oxidized under
our conditions. However, in the beginning of the oxi-
dation of 2-methylnaphthalene we can detect a mono-
hydroxylated 2-methylnaphthalene by GC/MS, which
is consumed during the course of the reaction. For a

Adv. Synth. Catal. 2006, 348, 1011-1015


www.asc.wiley-vch.de

A New Metal-Free Access to Vitamin K3

COMMUNICATIONS

epoxidation pathway

2 CH3CO4H

aromatic substitution pathway O

3003H2
- Hzo

Scheme 2.

final evaluation of the mechanism, a complete compu-
tational study on our oxidation system, including the
regioselectiviy of the oxygen transfer and solvent ef-
fects, is going to be carried out.

In the present paper, we have shown, that activa-
tion of peracetic acid by Brgnsted acids allows a high-
yield oxidation of 2-methylnaphthalene to menadione
in the absence of any metal catalyst. The selectivity of
the two regioisomers is about 8/1 with menadione as
the major compound. From the reaction conditions it
may be assumed that the aromatic system undergoes
an electrophilic aromatic substitution with protonated
peracetic acid as the electrophile.

Experimental Section
General Remarks

Warning: Working with mixtures of acetic anhydride and
hydrogen peroxide may lead to the formation of diacyl per-
oxide, a highly explosive compound. To keep the concentra-
tion of this compound as low as possible, it is required to
add H,0, and (CH;CO),0 slowly and simultaneously by
means of two dropping funnels and to calculate exactly the
molar ratios in the reaction mixture.

2-Methyl-1,4-naphthoquinone (1)

2-Methylnaphthalene (7.10 g, 50.00 mmol) and 96 % sulphu-
ric acid (0.25 g, 2.45 mmol) were dissolved in 50 mL of gla-
cial acetic acid in a 250 mL three-necked flask equipped
with a magnetic stirring bar, a reflux condenser and two
50 mL dropping funnels. The mixture was heated to 60°C.
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At this temperature, 20 g of 50% hydrogen peroxide (this
contains 0.29 mol of H,O, and 0.55 mol of H,O; molar sum
0.84 mol) and 42.84 g (0.42 mol) of acetic anhydride were
added simultaneously via the two dropping funnels over a
period of 20 min. The reaction mixture turned black for
some minutes and then orange. It was stirred for 6 h at
60°C, then it was poured onto a mixture of 200 mL of
CHCl; and 200 mL of cold water and the crude product was
extracted into the organic phase. The CHCI; solution was
first washed with 50 mL of a 0.1M aqueous NaHSO; solu-
tion to remove residual H,O, and then washed with 50 mL
of NaHCOj; solution (10% in water) to remove traces of
acetic acid. It was dried over MgSO, and the solvent was re-
moved leaving an oily residue from which a mixture of the
isomeric methylnaphthoquinones crystallized; yield: 6.97 g
(81%). The isomer ratio between 1 and 6-methyl-1,4-naph-
thoquinone was determined to be about 8/1 by integration
of the resonances of the methyl groups in the '"H NMR and
by GC/MS. The regioisomers can be separated by repeated
crystallization from ethyl acetate/hexane.

Acknowledgements

We would like to thank the Deutsche Forschungsgemeinchaft
for support of this work.

References

[1] a) K. Nakaoji, S. Nakaoji, Japanese Patent 10,245,358,
1998; b) S. Nakaoji, Japanese Patent 07,048,309, 1995;
¢) S. Chocron, M. Michman, Applied Catalysis 1990, 62,
119-123; d) Z. Machowska, J. Mieluch, J. Obloj, A.
Teichert, W. Czerwinski, M. Wiejcka, Polish Patent
140780, 1987; ¢) M. J. Cano, G. Ferre, Spanish Patent
541565, 1985; f) M. Juaristi, J. M. Aizpurua, B. Lecea,
C. Palomo, Can. J. Chem. 1984, 62, 2941-2944; g) H.

www.asc.wiley-vch.de 1013


www.asc.wiley-vch.de

COMMUNICATIONS

Anne Bohle et al.

Puetter, W. Bewert, German Patent 2,952,709, 1981;
h) C.-T. Chen, S.-J. Lee, Bull. Inst. Chem. Acad. Sin.
1979, 26, 43-45; i) F. Huba, U. S. Patent 3,751,437,
1973; j) Sakuragaoka Research Institute Japanese
Patent 162647, 1944; k) N.P. Lundin, USSR Patent
66489, 1946; 1)J. Hyman, C.F. Peters, U. S. Patent
2,402,226, 1946; m) P. P. T. Sah, Recl. Trav. Chim. 1940,
59, 1021-1028; n) P. P. T. Sah, Recl. Trav. Chim. 1940,
59, 461-470.

[2] a) V. Steglinska, A.T. Grzejdziak, J. E. Dziegiec, Polish
Patent 181589, 2001; b) V. Steglinska, A. T. Grzejdziak,
Y. Dzegets, Obs. Khim. 1996, 66, 847-853; c) H. M.
Becher, World Patent 9206944, 1992; d) N. Ikeda, N. Su-
gishima, Y. Fujii, S. Ikuta, Y. Nakanishi, A. Inoue, Japa-
nese Patent 63264428, 1988; ¢) R. P. Kreh, R. M. Spot-
nitz, J. T. Lundquist, J. Org. Chem. 1989, 54, 1526—1531;
fyR.P. Kreh, U S. Patent 4,701,245, 1987, g)L.K.
Sydnes, 1. C. Burkow, S. H. Hansen, Tetrahedron 1985,
41, 5703-5706; h) T. Komatsu, T. Sumino, Japanese
Patent 60252445, 1985; i) S.-J. Lee, C.-T. Chen, Bull. Inst.
Chem. Acad. Sin. 1980, 27, 7-12.

[3] a) M. Mukoyama, T. Takai, E. Hata, T. Yamada, Japa-
nese Patent 07258146, 1995; b) T. Takai, E. Hata, T.
Mukaiyama, Chem. Lett. 1994, 885-888; c) M. Saito,
Japanese Patent 06009485 1973; d) M. Morita, K. Ohta,
German Patent 2234597, 1973.

[4] a) S. Yamazaki, Tetrahedron Lett. 2001, 42, 3355-3357,
b) T. M. Galstyan, A.V. Mamchur, G. A. Galstyan,
E. V. Potapenko, Zh. Prikl. Khim. 2000, 73, 680—682.

[5] a) R. Neumann, M. de La Vega, J. Mol. Catal. 1993,
84, 93-108; b) T. A. Gorodetskaya, 1. V. Kozhevnikov,
K. I. Matveev, USSR Patent 1121255, 1984.

[6] a) F. E. Kiihn, C. C. Romao, W. A. Herrmann, Science
of Synthesis 2003, Thieme, Stuttgart, Vol. 2, 111-153;
b)J. H. Teles, M. Schulz, J. Sundermeyer, C. Jost,
German Patent 19736428, 1999; c¢) W. A. Herrmann, J.
Haider, R. W. Fischer, J, Mol. Catal. A: Chem. 1999,
138, 115-121; d) R. W. Fischer, J. Haider, W. A. Herr-
mann, R. Kratzer, World Patent 9847837, 1998;
e) W. A. Herrmann, J.D. G. Correia, R. W. Fischer,
German Patent 4419800, 1995; f) W. A. Herrmann,
J. D. G. Correia, R. W. Fischer, W. Adam, J. Lin, C. R.
Saha-Moller, M. Shimizu, European Patent 665209,
1995; g) W. Adam, W. A. Herrmann, J. Lin, C. R. Saha-
Moller, R. W. Fischer, J. D. G. Correia, Angew. Chem.
1994, 106, 2545-2546, Angew. Chem. Int. Ed. Engl.
1994, 33, 2475-2477.

[7] a) Y. Matsumoto, K. Nakao, European Patent 704421,
1986; b) S. Yamaguchi, M. Inoue, S. Enomoto, Bull
Chem. Soc., Jpn. 1986, 59, 2881-2884; c) S. Enomoto,
M. Inoue, T. Sekiguchi, Japanese Patent 61227548,
1986; d) S. Yamaguchi, M. Inoue, S. Enomoto, Chem.
Lett. 1985, 827-828.

[8] J. Skarzewski, Tetrahedron 1984, 40, 4997 —5000.

[9] a) A. B. Sorokin, S. Mangematin, C. Pergrale, J. Mol.
Catal. A: Chem. 2002, 182-183, 267-281; b) C. Per-
grale, A. B. Sorokin, Chimie 2000, 3, 803—-810; c) A. B.
Sorokin, A. Tuel, Catal. Today 2000, 57, 45-59;
d) A. B. Sorokin, A. Tuel, New J. Chem. 1999, 23, 473
476; e) S. V. Barkanova, V. M. Derkacheva, O. V. Dolo-
tova, V. D. Li, V. M. Negrimovsky, O. L. Kaliya, E. A.
Luk'yanets, Tetrahedron Lett. 1996, 37, 1637—1640.

1014 www.asc.wiley-vch.de

© 2006 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

[10] a) S. V. Barkanova, E.A. Makarova, O.L. Kaliya,
E. A. Luk'yanets, Mendeleev Comm. 1999, 177-179;
b) S. V. Barkanova, O. L. Kaliya, J. Porph. Phthalocy.
1999, 3, 180-187; c) R. Song, A. Sorokin, J. Bernadou,
B. Meunier, J. Org. Chem. 1997, 62, 673-678.

[11] O. A. Anunziata, L. B. Pierella, A. R. Beltramone, J.
Mol. Catal. A: Chem. 1999, 149, 255-261.

[12] A.V. Mamchur, G. A. Galstyan, E. V. Potapenko, Nef-
tekhimiya 2002, 42, 287-290.

[13] W. Adam, P. A. Ganeshpure, Synthesis 1993, 280-282.

[14] R. T. Arnold, R. Larson, J. Org. Chem. 1940, 5, 250—
252.

[15] a) H. Orita, M. Shimizu, T. Hayakawa, K. Takehira, Bull.
Chem. Soc., Jpn. 1989, 62, 1652—1657; b) Y. Asakawa, R.
Matsuda, M. Tori, M. Sono, J. Org. Chem. 1988, 53,
5453-5457; ¢) N. Sankarasubbier, K. V. V. Murthy, K. M.
Reddy, P. Nandhikonda, World Patent 2002079133, 2002;
d) N. Sankarasubbier, K. V. V. Murthy, K. M. Reddy, N.
Premchander, Appl. Catal., A: Gen. 2002, 228, 161-165;
e) T. A. Korotenko, L.S. Dotsenko, T. A. Bondarenko,
L. D. Shcheklanova, E. M. Gusejnov, M. I. Usorov, A. V.
Frenkel, USSR Patent 1803401, 1993; f) R. Baba, E. Taka-
nobu, Y. Saito, K. Sakuma, Japanese Patent 53050147,
1978; g) E. Takanobu, R. Baba, Y. Saito, Y. Yokoyama,
Japanese Patent 52108959, 1977; h) J. Sugano, Y. Kuriya-
ma, Y. Ishiuchi, Y. Minamikawa, German Patent 73—
234146, 1974;.

[16] W.R. Thiel, A. Schubert, Y. Sun, A. Bohle, German
Patent 102004030793, 2006.

[17] It was proved by Herrmann et al.l! that the isolated
rhenium peroxo complex MeReO(O,), transfers one
oxygen atom in a stoichiometric reaction as it does in
olefin epoxidation.

[18] a) W.R. Thiel, M. Angstl, T. Priermeier, Chem. Ber.
1994, 7127, 2373-2377, b) W.R. Thiel, T. Priermeier,
Angew. Chem. 1995, 107, 1870-1872; Angew. Chem. Int.
Edt. Engl. 1995, 34, 1737-1738; ¢c) W. R. Thiel, J. Epping-
er, Chem. Eur. J. 1997, 3, 696-705; d) A. Hroch, G. Gem-
mecker, W. R. Thiel, Eur. J. Inorg. Chem. 2000, 3, 1107-
1114; e) W. R. Thiel, M. Barz, H. Glas, A.-K. Pleier,
Olefin Epoxidation Catalyzed by Molybdenum Peroxo
Complexes: A Mechanistic Study, in: Peroxide Chemistry:
Mechanistic and Preparative Aspects of Oxygen Transfer,
(Ed.: W. Adam), Wiley-VCH, 2000, 433 -453.

[19] R.D. Peacock, in: Comprehensive Inorganic Chemistry,
1st edn., Vol. 3, p 946, Pergamon Press Ltd. Oxford,
United Kingdom, 1973.

[20] Gmelin, Handboock of Inorganic Chemistry, (Ed.: H.
Katscher), 8th edn. , suppl. Vol. B 3a, p 239, Springer
Verlag, Berlin, Germany, 1987.

[21] Even the peroxo derivatives HReO4,(0;), and
HoMo00O4.,(0,),, which may exist in those mixtures,
should differ largely in their pKa values.

[22] a) G. A. Olah, T. Keumi, J. C. Lecoq, A.P. Fung, J. A.
Olah, J. Org. Chem. 1991, 56, 6148-6151; b) G. A.
Olah, Belgian Patent 887201, 1981; c) G. A. Olah, A.P.
Fung, T. Keumi, J. Org. Chem. 1981, 46, 4305-4306;
d) G. A. Olah, R. Ohnishi, J. Org. Chem. 1978, 43,
865-867.

[23] Miller et al. recently investigated the proton affinities
of acetic acid (C. E. Miller, Joseph S. Francisco, Chem.
Phys. Lett. 2002, 364, 427-431) and peracetic acid

Adv. Synth. Catal. 2006, 348, 1011-1015


www.asc.wiley-vch.de

A New Metal-Free Access to Vitamin K3 COMMUNICATIONS

(C.E. Miller, Joseph S. Francisco, J. Phys. Chem. A  [24] a) E. Kotani, S. Kobayashi, Y. Ishii, S. Tobinaga, Chem.

2004, 108, 2930-2935) by means of high level quantum Pharm. Bull. 1985, 33, 4671-4679; b) E. Kotani, S. Ko-
chemical calculations and found only marginal differen- bayashi, Y. Ishii, S. Tobinaga, Chem. Pharm. Bull. 1984,
ces. This means that in non-aqueous solutions, both 32, 4281 -4291.

acids will have the chance to be protonated by a strong
Brgnsted acid like H,SO, (or HReOy).

Adv. Synth. Catal. 2006, 348, 1011-1015 © 2006 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim www.asc.wiley-vch.de 1015


www.asc.wiley-vch.de

