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Sulfide oxidase activity of Streptomyces genus is reported here for the first time. Three Streptomyces
strains were selected as new tools to access to enantioenriched R- and S-dialkyl sulfoxides. The bacterial
screening was carried out using cyclohexyl methyl sulfide as model substrate. Both sulfoxide anti-
podes were obtained in a one-pot, time-dependent biotransformation employing Streptomyces phaeo-
chromogenes NCIMB 11741 as biocatalyst. Streptomyces flavogriseus ATCC 33331produced mainly the
S-enantiomer, while Streptomyces hiroshimensis ATCC 27429 yielded enantiopure R-cyclohexyl methyl

© 2013 Elsevier Ltd. All rights reserved.

1. Introduction

Enantiomerically pure sulfoxides are valuable organic compounds
which are extensively used as building blocks in the production of
bioactive compounds (Wojaczynska and Wojaczynski, 2010). Among
the approaches to obtain optically active sulfoxides, the oxidation of
prochiral sulfides has become a very useful strategy (Holland, 2001).
Particularly, enzymatic oxidation is one of the most direct and
versatile strategies to achieve this goal. A wide variety of sulfide-
oxidizing enzymes has been described in recent years, with special
focus on Baeyer-Villiger monooxygenases (Rioz-Martinez et al.,
2010; Mascotti et al., 2013), peroxidases (Colonna et al., 1990), flavin
monooxigenases (Rioz-Martinez et al, 2011) and dioxygenases
(Boyd et al., 2004). Although their use as biocatalysts in large-scale
processes is hampered because of the low stability of the enzymes
under reaction conditions and the necessity of expensive cofactors,
the utilization of microbial whole-cells might overcome these issues.
Hence, several microorganisms have been successfully employed for
the asymmetric oxidation of aromatic sulfides, including fungi,
bacteria and yeasts (Adam et al.,, 2005; Pinedo-Rivilla et al., 2007;
Mascotti et al.,, 2012; Elkin et al., 2013). Nevertheless, the discovery
of novel wild-type whole-cell biocatalysts capable of performing
the oxidation of dialkyl sulfides with high enantioselectivity is still
a challenge. In the context of our research topic, we have conducted
a bacterial screening using cyclohexyl methyl sulfide as model
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substrate in order to find novel biocatalysts capable of oxidizing
dialkyl sulfides with high stereoselectivity. Subsequently we studied
the biocatalytic performance of the selected microorganisms which
showed promising sulfide oxidase activity.

2. Materials and methods
2.1. Chemicals and microorganisms

Cyclohexyl methyl sulfide was purchased from Alfa Aesar.
rac-Cyclohexyl methyl sulfoxide and cyclohexyl methyl sulfone
were prepared by chemical oxidation of the corresponding sulfide
and exhibited physical and spectral properties in agreement with
those previously reported (Holland et al., 1994).

Culture media components were obtained from Merck, Difco
and Britania, and solvents from Merck, Sintorgan and Biopack.
Microorganisms were kindly supplied by the Coleccién Espafiola
de Cultivos Tipo (CECT), Universidad de Valencia (Spain).

2.2. Growth conditions

Strains were cultured in liquid media, in an orbital shaker
(200 rpm) for 48 h at optimal temperature and medium according
to the American Type Culture Collection (ATCC), as follows:
Streptomyces (28 °C) in Streptomyces medium, Pseudomonas
(26 °C), Arthrobacter (28 °C), Aeromonas hydrophila (30 °C) in
nutrient broth II, Brevibacterium (30 °C) in Corynebacterium medium,;
Citrobacter koseri (37 °C); Xanthomonas traslucens (26 °C); Bacillus
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cereus (30°C) and Bacillus stearothermophilus (55 °C) in nutrient
broth [; Bacillus thermoglucosidasius (55 °C) in Bacillus thermogluco-
sidasius medium, Alicyclobacillus acidocaldarius (55 °C) in Alicycloba-
cillus acidocaldarius medium. The saturated culture broths (stationary
phase, ODggo=3.9) were centrifuged (3,500 rpm, 20 min). Cell pellets
were washed with 0.1 M sodium phosphate buffer pH 6.0. After
centrifugation (10,000 rpm, 3 min) pellets were directly used as wet
whole-cell biocatalysts.

2.3. General procedure for biotransformation

Assays consisted on 2mL final volume of 0.1 M sodium
phosphate buffer pH 6.0, 20 mM cyclohexyl methyl sulfide and
75 mg.mL™! of wet weight biocatalyst (corresponding to 8 mg of
dry weight for S. hiroshimensis ATCC 27429) in 8 mL flasks.
Mixtures were stirred at 28 °C for 48 h. Samples were taken at 0,
18, 24 and 48 h for screening assays, and at 0, 6, 12, 20, 24, 30, 36
and 48 h for time-course experiments. Samples were centrifuged
(10,000 rpm, 3 min) and supernatants were extracted with ethyl
acetate and analyzed by GC-FID. Screening assays and time-course
experiments were repeated three times.

When sulfoxide overoxidation was assessed, racemic cyclo-
hexyl methyl sulfoxide (20 mM) was employed as substrate. For
the evaluation of cosolvents, cyclohexyl methyl sulfide (20 mM)
was dissolved in 2% (v.v—!) of IPA or DMSO. Biotransformations
were carried out in 10 mL final volume.

2.4. Analytical methods

GC-FID analyses were performed on a Perkin Elmer-Clarus 500
instrument. Conversion was determined using a 007 methyl 5%
phenyl silicone column. Temperature setting: 100 °C hold 2 min,
2°Cmin~! to 140 °C, hold 2 min. Injector: 200 °C; carrier gas Ny:
25cmseg~': FID: 300 °C. Retention times: cyclohexyl methyl
sulfide 5.29 min, cyclohexyl methyl sulfoxide 16.20 min and cyclo-
hexyl methyl sulfone 19.15 min. Optical purity was determined
with a p-DEX-column. Temperature setting: 140 °C, 0.5 °C min ™!
to 150 °C, hold 10 min, 0.5 °C min~'to 160 °C, hold 10 min. Injec-
tor: 200 °C, carrier gas N,: 25 cmseg~'; FID: 300 °C. Retention
times: S-sulfoxide 50.1 min, R-sulfoxide 50.9 min. Absolute con-
figuration of enantiomers was assigned using analytical pure
samples.

3. Results and discussion

The bacteria genera screened were chosen on the basis of their
known ability to catalyze several oxidative biotransformations
(Adam et al, 2004; Médici et al, 2011; Linares-Pastén et al.,
2012). Therefore, strains of Streptomyces, Pseudomonas, Citrobacter,
Arthrobacter, Bacillus, Alicyclobacillus, Aeromonas, Brevibacterium
and Xanthomonas were initially tested as biocatalysts to perform
the oxidation of the model sulfide. Out of the thirty one screened
microorganisms, Pseudomonas putida, Pseudomonas stutzeri and
Citrobacter koseri showed poor conversion of the substrate, whereas
Bacillus cereus, Streptomyces badius, S. hiroshimensis, S. phaerocromo-
genes and S. flavogriseus produced significant amounts ( > 25%) of the
sulfoxide (Table 1).

In a second stage, the stereoselectivity of the microorganisms
showing positive sulfide oxidase activity was analyzed. Bacillus
cereus and Streptomyces badius gave a racemic mixture. The
three Streptomyces strains, namely S. hiroshimensis ATCC 27429,
S. flavogriseus ATCC 33331 and S. phaeochromogenes NCIMB 11741,
performed the sulfoxidation reaction with different enantioselec-
tivities (Fig. 1). It should be highlighted that S. hiroshimensis and
S. flavogriseus oxidized the substrate to the R- and S-sulfoxide,

Table 1
Sulfide oxidase activity screening.

Strain Conversion

Aeromonas hydrophila ATCC 7966 -
Alicyclobacillus acidocaldarius ATCC 27009 -
Arthrobacter oxydansATCC15359 -
Arthrobacter oxydans ATCC 14358 -
Bacillus cereus ATCC 9634 ++
Bacillus stearothermophilus ATCC 12980 -
Bacillus thermoglucosidasius ATCC 43742 -
Brevibacterium helvolum ATCC 19239 -
Brevibacterium linens ATCC 9172 -
Brevibacterium linens ATCC 9175 -
Citrobacter koseri ATCC 27156 +
Pseudomonas putida ATCC 12633 +
Pseudomonas syringae ATCC 10862 -
Pseudomonas stuzeri ATCC 17588 +
Streptomyces sp. ATCC 11238 -
Streptomyces sp. ATCC 27448 -
Streptomyces badius ATCC 39117 +
Streptomyces baldaccii ATCC 23615 -
Streptomyces hiroshimensis ATCC 27429 +
Streptomyces blastmyceticus ATCC 19731 -
Streptomyces cattleya ATCC 35852 -
Streptomyces flavogriseusATCC 33331 +++
Streptomyces fradiae ATCC 21096 -
Streptomyces griseostramineus ATCC 19768 -
Streptomyces griseusATCC10137 -
Streptomyces halstedii ATCC 10897 -
Streptomyces mobaraensis ATCC 27441 -
Streptomyces netropsis DSMZ 10846 -
Streptomyces phaeochromogenes NCIMB 11741 +++
Streptomyces setonii ATCC 39116 -
Xanthomonas traslucens ATCC 19319 -

++

Conversion is expressed as -, +, + +, + + +, corresponding to ranges < 5%, 5-25%,
25-50% and > 50%, respectively. Samples were analyzed by GC-FID.

respectively, with no overoxidation to the sulfone. Notably, the
substrate concentration tolerance was found to be higher than
the already reported for whole-cell sulfoxidation procedures (Kelly
et al, 1996). It is known that Streptomyces catalyzes aromatic
hydroxylations (Gopishetty et al., 2007), O- and N-dealkylations
(Niraula et al., 2011), amidations of carbonyl moieties (Bright et al.,
2011), alcohol oxidations (Liu et al., 2006), glycosylations (Marvalin
and Azerad, 2011) and hydrolysis of epoxides (Zocher et al., 2000)
and esters (Molinari et al., 2005). Hence, the sulfide-oxidase activity
of this genusis described herein for the first time.

To assess the biocatalytic performance of the selected micro-
organisms, time-course experiments were performed. It was
found that S. phaeochromogenes showed a complex biotransforma-
tion profile since the stereoselectivity was inverted throughout
the process (Fig. 2-A). The substrate was initially oxidized to the
S-sulfoxide with an excellent enantioselectivity (ee > 99%). Later,
the ee noticeably dropped (ee=31%), revealing an evident oxida-
tion to the R-isomer. After this point, the reaction progressed
favoring the R-enantiomer accumulation. Finally, at 48 h an ee of
55% was achieved with a good conversion (c=55%). This fact might
be explained by the occurrence of at least two simultaneously-
acting enzymes that reached their highest rates at different times.
Moreover, these may be expressed at different moments or reach
their highest activity under diverse metabolic conditions. Since the
formation of the sulfone was evidenced, a subsequent biotransfor-
mation employing rac-cyclohexyl methyl sulfoxide as substrate
was performed to determine the contribution of this reaction to
the sulfoxide optical purity (Table 2). Only a small amount of the
racemic substrate was oxidized to the sulfone and there was no
change in the enantiomeric ratio of both stereoisomers in the
remaining substrate. As a consequence, it was confirmed that this
specific reaction did not contribute to the final ee of the R-sulfoxide.
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Fig. 1. Biotransformation of cyclohexyl methyl sulfide catalyzed by the selected Streptomyces strains.
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Fig. 2. Time-course biotransformation profiles. Graphs A, B and C correspond to S. phaeochromogenes NCIMB 11741, S. flavogriseus ATCC 33331 and S. hiroshimensis ATCC
27429, respectively. (White bars: sulfide, black bars: sulfoxide, grey bars: sulfone, continuous lines: S-sulfoxide ee, dashed lines: R-sulfoxide ee).

Table 2
Biotransformation of rac-cyclohexyl methyl sulfoxide by S. phaeochromogenes

NCIMB 11741.

Time (h) Sulfoxide (%) Sulfone (%) Sulfide (%) Configuration and ee (%)

0 100 0 0 Racemic mixture
24 90 10 0 Racemic mixture
48 90 10 0 Racemic mixture

When S. flavogriseus was used as biocatalyst, the maximal
sulfide conversion (c=73%) was achieved in 20 h. Although the
optical purity of the product was poor, this strain was the only one
which showed a constant S enantiopreference (Fig. 2-B).

Finally, the assays carried out with S. hiroshimensis led to the
production of enantiopure R-sulfoxide (ee >99%) with good con-
version (c=61%) (Fig. 2-C). Considering that many of the processes
described for the asymmetric oxidation of dialkyl sulfides deal

with engineered bacteria or mutant enzymes (Kayser, 2009; Rioz-
Martinez et al., 2011), this result should be highlighted due to an
enantioselective transformation is successfully achieved by using a
wild-type ready-available microorganism.

It is known that the use of organic solvents might improve the
biotransformation of xenobiotic substrates in aqueous media
(Zheng et al,, 2012). In the attempt of improving the substrate
conversion, further experiments with the addition of IPA and
DMSO, on the basis of their recognition as green solvents
(Sheldon, 2011), were run using S. hiroshimensis as biocatalyst.
These procedures did not improve the results obtained under
standard conditions, since lower conversions were observed.
Moreover, the addition of IPA resulted in a drop of the ee
(Table 3). In order to explain this, we assumed an evident, but
unexpected, inactivation of the enzyme/s involved in the trans-
formation. It has been reported that DMSO can decrease or inhibit
the enzymatic activity, as in the case of peroxidases and catalases
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Table 3
Cosolvent effect in the oxidation of cyclohexyl methyl sulfide catalyzed by S.
hiroshimensis ATCC 27429.

Cosolvent Conversion (%) Configuration and ee (%)
DMSO 18 (R)>99

IPA 30 (R) 66

None* 60 (R)>99

Biotransformations were conducted with the addition of 2% (v.v—') DMSO or IPA
during 48 h. Whole reaction volumes were extracted and analyzed by GC-FID.

* Standard conditions.

(Rammler, 1967). Besides, some BVMOs may exhibit lower bio-
transformation yields and enantioselectivities when IPA is added
(de Gonzalo et al., 2006). This solvent may also trigger cofactor-
regenerating systems, thus activating other enzymes which might
affect the overall ee.

4. Conclusions

The ability of the Streptomyces genus of performing sulfooxida-
tions has been demonstrated for the first time. Three wild-type
Streptomyces strains capable of oxidizing cyclohexyl methyl sulfide
in an enantiocomplementary fashion as whole-cell biocatalysts
were discovered. These biocatalytic tools allowed the access to the
desire optically-enriched sulfoxide by simple, mild and green
processes, since moderate to good conversions and excellent
stereo- and chemoselectivities were achieved. The further optimi-
zation of the reaction parameters may contribute to improve the
productivity and envision large-scale applications.

Acknowledgments

This work was supported by Grants from Universidad Nacional
de San Luis PROICO 2-1412, Universidad Nacional de Quilmes,
Consejo Nacional de Investigaciones Cientificas y Técnicas (CON-
ICET) PIP 00360 and Agencia Nacional de Promocién Cientifica
y Tecnoldgica (ANPCyT) PICT 352, 1416 and 2421. MLM and MAP
are doctoral CONICET fellows. EL and MKS are members of the
Research Career of CONICET, Argentina.

References

Adam, W., Heckel, F,, Saha-Méller, C., Taupp, M., Meyer, ].M., Schreier, P., 2005.
Opposite enantioselectivities of two phenotypically and genotypically similar
strains of Pseudomonas frederiksbergensis in bacterial whole-cell sulfoxidation.
Applied and Environmental Microbiology 71, 2199-2202.

Adam, W., Heckel, F,, Saha-Moller, C., Taupp, M., Schreier, P., 2004. A highly
enantioselective biocatalytic sulfoxidation by the top soil bacterium Pseudo-
monas frederiksbergensis. Tetrahedron Asymmetry 15, 983-985.

Boyd, D., Sharma, N.D., Haughey, S.A., Kennedy, M.A., Malone, J.F,, Shepherd, S.D.,
Allen, C.C.R,, Dalton, H., 2004. Dioxygenase-catalysed sulfoxidation of bicyclic
alkylaryl sulfides and chemoenzymatic synthesis of acyclic disulfoxides. Tetra-
hedron 60, 549-559.

Bright, T.V., Clark, B.R,, O'Brien, E., Murphy, C.D., 2011. Bacterial production of
hydroxylated and amidated metabolites of flurbiprofen. Journal of Molecular
Catalysis B: Enzymatic 72, 116-121.

Colonna, S., Gaggero, N., Manfredi, A., Casella, L., Gullotti, M., Carrea, G., Pasta, P.,
1990. Enantioselective oxidations of sulfides catalyzed by chloroperoxidase.
Biochemistry 29, 10465-10468.

de Gonzalo, G., Ottolina, G., Zambianchi, F, Fraaije, M.\W., Carrea, G., 2006.
Biocatalytic properties of Baeyer-Villiger monooxygenases in aqueous-organic
media. Journal of Molecular Catalysis B: Enzymatic 39, 91-97.

Elkin, A.A., Kylosova, T.I, Grishko, V.V, Ivshina, .B., 2013. Enantioselective oxidation
of sulfides to sulfoxides by Gordonia terrae IEGM 136 and Rhodococcus
rhodochrous IEGM 66. Journal of Molecular Catalysis B: Enzymatic 89, 82-85.

Gopishetty, S.R., Heinemann, J., Deshpande, M., Rosazza, J.P.N., 2007. Aromatic
oxidations by Streptomyces griseus: biotransformations of naphthalene to
4-hydroxy-1-tetralone. Enzyme and Microbial Technology 40, 1622-1626.

Holland, H., 2001. Biotransformation of organic sulfides. Natural Product Reports
18, 171-181.

Holland, H.L., Brown, EM,, Larsen, B.G., 1994. Biotransformation of organic sulfides-
IV. Formation of chiral benzyl alkyl and phenyl alkyl sulfoxides by Helminthos-
porium species NRRL 4671. Bioorganic and Medicinal Chemistry 2, 647-652.

Kelly, D.R., Knowles, CJ., Mahdia, ].G., Taylor, LN., Wright, M.A., 1996. The
enantioselective oxidation of sulfides to sulfoxides with Acinetobacter sp.
NCIMB 9871, Pseudomonas sp. NCIMB 9872, Xanthobacter autotrophicus DSM
431 (NCIMB 10811) and the black yeast NV-2. Tetrahedron Asymmetry 7,
365-368.

Kayser, M.M., 2009. ‘Designer reagents’ recombinant microorganisms: new and
powerful tools for organic synthesis. Tetrahedron 65, 947-974.

Linares-Pastén, J., Chavez-Lizdrraga, G., Villagomez, R., Mamo, G., Hatti-Kaul, R.,
2012. A method for rapid screening of ketone biotransformations: detection of
whole cell Baeyer-Villiger monooxygenase activity. Enzyme and Microbial
Technology 50, 101-106.

Liu, J.H., Chen, Y.G., Yu, BY., Chen, YJ. 2006. A novel ketone derivative of
artemisinin biotransformed by Streptomyces griseus ATCC 13273. Bioorganic
and Medicinal Chemistry Letters 16, 1909-1912.

Mascotti, M.L., Juri-Ayub, M., Dudek, H.M., Kurina-Sanz, M., Fraaije, M.W., 2013.
Cloning, overexpression and biocatalytic exploration of a novel Baeyer-Villiger
monooxygenase from Aspergillus fumigatus Af293. AMB Express 3 (33), http:
//dx.doi.org/10.1186/2191-0855-3-33.

Mascotti, M.L., Orden, A.A., Bisogno, FR., de Gonzalo, G., Kurina-Sanz, M., 2012.
Aspergillus genus as a source of new catalysts for sulfide oxidation. Journal of
Molecular Catalysis B: Enzymatic 82, 32-36.

Médici, R., Garaycoechea, ].I., Dettorre, L.A., Iribarren, A.M., Lewkowicz, E.S., 2011.
Biocatalysed halogenation of nucleobase analogues. Biotechnology Letters 33,
1999-2003.

Marvalin, C., Azerad, R., 2011. Microbial glucuronidation of polyphenols. Journal of
Molecular Catalysis B: Enzymatic 73, 43-52.

Molinari, F,, Romano, D., Gandolfi, R., Kroppenstedt, R.M., Marinelli, F., 2005. Newly
isolated Streptomyces spp. as enantioselective biocatalysts: hydrolysis of 1,2-0-
isopropylidene glycerol racemic esters. Journal of Applied Microbiology 99,
960-967.

Niraula, N.P., Kanth, B.K,, Sohng, J.K,, Oh, T., 2011. Hydrogen peroxide-mediated
dealkylation of 7-ethoxycoumarin by cytochrome P450 (CYP107AJ1) from
Streptomyces peucetius ATCC27952. Enzyme and Microbial Technology 48,
181-186.

Pinedo-Rivilla, C., Aleu, J., Collado, 1.G., 2007. Enantiomeric oxidation of organic
sulfides by the filamentous fungi Botrytis cinerea, Eutypalata and Trichoderma-
viride. Journal of Molecular Catalysis B: Enzymatic 49, 18-23.

Rioz-Martinez, A., de Gonzalo, G., Torres Pazmifio, D., Fraaije, M.W., Gotor, V., 2010.
Enzymatic synthesis of novel chiral sulfoxides employing Baeyer-Villiger
monooxygenases. European Journal of Organic Chemistry 33, 6409-6416.

Rioz-Martinez, A., Kopacz, M., de Gonzalo, G., Torres Pazmifio, D., Gotor, V., Fraaije,
M.W., 2011. Exploring the biocatalytic scope of a bacterial flavin-containing
monooxygenase. Organic and Biomolecular Chemistry 9, 1337-1341.

Rammler, D.H., 1967. The effect of DMSO on several enzyme systems. New York
Academy of Sciences 141, 291-299.

Sheldon, R.A., 2011. Fundamentals of green chemistry: efficiency in reaction design.
Chemical Society Reviews 41, 1437-1451.

Wojaczynska, E., Wojaczynski, J., 2010. Enantioselective Synthesis of Sulfoxides:
2000-2009. Chemical Reviews 110, 4303-4356.

Zocher, F,, Enzelberger, M.M., Bornscheuer, U.T., Hauer, B., Wohlleben, W., Schmid,
R.D., 2000. Epoxide hydrolase activity of Streptomyces strains. Journal of
Biotechnology 77, 287-292.

Zheng, R.C., Wang, Y.S., Zheng, Y.G., Shen, Y.C., 2012. Kinetic resolution of (R,S)-2,2-
dimethylcyclopropanecarboxamide by Delftiatsuruhatensis ZJB-05174: role of
organic cosolvent in reaction medium. Catalysis Communications 18, 68-71.


http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref1
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref1
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref1
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref1
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref2
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref2
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref2
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref3
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref3
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref3
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref3
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref4
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref4
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref4
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref5
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref5
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref5
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref6
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref6
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref6
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref7
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref7
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref7
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref8
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref8
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref8
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref9
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref9
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref10
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref10
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref10
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref11
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref11
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref11
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref11
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref11
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref12
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref12
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref13
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref13
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref13
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref13
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref14
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref14
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref14
http://dx.doi.org/10.1186/2191-0855-3-33
http://dx.doi.org/10.1186/2191-0855-3-33
http://dx.doi.org/10.1186/2191-0855-3-33
http://dx.doi.org/10.1186/2191-0855-3-33
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref16
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref16
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref16
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref17
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref17
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref17
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref18
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref18
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref19
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref19
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref19
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref19
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref20
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref20
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref20
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref20
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref21
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref21
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref21
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref22
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref22
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref22
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref23
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref23
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref23
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref24
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref24
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref25
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref25
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref26
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref26
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref27
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref27
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref27
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref28
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref28
http://refhub.elsevier.com/S1878-8181(13)00095-9/sbref28

	Expanding the toolbox for enantioselective sulfide oxidations: Streptomyces strains as biocatalysts
	Introduction
	Materials and methods
	Chemicals and microorganisms
	Growth conditions
	General procedure for biotransformation
	Analytical methods

	Results and discussion
	Conclusions
	Acknowledgments
	References




