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Non-linear Tendency Between Acyl Chain Length and
Selectivity in Enzymatic Deacylation of Carboxylic
Esters in Batch and Continuous-Flow

Tendéncia Ndo-linear entre Tamanho de Cadeia e Seletividade na

Deacilagdo Enzimatica de Esteres Carboxilicos em Batelada e Fluxo
Continuo

Martha Daniela Burich,? Pamela Taisline Bandeira,®" Alfredo Ricardo Marques de Oliveira,?
Leandro Piovan, **™ Juliana Christina Thomas®*

Optically active alcohols and esters are important compounds to organic synthesis, since they are
highly applicable as chiral building blocks. Among the known methodologies to achieve these optically
active compounds, lipase-mediated enzymatic kinetic resolution stands out, via acylation of alcohols
or deacylation of corresponding esters. Despite lipases’ ability to hydrolyze long-chain esters, acetyl
compounds are usually employed as substrates in synthetic approaches. However, it is known that chain
length can influence the activity and enantioselectivity of lipases in enzymatic kinetic resolution reactions.
Therefore, the influence of chain length in lipase-mediated reactions has been studied only in batch mode.
In this context, we present a study involving the deacylation of carboxylic esters with different acyl groups
(2, 3 and 6 carbon atoms) in continuous-flow mode, in order to stablish a protocol to achieve optically
active esters and alcohols with high enantioselectivity. The influence of chain length was evaluated,
showing that no clear tendency was observed in enantioselectivity or conversion rates of studied reactions.
However, continuous-flow reactions were more productive presenting values 1.9 up to 10.3-fold higher
than batch mode. Moreover, a competitive reaction took place when 2-octyl hexanoate was employed as
substrate in batch, which was not favored when the reaction was performed in continuous-flow mode.

Keywords: Chiral resolution; continuous-flow; enantioselectivity; enzymatic catalysis; transesterification

1. Introduction

Optically active alcohols and esters present huge social and economic importance in
organic synthesis, since they are widely used as building blocks!** and chiral intermediates® in
the synthesis of pesticides, pharmaceuticals, flavorings, and fragrances.'**¢ Several chemical
processes to achieve optically active alcohols and esters have been reported. From the most
common processes, the most efficient reactions involve asymmetric transfer hydrogenation of
prochiral ketones catalyzed by chiral Ru (II), Rh e Ir complexes,*’® asymmetric aryl transfer
reactions to aromatic aldehydes® and chiral resolution of racemates.'®"?

Among these methodologies, one of the most consolidated approaches are those related
to biocatalysis.!*'® It is known that the use of enzymes to achieve optically active compounds
may present several advantages, such as effectiveness, biodegradability, also enzymes act
under mild conditions of temperature and pH and can present excellent stereoselectivity for
several substrates.'>'® In this regard, the use of lipases (EC 3.1.1.3) stands out'® in enzymatic
kinetic resolution (EKR) reactions'>2*2! via esterification, interesterification, transesterification
(acylation and deacylation), hydrolysis, amidation, and synthesis of peracids and peptides.?

Lipases naturally catalyze the synthesis of esters of fatty acids (triacylglycerols) in aquo-
restricted media and the hydrolysis of these esters in media with high water concentration. 320!
Due to this fact, lipases ordinary substrates should be long-chain compounds, however, for
practical purposes, acetyl moiety has been the first choice in synthetic approaches of lipase-
mediated EKR reactions. In spite of acetyl moiety practicality, the influence of chain length
of acyl portion is an important variable to be studied in lipase-mediated deacylation reactions.
Reports on this subject are scarce in the literature,?>-® but it has been shown that chain length in
the acyl portion can affect lipases activity and enantioselectivity in EKR reactions, however, no
clear tendency has been observed. Besides that, it is important to highlight that these reactions
are still performed in batch mode, despite the known popularity of continuous-flow reactions.
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Biocatalyzed reactions in continuous-flow systems
can be more efficient,”?° since they use less biocatalyst
to produce the same amount of product,® present shorter
reaction times,* 3! high reproducibility and productivity,*
lower costs in optimization of the processes, no enzyme
lixiviation from support, reuse of the immobilized enzyme**
and, mainly, the product is easily and quickly removed from
the contact with the biocatalyst.** 33

Concerning the use of continuous-flow systems in
biocatalyzed reactions, several examples are already
reported in literature,**3 including a study from our
research group about the EKR of cyanohydrin esters via
deacylation reactions. In this study, deacylation was proven
to be a better protocol for this EKR than acylation since
high conversion rates and enantioselectivity were observed
for all substrates.*” Acylation reaction was not a valuable
method to achieve optically active cyanohydrins, presenting
low conversion rates in batch and continuous-flow modes.

On the other hand, a study employing benzylic and
aliphatic alcohols and their respective acetates in EKR
reactions mediated by Novozym 435® via acylation and
deacylation reactions demonstrated that acylation reactions
presented better results than deacylation reactions, although,
only acetates were employed as substrates for this reaction.*!

In order to improve the EKR protocol via deacylation
reactions of carboxylic esters, in this work, we discuss our
recent results in the evaluation of the influence of chain
length in acyl portion of benzylic and aliphatic carboxylic
esters in Novozym 435®-mediated EKR reactions in both
batch and continuous-flow modes.

2. Results and Discussion

2.1. Selection of substrates

A series of esters (1-6) was planned in order to
investigate the influence of chain size in acyl portion of
carboxylic esters (Figure 1). For this, aliphatic (2-3) and
benzyl (5-6) esters were chosen, with 3 and 6 carbon atoms
in the acyl portion. In addition, results were compared to
previously reported data from corresponding acetates.*!

2.2. Chemical synthesis

Racemic esters 2, 3, 5, 6 were synthesized from
corresponding alcohols using the appropriate anhydrides
as acyl donors, 4-(dimethylamino)pyridine (DMAP) as
catalyst, and dichloromethane (DCM) as solvent, with
yields up to 97% (see experimental section and Supporting
Information for details).

2.3. Enzymatic Kinetic Resolution (EKR) Reactions

For EKR reactions in continuous-flow mode, substrates
and n-butanol were solubilized in n-hexane (final

A o

(RS)1 (RS)-4

(RS)-3 (RS)-6

Figure 1. Selected esters for lipase-mediated EKR reactions in batch
and continuous-flow modes

volume 5 mL) and eluted through a column filled
with Novozym 435® for two cycles with a flow rate of
0.1 mL min"! (see experimental section and Supporting
Information for details). EKR reactions in batch mode were
also carried out in parallel in order to compare both modes.
For this purpose, substrates and n-butanol were solubilized
in n-hexane (final volume 2 mL) in a sealed vial and
Novozym 435® was added to this solution. Reaction medium
was maintained under constant magnetic stirring. Periodic
aliquots were taken and analyzed via gas chromatography.
Results of EKR reactions in continuous-flow and batch
mode for esters 1-6 are shown in Table 1.

EKR reaction of 2 presented high enantioselectivity
(E > 200) in both systems, but higher conversion in batch
(c =46%) than in continuous-flow mode (c = 12%) (Table 1
—Entry 2). These results can be related to higher contact time
between substrate and enzyme in batch than in continuous-
flow mode, since residence time was only 8.6 min.
However, continuous-flow reaction presented productivity
almost 2-fold higher than its batch counterpart. Surprising
results were observed in EKR of 3 when comparing
enantioselectivity in continuous-flow and batch modes
(Table 1 — Entry 3). Deacylation of 3 employing n-butanol
as nucleophile produces (S)-3, (R)-2-octanol and n-butyl
hexanoate (7) (Scheme 1 —A), which is also described as an
acylating agent in acylation of secondary alcohols.** Due to
this fact, a competitive EKR reaction took place, in which
7 is the acyl donor and (R)-2-octanol is the nucleophile of
the acylation reaction, giving (R)-3 (Scheme 1 — B), which
results in an apparent decrease in enantioselectivity, since
racemate is regenerated in the reaction medium.

The effect of this competitive reaction is minimized
in continuous-flow mode (Table 1 — Entry 3), since the
solution is almost immediately removed from the contact
with biocatalyst. For other substrates, competitive EKR
reaction was not observed in any mode. When ester 5§
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Table 1. EKR reactions with esters 1-6 in batch and continuous-flow modes

continuous:Flow

(0] O
P] Two cycles P§ OH
0" 'R 0.1 mL min"! O” "R' + -
\/\/\)\ n-BuOH . )\ ST TN
Novozym 435% SN
(RS) n-hexane 50 °C (S) (R)-2-octanol
1.R'=Me;2.R" = Et; 1.R'=Me;2.R" = Et;
3.R' = Pent 3.R! = Pent
O O
g
n-BuOH, Novozym 435® ©/\
n-hexane, 50 °C (
(RS) Batch (R)-1-phenylethanol
4.R'=Me;5.R' = Et; - 4.R'= Me5 R'=
6.R' = Pent 6.R! = Pent
Continuous-Flow Batch
Ester / Entr; ime ® ee’/ % e ee Y %
Y Time /- e/ g, 2 rrumol e ime/h e/ % 2 rwmol
min ee, ee, min~ g ee, ee, min” g
1" 8.6 27 37 >99/ 6.8 >200 24 46 85 >99/ 1.6 >200
Aliphatic 2 8.6 12 14 >99 & 3 >200 24 46 84 >99 k 1.6 >200
3 8.6 45 82 >99 ¥ 11.3 >200 24 32 32 68 ¢ 1.1 7
4" 8.6 46 84 >99J 11.5 >200 10 49 94 >99/ 4.1 >200
Benzyl 5 8.6 28 32 84 * 7 16 10 48 88 94 k 1.7 94
6 8.6 251 330 >09 ¥ 6.3 >200 10 311 440 >99 ¥ 0.9 >200

*Reaction conditions: Batch mode: ester (0.1 mmol), n-butanol (0.4 mmol), n-hexane (2 mL), and Novozym 435® (20 mg) at 50 °C. Flow mode: ester
(0.1 mol L), n-butanol (4 equiv.), n-hexane (5 mL), Novozym 435® (200 mg) at 50 °C, two cycles of elution in 0.1 mL min"'.®Residence time: (reactor
volume/flow rate) x number of cycles. °Conversion: ee/(ee, + ee,); ee, = substrate enantiomeric excess, ee, = product enantiomeric excess. ‘ Enantiomeric
excess: (R - S)/(R + S) x 100 (determined by chiral GC analysis).c Productivity (flow): ([P] f)/m,. [P] = product concentration [umol mL"]; f = flow rate/
number of cycles [mL min~']; m, = amount of enzyme [g]. "Enantiomeric ratio: E=1n {[ee, (1 —ee,)]/(ee, + ee,) }/In {[ee, (1 +ee,)]/(ee, + ee,) }. e Productivity
(batch): nP/(t m,). nP = amount of product [umol]; t = reaction time [min]; m, = amount of enzyme [g]. "ref.*'. iConversion determined by comparison of
the areas in the chromatogram. i Determined by derivatization to corresponding propionate. ¥ Determined by derivatization to the corresponding acetate.
'Determined by the formula described in footnote c.

A) Interest EKR reaction

(0} 0} o
OH
OJ\/\/\ s o % o)l\/\/\ + S J o~
SN N N /\/\O

(RS)-3 n-butanol (S)-3 (R)-2-octanol Butyl hexanoate (7)
B) Competitive EKR reaction

o O

OH Enz )W

)J\/\/\ * : 9) + T 0H

0 R e P :
\/\/\/\
Butyl hexanoate (7) (R)-2-octanol (R)-3 n-butanol

Scheme 1. Competitive EKR reaction of 3 in batch mode

was employed as the substrate, higher enantioselectivity
(E = 94) was observed in batch mode than in continuous-
flow mode (E = 16; Table 1 — Entry 5). This similar
behavior was also observed in our previous work*' and it
was explained by a large amount of enzyme in continuous-
flow mode (Flow: 200 mg; Batch: 20 mg), since reactions
employing a smaller amount of biocatalyst (100 mg) in

continuous-flow mode resulted in a significant increase
in enantioselectivity. This phenomenon was not entirely
understood, but it results in an apparent decrease of
enantiomeric ratio (Flow: 7; Batch: 94). EKR reaction of
ester 6 presented similar results in both modes, regarding
enantioselectivity and conversion rates (Table 1 - Entry 6).
However, results in continuous-flow mode were obtained
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in 8.6 min while the reaction in batch mode extended up
to 10 h.

Concerning the influence of chain length in the acyl
portion in continuous-flow EKR, it was not observed any
tendency for reactions involving aliphatic compounds (1-3).
All EKR reactions presented high enantioselectivity,
although, when increasing chain length in one carbon atom,
from 2-octyl acetate (1) to 2-octyl propionate (2), a decrease
in conversion rate (27% to 12%) was observed. When
increasing chain length in three more carbon atoms, from
2-octyl propionate (2) to 2-octyl hexanoate (3), it was noted
a significant increase in conversion rates (12% to 45%).

Continuous-flow EKR reactions of benzyl esters (4-6),
presented differences in enantioselectivity and conversion
rates when increasing the chain length of the acyl portion.
A decrease in enantioselectivity and conversion rate was
observed when increasing chain length in one carbon
atom, from 1-phenyl ethyl acetate (4) to 1-phenyl ethyl
propionate (5). When chain length was increased in
three more carbon atoms, 1-phenyl ethyl propionate
(5) to 1-phenyl ethyl hexanoate (6), it was noted that
enantioselectivity increased from 16 to >200, however,
both reactions presented low conversion rates (28% and
25%, respectively). Batch mode EKR reactions presented
the same behavior, with EKR of 5 presenting the lowest
enantioselectivity of benzyl esters (Figure 2).

The efficiency of EKR reactions in each mode (batch
and continuous-flow) was measured by productivity
parameter (r) (Figure 3). From this parameter, continuous-
flow was the most productive mode for EKR reactions of all
studied compounds, presenting values 1.9 up to 10.3-fold
higher than batch mode.

Continuous-flow EKR of ester 4 was the most productive
reaction, also presenting the best values for enantioselectivity
and conversion rate. Due to this fact, ester 4 was chosen as a
substrate for a preparative scale EKR reaction (Scheme 2).
The same reaction conditions presented in Table 1 were
applied in a preparative scale (2 mmol) and similar results
were observed, since ester (S)-4 and (R)-1-phenylethanol
were obtained with high enantiomeric excesses (87% and
>99%, respectively) and 47% conversion rate

In summary, the influence of acyl portion of carboxylic
esters in EKR reactions was evaluated, however, no specific
pattern was observed. Changes in stereoselectivity were
observed on going from short to medium chain length and
particularities were observed for reactions in continuous-
flow mode, as well as the influence of the amount of enzyme
and a competitive reaction for substrate 3. Regarding
the productivity parameter, all EKR reactions presented
higher values in continuous-flow mode than in their batch
counterparts, especially for substrates 3 and 6.

Continuous-Flow Batch

C—1Conversion e=—E C—Conversion =—FE
< 50 — — 250
> 40 200
8 30 /\ 150 W
[
& 20 H 100
Z 10 50
(@]
(@] O |_| 0

1 2 3 4 5 6 1 2 3 4 5 6
ESTERS ESTERS

Figure 2. Observed tendency in continuous-flow EKR of aliphatic and benzylic esters with different chain
length in acyl portion

@ Continuous-Flow O Batch

14
o 12 113 11.5
£ [
E 10
[<}
£ g
= 7.0
S 6.8 6.3
S 6
= 4.1
(&}
4
é 3.0
g 2 16 16 14 1.7
o - 0.9
L] T e [1 Pl
1 2 3 4 5 6
SUBSTRATES

Figure 3. Productivity values for EKR reactions in continuous-flow and batch modes
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O p O
f=0.1 mL min
O 2 cycles

n-BuOH )
AN Novozym 435

n-hexane

| P 50 °C
(RS)-4 (S)-4 )-1-phenylethanol
2 mmol ee 87% >99%
[a]p (c 1.0, n-hexane) -8.4 6.7

Scheme 2. Preparative scale EKR reaction of ester 4 in continuous-flow mode

3. Conclusions

The influence of chain length in acyl portion of carboxylic
esters in lipase-mediated EKR in batch and continuous-flow
mode was evaluated. These results indicated that there is no
ideal protocol, batch or continuous-flow mode, to achieve
high enantioselectivity for all structures, since no tendency
was observed among the series. EKR reaction of substrate
3 was particularly interesting due to a competitive reaction
in batch mode that caused a loss in enantioselectivity. This
reaction was not favored in continuous-flow mode. Despite
the absence of a tendency regarding conversion rates and
enantioselectivity, continuous-flow was the most productive
mode for all studied substrates.

4. Experimental

4.1. Experimental Procedure for Syntheses of Racemic
Esters 2, 3, 5and 6.

To a solution of corresponding alcohol (2-octanol,
3 mmol, 390 mg; 1-phenylethanol, 3 mmol, 366 mg) in
dichloromethane (5 mL), propionic anhydride (4 mmol,
0.51 mL) or hexanoic anhydride (4 mmol, 0.92 mL) and
DMAP (1 crystal) were added. The reaction mixture was
kept under magnetic stirring for 30 min at room temperature,
then neutralized with aqueous NaHCO, (3 x 5 mL). The
organic phase was dried over anhydrous MgSO,, filtered
through silica and the solvent was evaporated under
reduced pressure. Spectroscopic data are in accordance to
literature.**46

2-Octyl propionate (2). Colourless liquid. Yield: 87%,
478 mg.

GC-MS (70 eV), m/z (relative intensity): 129 (1%),
116 (1%), 112 (10%), 101 (27%), 97 (3%), 83 (12%), 75
(8%), 70 (18%), 57 (100%), 43 (11%), 29 (9%). '"H NMR
(200 MHz, CDCl;, TMS), 6 0.89 (t, J = 6.3 Hz, 3H); 1.14
(t,J=7.5Hz, 3H); 1.21 (d, /= 6.2 Hz, 3H); 1.24-1.70 (m,
10H); 2.30 (q, J = 7.5 Hz, 2H); 4.91 (sext, J = 6.2 Hz, 1H).
BC NMR (50 MHz, CDCl,), 6 9.1; 13.9; 19.9; 22.5; 25.3;
27.9; 29.0; 31.7; 35.9; 70.7; 174.1. IR (KBr) v/cm™ 2936,
2856, 1731, 1459, 1187.

2-Octyl hexanoate (3). Colourless liquid. Yield: 93%,
637 mg.

no prelo, 2023

GC-MS (70 eV), m/z (relative intensity) 143 (8%), 129
%), 117 (19%), 112 (16%), 99 (100%), 83 (17%), 71
(37%), 60 (9%), 57 (17%), 43 (27%), 29 (3%). 'H NMR
(200 MHz, CDCl,, TMS), 6 0.85-0.93 (m, 6H); 1.20 (d,
J = 6.2 Hz, 3H); 1.28-1.67 (m, 16H); 2.23-2.31 (m, 2H);
4.90 (sext, J = 6.2 Hz, 1H). 3C NMR (50 MHz, CDCl,),
6 13.8;13.9; 19.9; 22.2; 22.5; 24.7; 25.3; 29.0; 31.2; 31.7,
34.6;35.9;70.7; 173.6. IR (KBr) v/cm! 2957, 2930, 2858,
1734, 1464, 1377, 1178.

1-Phenyl ethyl propionate (5). Colourless liquid. Yield:
95%, 508 mg.

GC-MS (70 eV), m/z (relative intensity): 178 (M™,
26%), 122 (100%), 105 (97%), 91 (2%), 77 (30%), 63
%), 57 (53%), 51 (10%), 43 (7%). '"H NMR (200 MHz,
CDCl,;, TMS), 6 1.14 (t, J = 7.6 Hz, 3H); 1.53 (d,
J =6.6 Hz, 3H); 2.30-2.41 (m, 2H); 5.89 (q, J = 6.6 Hz,
1H); 7.26- 7.38 (m, 5SH). *C NMR (50 MHz, CDCl,), &
9.1;22.3;27.9;72.1;126.0; 127.8; 128.5; 141.9; 173.7. IR
(KBr) v/iem! 3064, 3034, 2983, 2935, 1740, 1452, 1369,
1190, 1064, 759, 699.

1-Phenyl ethyl hexanoate (6). Colourless liquid. Yield:
97%, 641 mg.

GC-MS (70 eV), m/z (relative intensity): 220 (M™*, 5%),
122 (91%), 115 (7%), 105 (100%), 99 (16%), 91 2%), 77
(19%), 71 (14%), 55 (4%), 51 (5%), 43 (22%). 'H NMR
(200 MHz, CDCl,, TMS), 6 0.84-0.91 (m, 3H); 1.24-1.32
(m, 4H); 1.53 (d, /= 6.6 Hz, 3H); 1.59-1.70 (m, 2H); 2.28-
2.36 (m, 2H); 5.90 (q, J = 6.6 Hz, 1H); 7.26-7.36 (m, 5H).
BC NMR (50 MHz, CDCl,), 6 13.9; 22.2; 24.6; 31.2; 33.9;
34.6; 72.0; 126.0; 127.8; 128.4; 141.9; 173.1. IR (KBr) v/
cm! 3088, 3065, 3034, 2957,2932, 2864, 1735, 1453, 1372,
1171, 1057, 760, 698.

4.2. General Procedure for Enzymatic Kinetic Resolution
in Batch Mode*

In a sealed vial (4 mL), esters 1-6 (0.1 mmol) were
solubilized in n-hexane (2 mL). n-butanol (37 uL, 0.4 mmol)
and the supported enzyme CAL-B (Novozym 435®; 20 mg)
were then added to this solution. The reaction mixture
was stirred at constant temperature (50 °C), and aliquots
of 200 pL. were periodically taken, diluted in 300 puL of
n-hexane, derivatized and analyzed by chiral GC. Details
for GC analyses can be found in Supporting Information.
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4.3. General Procedure for Enzymatic Kinetic Resolution
in Continuous-Flow Mode*

Esters 1-6 (0.5 mmol) and n-butanol (0.18 mL, 2 mmol)
were solubilized in n-hexane (5 mL) and this solution was
eluted through a packed-bed column (74.0 x 4.6 mm) with
the biocatalyst (200 mg, internal volume 0.43 mL) with a
flow rate of 0.1 mL min™" for two cycles at 50 °C. Aliquots
from each cycle were collected, derivatized and analyzed
by chiral GC. Details for GC analyses can be found in
Supporting Information.

4 4. Experimental Procedure for Derivatization to Acetate
or Propionate

Acetic anhydride or propionic anhydride (5 pL) and
DMAP (1 crystal) were added directly to the reaction
aliquot and it was maintained under magnetic stirring for
5 min. The aliquot was neutralized with aqueous NaHCO,
and the organic layer was dried over anhydrous MgSO,
before analysis. Details for GC analyses can be found in
Supporting Information.

4.5. Experimental Procedure for Preparative Scale Enzymatic
Kinetic Resolution of 4 in Continuous-Flow Mode

Ester 4 (2 mmol, 328 mg) and n-butanol (8 mmol,
0.75 mL) were solubilized in n-hexane (20 mL) and this
solution was eluted through a packed-bed column with the
biocatalyst (200 mg) with a flow rate of 0.1 mL min™' for
two cycles at 50 °C. After that, compounds were separated
by flash column chromatography (hexanes/ethyl acetate,
8:2) and enantiomeric excesses were determined by chiral
GC analysis.

(S)-1-Phenyl ethyl acetate [(S)-(4)]: [a],* - 8.4 (c 1.0,
n-hexane, ee 87%). Ref.47: [a], - 59.2 (¢ 0.5, CHCI,, ee
76%).

(R)-1-Phenylethanol: [a],** 6.7 (¢ 1.0, n-hexane, ee
>99%). Ref.48: [a],* 53.1 (¢ 1.0, CHCl,, ee >99%).

Supporting Information

Supporting information for this article is available free
of charge at https://rvq.sbq.org.br/

Acknowledgements

The authors thank Brazilian National Council for
Scientific and Technological Development (CNPq, Conselho
Nacional de Desenvolvimento Cientifico e Tecnolégico,
Brazil), CAPES and UFPR-TN for financial support (Proc.
456834/2014)

References

10.

11.

12.

13.

14.

Breuer, M.; Ditrich, K.; Habicher, T.; Hauer, B.; KeBeler, M.;
Stiirmer, R.; Zelinski, T.; Industrial methods for the production of
optically active intermediates. Angewandte Chemie International
Edition 2004, 43, 788. [Crossref]

Weia, P.; Gaoa, J.; Zhengb, G.; Wua, H.; Zonga, M.; Loua,
W.; Engineering of a novel carbonyl reductase with coenzyme

regeneration in E. coli for efficient biosynthesis of enantiopure
chiral alcohols. Journal of Biotechnology 2016, 230, 54.
[Crossref]

Kumar, R.; Banoth, L.; Banerjee, U. C.; Kaura, J.; Enantiomeric
separation of pharmaceutically important drug intermediates
using a metagenomic lipase and optimization of its large scale
production. International Journal of Biological Macromolecules
2017, 95, 995. [Crossref]

Collados, J. F; Sola, R.; Harutyunyan, S. R.; Macid, B.; Catalytic
synthesis of enantiopure chiral alcohols via addition of Grignard

reagents to carbonyl compounds. ACS Catalysis 2016, 6, 1952.
[Crossref]

Kovalenko, G.; Perminova, L.; Pykhtina, M.; Beklemishev, A.;
Lipase-active heterogeneous biocatalysts for enzymatic synthesis
of short-chain aroma esters. Biocatalysis and Agricultural
Biotechnology 2021, 36, 102124. [Crossref]

Bodas, R. N. V.; Castro, H. F.; A review of synthesis of
esters with aromatic, emulsifying, and lubricant properties

by biotransformation using lipases. Biotechnology and
Bioengineering 2022, 119, 725. [Crossref]
Watanabe, M.; Murata, K.; Ikariya, T.; Practical synthesis

of optically active amino alcohols via asymmetric transfer
hydrogenation of functionalized aromatic ketones. Journal of
Organic Chemistry 2002, 67, 17125. [Crossref]

Noyori, R.; Hashiguchi, S.; Asymmetric transfer hydrogenation

catalyzed by chiral ruthenium complexes. Accounts of Chemical
Research 1997, 30, 97. [Crossref]
Bolm, C.; Rudolph, J.; Catalyzed asymmetric aryl transfer

reactions to aldehydes with boronic acids as aryl source. Journal
of the American Chemical Society 2002, 124, 14850. [Crossref]
Hua, Y.; Liu, Z. S.; Xie, P. P;; Ding, B.; Cheng, H. G.; Hong,
X.; Zhou, Q.; Kinetic resolution of tertiary benzyl alcohols via

palladium/chiral norbornene cooperative catalysis. Angewandte
Chemie 2021, 133, 12934. [Crossref]

Song, J.; Zheng, W. H.; Kinetic resolution of tertiary alcohols by
chiral organotin-catalyzed O-acylation. Organic Letters 2022,
24, 2349. [Crossref]

Ding, B.; Xue, Q.; Jia, S.; Cheng, H. G.; Zhou, Q.; Recent
advances in catalytic nonenzymatic kinetic resolution of tertiary
alcohols. Synthesis 2022, 54, 1721. [Crossref]

Pan, Y; Jiang, Q.; Rajkumar, S.; Zhu, C.; Xie, J.; Yu, S.; Chen, Y.;
He, Y. P;; Yang, X. Kinetic resolution of 2-N-acylamido tertiary
allylic alcohols: asymmetric synthesis of oxazolines. Advanced
Synthesis & Catalysis 2020, 363, 200. [Crossref]

Schmid, A.; Dordick, J. S.; Hauer, B.; Kiener, A.; Wubbolts, M.;
Witholt. B.; Industrial biocatalysis today and tomorrow. Nature
2001, 409, 258. [Crossref]

Rev. Virtual Quim.


https://rvq.sbq.org.br/
https://doi.org/10.1002/anie.200300599
https://doi.org/10.1016/j.jbiotec.2016.05.004
https://doi.org/10.1016/j.ijbiomac.2016.10.088
https://doi.org/10.1021/acscatal.5b02832
https://doi.org/10.1016/j.bcab.2021.102124
https://doi.org/10.1002/bit.28024
https://doi.org/10.1021/jo011076w
https://doi.org/10.1021/ar9502341
https://doi.org/10.1021/ja028518l
https://doi.org/10.1002/ange.202103428
https://doi.org/10.1021/acs.orglett.2c00537
https://doi.org/10.1055/a-1712-0912
https://doi.org/10.1002/adsc.202001051
https://doi.org/10.1038/35051736

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

Burich

Faber, K.; Biotransformations in organic chemistry, 6th ed.,
Springer: Berlin, 2011. [Crossref]

Reetz, M. T.; Biocatalysis in organic chemistry and biotechnology:
past, present, and future. Journal of the American Chemical
Society 2013, 135, 12480. [Crossref]

Andrade, L. H.; Sousa, B. A.; Ferreira, I. M.; Porto, A. L. M.;
Contributions on kinetic resolution by lipases on the development

of organic synthesis in Brazil. Current Organic Synthesis 2015,
12, 696. [Crossref]

Krieger, N.; Dias, G. S.; Alnoch, R. C.; Mitchell, D. A.; In Solid
State Fermentation, Steudler. S.; Werner, A.; Cheng, J.; eds.;.

Advances in Biochemical Engineering/Biotechnology; Springer:
Berlim, 2019, pp 125. [Crossref]

Singer, T. P.; Hofstee, B. H. J.; Studies on wheat germ lipase;
kinetics. Archives of Biochemistry 1948, 18, 245. [PubMed]
Alnoch, R. C.; Martini, V. P.; Glogauer, A.; Costa, A. C. S;
Piovan, L.; Muller-Santos, M.; De Souza, E. M.; Pedrosa, F. O.;
Mitchell, D. A.; Krieger, N.; Immobilization and characterization

of a new regioselective and enantioselective lipase obtained from
a metagenomic library. PLoS ONE 2015, 10, 1. [Crossref]
Bornscheuer, U. T.; Kazlauskas, R. J.; Hydrolases in organic

synthesis. regio- and stereoselective biotransformations, 2nd ed.
Weinheim: WILEY-VCH Verlag GmbH & Co. KgaA: Berlim,
2006. [Crossref]

Sigmund, A. E.; Dicosimo, R.; Enzymatic resolution of (RS)-2-

(1-aminoethyl)-3-chloro-5-(substituted)pyridines. Tetrahedron:
Asymmetry 2004, 15, 2797. [Crossref]

Melais, N.; Aribi-Zouioueche, L.; Riant, O.; The effect of
the migrating group structure on enantioselectivity in lipase-

catalyzed kinetic resolution of 1-phenylethanol. Comptes Rendus
Chimie 2016, 19, 971. [Crossref]

Sakai, T.; Miki, Y.; Nakatani, M.; Ema, T.; Uneyama, K.;
Utaka, M.; Lipase-catalyzed kinetic resolution of 2-acyloxy-2-
(pentafluorophenyl)acetonitrile. Tetrahedron Letters 1998, 39,
5233. [Crossref]

Konigsberger, K.; Prasad, K.; Repic, O.; The synthesis of (R)- and
(8)-a-trifluoromethyl-a-hydroxycarboxylic acids via enzymatic
resolutions. Tetrahedron: Asymmetry 1999, 10, 679. [Crossref]
Razi, S.; Zeror, S.; Merabet-Khelassi, M.; Kolodziej, E.; Toffano,
M.; Aribi-Zouioueche, L.; Two approaches for CAL-B-catalyzed
enantioselective deacylation of a set of a-phenyl ethyl esters:

organic solvent with sodium carbonate and micro-aqueous
medium. Catalysis Letters 2021, 151, 2603. [Crossref]
Dencié¢, L.; Vaan, S.; Noél, T.; Meuldijk, J.; Croon, M.; Hessel,
V.; Lipase-based biocatalytic flow process in a packed-bed
microreactor. Industrial & Engineering Chemistry Research
2013, 52, 10951. [Crossref]

Wang, Y.; Dong, Y.; Liu, H.; Yin, W.; Guo, T.; Yuan, H.; Meng,
T.; Compartmentalized aqueous-in-aqueous droplets for flow
biocatalysis. ACS Applied Materials and Interfaces 2022, 14,
5009. [Crossref]

Palma, B. G.; Nascimento, M. A.; Ledo, R. A. C.; Pandoli, O.
G.; Souza, R. O. M. A.; Biocatalysis under continuous flow

conditions . In: Gonzalo, G.; Lavandera, I.; eds; Biocatalysis
for Practitioners; WILEY-VCH GmbH, 2021. [Crossref]
Itabaiana Jr., I.; Miranda, L. S. D. M.; Souza, R. O. M. A. D.;

no prelo, 2023

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

Towards a continuous flow environment for lipase-catalyzed
reactions. Journal of Molecular Catalysis B: Enzymatic 2013,
85-86, 1. [Crossref]

Xu,Y.; Zhang, D-Y.; Meng, X-Y.; Liu, X.; Sheng, S.; Wu, G-H.;
Wang, J.; Wu, F-A.; Generic DART-MS platform for monitoring
the on-demand continuous-flow production of pharmaceuticals:

advancing the quantitative protocol for caffeates in microfluidic
biocatalysis. Journal of Pharmaceutical and Biomedical Analysis
2017, 137, 243. [Crossref]

Zhao, D.; Ding, K.; Recent advances in asymmetric catalysis in
flow. ACS Catalysis 2013, 3, 928. [Crossref]

Mak, X.Y.; Laurino, P.; Seeberger, P. H.; Asymmetric reactions

in continuous flow. Beilstein Journal of Organic Chemistry 2009,
5. [Crossref]

Nascimento, M. A.; Vargas, J. P. C.; Rodrigues, J. G. A.; Ledo, R.
A.C.;Moura, P. H. B.; Leal, I, C. R.; Bassut, J.; Souza, R. O. M.
A.; Wojcieszak, R.; Itabaiana, I.; Lipase-catalyzed acylation of

levoglucosan in continuous flow: antibacterial and biosurfactant
studies. RSC Advances 2022, 12, 3027 [Crossref]

Molnar, Z.; Farkas, E.; Laké, A.; Erdélyi, B.; Kroutil, W.;
Vértessy, B. G.; Paizs, C.; Poppe, L.; Immobilized whole-cell

transaminase biocatalysts for continuous-flow kinetic resolution
of amines. Catalysts 2019, 9, 438. [Crossref]

Aguillén, A. R.; Avelar, M. N.; Gotardo, L. E.; Souza, S. P;
Ledo, R. A. C.; Itabaiana, I.; Miranda, L. S. M.; Souza, R. O.
M. A.; Immobilized lipase screening towards continuous-flow

kinetic resolution of (+)-1,2-propanediol. Molecular Catalysis
2019, 467, 128. [Crossref]

Santi, M.; Sancineto, L.; Nascimento, V.; Azeredo, J. B.; Orozco,
E.V.M.; Andrade, L. H.; Groger, H.; Santi, C.; Flow biocatalysis:
a challenging alternative for the synthesis of APIs and natural

compounds. International Journal of Molecular Sciences 2021,
22, 990. [Crossref]

Fernandes, P.; Carvalho, C. C. C. R.; Multi-enzyme systems in
flow chemistry. Processes 2021, 9, 225. [Crossref]

Otvés, S. B.; Kappe, C. O.; Continuous flow asymmetric synthesis

of chiral active pharmaceutical ingredients and their advanced
intermediates. Green Chemistry 2021, 23, 6117. [Crossref]
Thomas, J. C.; Aggio, B. B.; Oliveira, A. R. M.; Piovan, L.;
High-throughput preparation of optically active cyanohydrins
mediated by lipases. European Journal of Organic Chemistry
2016, 2016, 5964. [Crossref]

Thomas, J. C.; Burich, M. D.; Bandeira, P. T.; Oliveira, A. R.
M.; Piovan, L.; Biocatalysis in continuous-flow mode: a case-

study in the enzymatic kinetic resolution of secondary alcohols
via acylation and deacylation reactions mediated by Novozym
435®. Biocatalysis 2017, 3, 27. [Crossref]

Brunet, C.; Zarevucka, M.; Wimmerb, Z.; Legoy, M-D.; Total
enzymatic resolution of racemic 2-(4-methoxybenzyl)-1-
cyclohexanols and 2-(4-methoxybenzyl)-1-cyclopentanols.
Enzyme and Microbial Technology 2002, 31, 609. [Crossref]
Bandeira, P. T.; Alnoch, R. C.; Oliveira, A. R. M.; Souza, E.
M.; Pedrosa, F. O.; Krieger, N.; Piovan, L.; Enzymatic kinetic

resolution of aliphatic sec-alcohols by LipG9, a metagenomic
lipase. Journal of Molecular Catalysis B: Enzymatic 2016, 125,
58. [Crossref]


http://doi.org/10.1007/978-3-642-17393-6
https://doi.org/10.1021/ja405051f
http://doi.org/10.2174/157017941206150828103404
https://doi.org/10.1007/10_2019_88
http://www.ncbi.nlm.nih.gov/pubmed/18875046
https://doi.org/10.1371/journal.pone.0114945
https://doi.org/10.1002/3527607544
https://doi.org/10.1016/j.tetasy.2004.07.043
https://doi.org/10.1016/j.crci.2016.05.002
https://doi.org/10.1016/S0040-4039(98)01029-6
https://doi.org/10.1016/S0957-4166(99)00017-8
https://doi.org/10.1007/s10562-020-03525-0
https://doi.org/10.1021/ie400348f
https://doi.org/10.1021/acsami.1c22089
https://doi.org/10.1002/9783527824465.ch11
https://doi.org/10.1016/j.molcatb.2012.08.008
https://doi.org/10.1016/j.jpba.2017.01.050
https://doi.org/10.1021/cs300830x
https://doi.org/10.3762/bjoc.5.19
https://doi.org/10.1039/D1RA08111J
https://doi.org/10.3390/catal9050438
https://doi.org/10.1016/j.mcat.2019.01.034
https://doi.org/10.3390/ijms22030990
https://doi.org/10.3390/pr9020225
https://doi.org/10.1039/D1GC01615F
https://doi.org/10.1002/ejoc.201601028
https://doi.org/10.1515/boca-2017-0003
https://doi.org/10.1016/S0141-0229(02)00144-8
https://doi.org/10.1016/j.molcatb.2015.12.010

44,

45.

46.

Non-linear Tendency Between Acyl Chain Length and Selectivity in Enzymatic Deacylation of Carboxylic Esters

Tamura, M.; Siddiki, S. M. A. H.; Shimizu, K.; CeO2 as a
versatile and reusable catalyst for transesterification of esters
with alcohols under solvent-free conditions. Green Chemistry
2013, /5, 1641. [Crossref

Pirolla, R. A. S.; Baldasso, P. A.; Marangoni, S.; Moran, P. J. S.;
Rodrigues, J. A. R.; Evaluation of snake venom phospholipase
A2: hydrolysis of non-natural esters. Journal of the Brazilian
Chemical Society 2011, 22, 300. [Crossref]

Feng, J.; Liang, S.; Chen, S.Y.; Zhang, J.; Fu, S. S.; Yu, X. Q.;
A metal-free oxidative esterification of the benzyl C-H bond.
Advanced Synthesis and Catalysis 2012, 354, 1287. [Crossref]

47.

48.

Yazicioglu E. Y.; Tanyeli, C.; A method for the synthesis
of pyridine-based C2-symmetrical chiral nucleophilic
organocatalysts via Pd-catalyzed coupling. Tetrahedron:
Asymmetry 2012, 23, 1694. [Crossref]

Yu, J.; Long, J.; Yang, Y.; Wu, W.; Xue, P.; Chung, L. W.; Dong
X. Q.; Zhang, X. Iridium-catalyzed asymmetric hydrogenation
of ketones with accessible and modular ferrocene-based amino-

phosphine acid (f-ampha) ligands. Organic Letters 2017, 19,
690. [Crossref]

Rev. Virtual Quim.


https://doi.org/10.1039/C3GC40408K
https://doi.org/10.1590/S0103-50532011000400027
https://doi.org/10.1002/adsc.201100920
https://doi.org/10.1016/j.tetasy.2012.11.007
https://doi.org/10.1021/acs.orglett.6b03862

	_Hlk103885046

