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Introduction

Calcium atorvastatin (1), the active ingredient of Liptor®, a
statin launched in 1997, competitively inhibits hydroxymethyl-
glutaryl-CoA (HMG-CoA) reductase, the enzyme that catalyzes
the rate-limiting step in cholesterol biosynthesis (Fig. 1)." Due
to its high efficacy for LDL cholesterol reduction and its estab-
lished safety profile, an ongoing demand for calcium atorvas-
tatin is expected, and the development of an efficient, robust
and scalable synthetic route to (1) is of remarkable interest for
academia and the pharmaceutical industry.*?

Many different routes to statin side chains have been
reported using chemical and biocatalytic steps to introduce
one of the two stereogenic centers.”” Recently, Shibasaki and
coworkers developed a direct catalytic asymmetric aldol reac-
tion promoted by a soft Lewis acid catalyst using thioamides
as the aldol donors, and they applied this methodology to the
enantioselective synthesis of atorvastatin.'®

Fig. 1 Calcium atorvastatin (1).
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A practical and convergent asymmetric route to calcium atorvastatin (1) is reported. The synthesis of
calcium atorvastatin (1) was performed using the remote 1,5-anti asymmetric induction in the boron-
mediated aldol reaction of p-alkoxy methylketone (4) with pyrrolic aldehyde (3) as a key step. Calcium
atorvastatin was obtained from aldehyde (3) after 6 steps, with a 41% overall yield.

In this study, we describe our approach to atorvastatin
based on a 1,5-anti asymmetric aldol reaction of p-alkoxy
methyl ketone 4 with aldehyde 3."'?

Results and discussion

A process chemistry development program was undertaken to
improve the synthesis of calcium atorvastatin (1) using the
remote 1,5-asymmetric induction in a boron-mediated aldol
reaction of pyrrolic aldehyde (3)"*™° with p-alkoxy methyl-
ketone (4)"”7*° as a key step (Scheme 1).

The key building blocks aldehyde 3 and methylketone 4 are
known compounds and are synthesized by the described pro-
cedures, with slight modifications (see the ESI})."*™° we
began our approach with the boron-mediated aldol reaction.
For this purpose, methylketone (4) was treated with dicyclo-
hexyl chloroborane (c-Hex,BCl) in Et,O, at 0 °C, followed by
the addition of excess triethylamine to generate the corres-
ponding kinetic boron enolate over 1 h (Scheme 2). The reac-
tion was cooled to —78 °C, the solution of the pyrrole aldehyde
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Scheme 1 Retrosynthetic analysis of calcium atorvastatin (1).
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Scheme 2 Aldol reaction and diastereoselective reduction of f-hydro-
xyketone 5.

(3) in Et,O was added slowly, and the reaction was maintained
for 3 h at this temperature.'™"?

The respective aldol product 5 was obtained in 81% yield
with a selectivity of 91:9 in favor of the desired 1,5-anti dia-
stereoisomer, according to the NMR analysis of the crude
mixture (Scheme 2). The aldol reaction was performed on a
scale of 50 g of the pyrrole aldehyde (3) without affecting the
yield and stereoselectivity of the reaction. The product in the
form of the diastereoisomeric mixture was used in the next
step without purification. An analytical sample was chromato-
graphed on silica gel to achieve the physical characterization
of the B-hydroxyketone product 5.

The diastereoselective syn-reduction reaction of p-hydroxy-
ketone 5 was achieved using NaBH, as the reducing agent in
the presence of diethyl methoxy borane as a chelating agent
(Scheme 2).>° The syn-1,3-diol acetonide product 6 was
obtained in 87% yield with a high diastereomeric ratio >95:5
in favor of the desired 1,3-syn-isomer. The crude product was
used in the next step without purification. An analytical
sample was chromatographed on silica gel to achieve the
physical characterization of 6. In the next step, the diol aceto-
nide was subjected to simple acid hydrolysis (HCl 1 N, H,O/
THF), providing tetra-ol (2), as depicted in Scheme 3. At this
stage, we were able to purify the tetra-ol (2) to obtain the single
isomer. Crude tetra-ol (2) (17.2 g) was dissolved in isopropyl
alcohol (20 mL) under stirring at 25 °C. Then, hexane (100 mL)
was slowly added over 1 h, and the mixture was allowed to
stand in a refrigerator at 4 °C overnight to afford tetra-ol as a
white crystalline solid and as a single isomer in 90% yield, as
observed by NMR analysis (dr > 99: 1).

Following the reaction sequence, tetra-ol (2) was subjected
to an oxidative cleavage reaction with sodium periodate in
alkaline medium,*" providing atorvastatin lactol (7) in 88%
yield as a white crystalline solid (Scheme 3). Atorvastatin lactol
(7) has been described in the literature, although it was
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obtained through a different process.>> A small analytical
sample of 7 was purified by flash column chromatography on
silica gel to achieve its physical characterization, which was
performed using NMR spectroscopy and HRMS analysis. The
physical data were appropriately compared with the literature
data.”?

Atorvastatin lactol (7) was subjected to selective oxidation
in the presence of excess activated MnO, to provide atorvasta-
tin lactone (8), which was obtained in 95% isolated yield after
recrystallization (Scheme 3).** Atorvastatin lactone (8) is a key
intermediate in the original synthesis of calcium atorvastatin
(1). The physical data for atorvastatin lactone (8) ([]fy = +25°, ¢
=1, CHCly, lit: [a] +26°, ¢ = 1, CHCl;) are in full agreement
with the literature.'“*>2

In the last step, the treatment of lactone (8) with 10%
sodium hydroxide in MeOH and MBTE followed by treatment
of the resulting salt with calcium acetate monohydrate in
water, at rt, provided calcium atorvastatin (1) in 94% isolated
yield (Scheme 4). To confirm that the active amorphous
calcium atorvastatin (1) was obtained, we performed powder
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Scheme 4 Synthesis of calcium atorvastatin (1).
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X-ray diffraction and solid-state NMR analysis. The physical
data (nuclear magnetic resonance, powder X-ray diffraction®®
and optical rotation*”) are in full agreement with the values
reported in the literature.

Conclusions

In summary, we developed a scalable, practical asymmetric
synthesis of calcium atorvastatin (1). The scalable process
employs a highly efficient 1,5-asymmetric induction in a
boron-mediated aldol reaction as a key step. In the process
development, 3 new atorvastatin intermediates (compounds 2,
5 and 6) were produced. Calcium atorvastatin (1) was obtained
after 6 steps with 41% overall yield.

Experimental
Materials and methods

Unless noted, all reactions were performed under an atmos-
phere of argon with dry solvents and magnetic stirring. Tri-
ethylamine (Et;N) was distilled from CaH,. Tetrahydrofuran
(THF) and diethyl ether (Et,0O) were distilled from sodium/ben-
zophenone. Methanol (MeOH) was distilled from Mg(OMe),
and stored over molecular sieves. Yields refer to homogeneous
materials obtained after purification of reaction products by
flash column chromatography using silica gel (200-400 mesh).
Analytical thin-layer chromatography was performed on silica-
gel 60 and GF (5-40 pm thickness) plates, and visualization
was accomplished using UV light and phosphomolybdic acid
staining followed by heating. Optical rotations were measured
with a sodium lamp and are reported as follows: [a]h ©
(c (g per 100 mL), solvent). Melting points are uncorrected. For
infrared spectra (IR), wavelengths of maximum absorbance
(Umax) are quoted in wavenumbers (cm™'). "H and proton-
decoupled *C NMR spectra were acquired in CgDg, CDCls,
DMSO-d, or CD;0D at 250 MHz (*H) and 62.5 MHz (**C), at
400 MHz (*H) and 100 MHz (**C), at 500 MHz (‘H) and
125 MHz (**C), or at 600 MHz ('H) and 150 MHz (**C). Chemi-
cal shifts (6) are reported in ppm using residual undeuterated
solvent as an internal standard (C¢Ds at 7.16 ppm, CDCl; at
7.25 ppm, CD;OD at 3.30 ppm, and TMS at 0.00 ppm for
"H NMR spectra and C¢Dj at 128.0 ppm, CDCl; at 77.0 ppm,
CD;0D at 49.0 ppm for >C NMR spectra). Multiplicity data are
reported as follows: s = singlet, d = doublet, t = triplet, q =
quartet, br s = broad singlet, dd = doublet of doublets, dt
doublet of triplets, ddd = doublet of doublet of doublets, ddt =
doublet of doublet of triplets, dtd = doublet of triplet of doub-
lets, dqd = doublet of quartet of doublets, m = multiplet, and
br m = broad multiplet. The multiplicity is followed by the
coupling constant(s) in Hz and integration. High-resolution
mass spectra (HRMS) were measured by electrospray ionization
(ESI). Samples were analyzed using a hybrid 7 T Fourier trans-
form ion cyclotron nanoelectrospray ionization source. The

nanoelectrospray conditions were a flow rate of 200 nL min™*,
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back pressure of approximately 0.4 psi, and electrospray vol-
tages of 1.5-2.0 kV over 60 s and were controlled by ChipSoft
software. Mass resolution was fixed at 100 000 at m2/z 400. Data
were obtained as transient files (scans recorded in the time
domain). All samples were evaluated in positive ESI(+) ion
mode, and spectra were acquired in the m/z 150-1500 range.
Samples were analyzed directly in a 10 pg mL ™" methanol solu-
tion without any sample treatment or dilution.

Synthesis

1-(R)-6-(S)-2,2-(Dimethyl-1,3-dioxolan-4-yl)-3-(hydroxy-5-oxo-
hexyl)-5-(4-fluorophenyl)-2-isopropyl-N,4-diphenyl-1H-pyrrole-
3-carboxamide (5). To a solution of methylketone (4) (35.0 g,
220 mmol) in anhydrous Et,0O (700 mL) under an argon atmos-
phere at 0 °C was added c-Hex,BClI (95.0 mL, 440 mmol) over
50 min. Next, triethylamine (108.0 mL, 770 mmol) was slowly
added over 40 min. The reaction mixture was stirred for 1 h at
0 °C to generate the kinetic boron enolate. Then, the reaction
was cooled to —78 °C, and pyrrole aldehyde (3) (50.0 g,
110 mmol) dissolved in Et,O (300 mL) was slowly added to the
solution of the generated boron enolate over 1 h. The reaction
was stirred for 3 h at —78 °C, quenched by the addition of
methanol (100 mL) and warmed to 25 °C. The solvent was
removed under reduced pressure (30 °C/150 mmHg), and the
residue was purified by passing through a plug of silica
(hexanes/acetate 7:3). The unreacted ketone (4) (15.7 g) was
recovered. The product 5 (dr 91:9 according to '"H NMR ana-
lysis) was obtained as a white solid (81% yield; 54.6 g). Mp
62-64 °C. [a]y) = + 2.3° (¢ = 1.0, CHCl;). "H NMR (250 MHz,
CeDy) 6 1.33 (s, 3H), 1.43 (s, 3H), 1.50-1.78 (m, 3H), 1.86 (d, ] =
7.0 Hz, 6H), 1.92-2.01 (m, 2H), 2.32 (dd, J = 15.0 Hz, 6.7 Hz,
1H), 2.94 (s, 1H), 3.34 (t, J = 7.5 Hz, 1H), 3.73-3.79 (m, 2H),
3.94-4.00 (m, 2H), 4.13-4.31 (m, 2H), 6.77-7.01 (m, 7H),
7.10-7.16 (m, 4H), 7.30 (d, J = 8.0 Hz, 2H), 7.45 (d, J = 8.0 Hz,
2H). *C NMR (125 MHz, C¢Dg) 6 21.9, 22.1, 25.5, 26.7, 27.0,
38.2, 41.4, 47.2, 49.4, 64.8, 69.3, 71.7, 109.0, 115.6 (d, Jor =
21.3 Hz), 116.9, 119.4, 122.4, 123.5, 126.7, 127.8, 127.9, 128.5,
128.8 (d, Jc_r = 5.0 Hz), 129.0, 133.5 (d, Jc_r = 8.8 Hz), 135.2,
139.5, 141.8, 162.5 (d, Jo_r = 247.6 Hz), 164.7, 208.2. IR (thin
film, cm™"): 3405, 2975, 1729, 1671. HRMS (ESI-TOF) m/z calcd
for C3,H4,FN,O5 (M + H)* 613.3077, found 613.3078.

1-(3R,5R)-6-(S)-2,2-(Dimethyl-1,3-dioxolan-4-yl)]-3,5-dihydroxy-
hexyl-5-(4-fluorophenyl)-2-isopropyl-N,4-diphenyl-1H-pyrrole-3-
carboxamide (6). To a solution of (5) (50.0 g, 81.7 mmol) in
THF/MeOH (4:1) (600 mL) under an argon atmosphere at
—78 °C was slowly added Et,B(OMe) (15.0 mL, 89.8 mmol) over
30 min. After 40 min, NaBH, (3.4 g, 89.8 mmol) was added in
portions, and the reaction mixture was maintained at —78 °C
for 3 h. The reaction was quenched by the addition of glacial
acetic acid (70 mL), methanol (70 mL) and 30% H,0, (20 mL).
The mixture was vigorously stirred for 30 min and was
extracted with ethyl acetate (3 x 400 mL). Next, the organic
phase was washed with brine (2 x 200 mL), and the solvent
was removed under reduced pressure. The product (6) can be
used in the next step without purification. An analytical
sample was purified by silica gel flash column chromatography
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(hexane/acetate 8 : 2) to achieve the physical characterization of
1,3-diol (6). The product (6) was obtained as a white solid in
87% yield (43.6 g, 71.0 mmol). Mp 71-73 °C. [a]y) = +2.5 (c =
1.0, CHCl;). "H NMR (500 MHz, C¢Ds) & 1.26-1.33 (m, 10H),
1.60-1.73 (m, 2H), 1.77 (d, J = 7.2 Hz, 6H), 3.29-3.32 (m, 1H),
3.40 (s, 1H), 3.61 (s, 1H), 3.74-3.77 (m, 3H), 3.90-4.08 (m, 3H),
4.15-4.23 (m, 1H), 6.71 (t, J = 8.5 Hz, 2H), 6.80 (s, 1H),
6.82-6.95 (m, 4H), 7.03-7.16 (m, 4H), 7.23 (d, J = 8.5 Hz, 2H),
7.36 (d, J = 8.5 Hz, 2H). ">C NMR (125 MHz, C¢D) 6 22.0, 22.2,
25.6, 26.7, 26.9, 39.9, 40.6, 41.5, 43.0, 69.3, 69.9, 70.2, 73.3,
109.0, 115.4 (d, Jor = 21.3 Hz), 116.7, 119.5, 122.4, 123.6,
126.7, 127.9, 128.2, 128.4 (d, Jo—r = 5.0 Hz), 129.0, 130.7, 133.5
(d, Jo-r = 7.5 Hz), 135.8, 139.4, 141.7, 162.5 (d, Jo_r = 247.6 Hz),
165.0. HRMS (ESI-TOF) m/z caled for Cs;;H,4FN,05 (M + H)'
615.3234, found 615.3235. IR (thin film, cm™): 3415, 2973,
1669.
5-(4-Fluorophenyl)-2-isopropyl-N,4-diphenyl-1-((3R,5R,7S)-
3,5,7,8-tetrahydroxyoctyl)-1H-pyrrole-3-carboxamide (2). To
a solution of 1-((3R,5R)-6-((S)-2,2-dimethyl-1,3-dioxolan-4-yl)-
3,5-dihydroxyhexyl)-5-(4-fluorophenyl)-2-isopropyl-N,4-diphenyl-
1H-pyrrole-3-carboxamide (6) (40.0 g, 65.1 mmol) in THF
(600 mL) at 25 °C was slowly added aqueous 1 M HCI
(64.0 mL) over 15 min. The reaction mixture was kept under
stirring for 4 h, and over this time, a saturated aqueous
NaHCOj; solution (200 mL) was added (until pH = 8). The
mixture was extracted with ethyl acetate (3 x 400 mL), the
solvent was removed under vacuum, and the residue was
recrystallized from isopropyl alcohol/hexane. Tetra-ol (2) was
obtained as a white solid in 90% yield (33.6 g, 58.6 mmol) as a
single isomer according to 'H NMR analysis. Mp 85-88 °C.
[a]y = +3.2 (¢ = 1.0, MeOH). "H NMR (500 MHz, CD;0D)
5 1.37-1.41 (m, 2H), 1.48-1.54 (m, 7H), 1.59-1.80 (m, 3H),
3.30-3.40 (m, 3H), 3.65 (s, 1H), 3.78-3.92 (m, 4H), 7.01-7.31
(m, 14H). >C NMR (125 MHz, MeOD) § 22.8, 27.6, 40.4, 41.8,
42.3, 45.3, 67.8, 68.0, 69.0, 70.0, 116.3 (d, Jo_r = 22.6 Hz),
118.0, 121.5, 123.3, 125.2, 126.9, 128.9, 129.6, 130.2 (d, Jo_r =
3.8 Hz), 130.3, 130.9, 134.7 (d, Jor = 8.8 Hz), 136.3, 139.1,
139.8, 163.8 (d, Jo_r = 246.3 Hz), 169.5. HRMS (ESI-TOF) m/z
caled for C3,H,0FN,O5 (M + H)' 575.2922, found 575.2921.
IR (thin film, cm™): 3413, 2972, 1668.
1-[2-((2R,4R)-4,6-Dihydroxytetrahydro-2 H-pyran-2-yl )ethyl]-
5-(4-fluorophenyl)-2-isopropyl-N,4-diphenyl-1H-pyrrole-3-carb-
oxamide (7). To a solution of tetra-ol (2) (32.0 g, 54.8 mmol) in
anhydrous ethanol (500 mL) at 0 °C was slowly added a solu-
tion of NalO, (35.2 g, 164.4 mmol) and NaOH (0.216 g,
5.4 mmol) in 90 mL of H,O. The reaction mixture was stirred
for 2 h at 25 °C, and a saturated aqueous solution of NH,Cl
(300 mL) was added. The mixture was extracted with ethyl
acetate (3 x 400 mL) and washed with brine (200 mL). Lactol
(7) was obtained as a white solid in 88% yield (25.6 g,
47.4 mmol). Mp 103-107 °C. 'H NMR (500 MHz, CDCl;)
8 1.37-1.50 (m, 1H), 1.53 (d, J = 7.0 Hz, 6H), 1.65-1.83 (m, 3H),
1.86-1.89 (m, 2H), 3.51-3.54 (m, 1H), 3.82-3.94 (m, 1H),
4.08-4.13 (m, 4H), 4.27 (d, J = 7.5 Hz, 1H), 5.18 (s, 1H),
6.90 (s, 1H), 6.96-7.20 (m, 14H). "*C NMR (125 MHz, CDCl,)
5 21.7, 21.8, 26.1, 35.0, 37.4, 39.5, 41.4, 60.4, 65.0, 92.5,
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115.3 (d, Jop = 21.3 Hz), 119.6, 120.1, 121.8, 123.6, 126.5,
128.1 (d, Jor = 2.5 Hz), 128.5, 128.8, 129.7, 130.4, 133.1 (d,
Jo-r = 8.8 Hz), 134.5, 138.1, 141.2, 162.2 (d, Jo-r = 247.6 Hz),
165.0. HRMS (ESI-TOF) m/z caled for C33H36FN,0, (M + H)"
543.2659, found 543.2659. IR (thin film, cm™): 3414, 2973,
1670.

5-(4-Fluorophenyl)-1-[2-((2R,4R)-4-hydroxy-6-oxotetrahydro-
2H-pyran-2-yl)ethyl]-2-isopropyl-N,4-diphenyl-1H-pyrrole-3-carb-
oxamide (8) (atorvastatin lactone). To a solution of atorvastatin
lactol (7) (24.0 g, 44.2 mmol) in acetone (350 mL) was added
activated MnO, (37.4 g, 442.0 mmol) at 25 °C. The suspension
was kept under stirring for 24 h at 25 °C. The reaction mixture
was filtered, and the solvent evaporated. Atorvastatin lactone
(8) was obtained in 95% (22.7 g, 42.0 mmol) yield as a white
crystalline solid. Mp 159-161 °C. [a]3 = +26.9° (¢ = 1.0, CHCl,)
(obtained). Lit:*’ [a]3) = +26.0° (¢ = 1.0, CHCl;). 'H NMR
(250 MHz, CDCl;) 6 1.52 (d, J = 7.0 Hz, 6H), 1.58-1.90 (m, 4H),
2.54-2.58 (m, 2H), 2.89 (s, 1H), 3.49-3.55 (m, 1H), 4.01-4.24
(m, 3H), 4.48-4.52 (m, 1H), 6.91 (s, 1H), 6.99-7.21 (m, 14H).
13C NMR (62.5 MHz, CDCl,) § 21.6, 21.9, 26.1, 35.5, 37.0, 38.4,
40.6, 62.1, 73.0, 115.5 (d, Jo_r = 21.3 Hz), 115.7, 119.7, 122.0,
123.7, 126.6, 127.9, 128.3, 128.6 (d, Jo_r = 5.6 Hz), 128.8, 130.3,
133.0 (d, Jor = 8.2 Hz), 134.3, 138.0, 141.2, 162.3 (d, Jor =
247.8 Hz), 165.0, 169.7. IR (thin film, cm™): 3410, 2952, 1750,
1673.

Calcium atorvastatin (1). To a solution of atorvastatin
lactone (8) (20.0 g, 37.0 mmol) in methanol (50 mL) and
methyl-tert-butyl ether (MTBE) (130 mL) was added NaOH
(1.53 g, 38.1 mmol) dissolved in water (250 mL). The resulting
mixture was stirred for 2 h at 50 °C. After cooling (20 °C), the
phases were separated, and the aqueous phase (which con-
tains the product) was washed with MTBE (80 mL). The
aqueous phase was separated and the pH was adjusted to 8.0
by the addition of aqueous 1 M HCI; the solution was then
heated at 50 °C. The resulting mixture was treated with a solu-
tion of calcium acetate monohydrate (3.27 g, 20.3 mmol) in
water (70 mL), and the mixture was heated to 50 °C. The reac-
tion was stirred for 30 min, and it was slowly cooled to 30 °C
for 4 h. The precipitated product (1) was filtered and washed
with methanol/H,O (1:1) (150 mL). Calcium atorvastatin (1)
was obtained as a white amorphous solid in 94% yield (20.1 g,
17.4 mmol) after recrystallization in THF/MeOH/H,O and
drying under high vacuum for 12 h. Purity by HPLC: 99.98%,
(>99.5 ee). Mp 174-178 °C. Lit.>** mp 177-182 °C. [a]fy = =7.1°
(c = 1.0, DMSO). Lit*’ [a]3’ = —7.4° (c = 1.0, DMSO). 'H NMR
(500 MHz, DMSO-dg) 6 1.22-1.25 (m, 1H), 1.37 (d, J = 7.0 Hz,
6H), 1.40-1.42 (m, 1H), 1.51-1.62 (m, 2H), 1.94-1.98 (m, 1H),
2.08-2.11 (m, 1H), 3.21-3.24 (m, 1H) 3.36 (s, 2H), 3.54 (s, 1H),
3.70-3.78 (m, 2H), 3.93-3.97 (m, 1H), 6.86-7.01 (m, 2H),
7.06-7.08 (m, 4H), 7.16-7.26 (m, 6H), 7.51 (d, J = 8.0 Hz, 2H),
9.80 (s, 1H). C NMR (125 MHz, DMSO-d,) § 22.2, 22.3, 25.6,
39.9, 40.8, 43.6, 43.9, 66.2 (2C), 115.3 (d, Jc_r = 20.1 Hz), 117.4,
119.4, 120.5, 122.9, 125.3, 127.2, 127.6, 128.5, 128.7 (d, Jor =
2.5 Hz), 129.1, 133.3 (d, Jor = 8.7 Hz), 134.9, 135.9, 139.4,
161.5 (d, Jo_r = 245.1 Hz), 166.1, 178.1. IR (KBr, cm™ ') 3418,
3062, 2961, 2873, 1793, 1660, 1528, 1480.

This journal is © The Royal Society of Chemistry 2016


http://dx.doi.org/10.1039/c5ob02546j

View Article Online

Organic & Biomolecular Chemistry Paper

Acknowledgements 33, 61; (b)) M. V. R. Reddy, H. C. Brown and
P. V. Ramachandran, J. Organomet. Chem., 2001, 624, 239;

The authors wish to thank CNPq (INCT-INOFAR Grant CNPq (c) N. Andrushko, V. Andrushko, V. Tararov, A. Korostylev,
573.564/2008-6 and FAPER] E-26/170.020/2008), Cristalia Pro- G. Konig and A. Borner, Chirality, 2010, 22, 534;
dutos Quimicos Farmacéuticos, and FAPESP (process number (d) P. Sawant and M. E. Maier, Tetrahedron, 2010, 66, 9738;
2012/02230-0) for their financial support. (e) W. Fan, W. Li, X. Ma, X. Tao, X. Li, Y. Yao, X. Xie and

Published on 13 January 2016. Downloaded by National University of Singapore on 22/01/2016 10:09:57.

Notes and references

Z. Zhang, J. Org. Chem., 2011, 76, 9444; (f) L. Hu, F. Xiong,
X. Chen, W. Chen, Q. He and F. Chen, Tetrahedron: Asym-
metry, 2013, 24, 207.

8 (a) D. E. Butler, C. F. Deering, A. Millar, T. N. Nanninga
1 (a) B. D. Roth and A. A. Mich, U.S. Patent 4681893, 1987; and B. D. Roth, PCT Int. Appl. WO 8907598, 1989;
(b)) B. D. Roth, C. J. Blankley, A. W. Chucholowski, (b) H. Shin, B. S. Choi, K. K. Lee, H. Choi, J. H. Chang,
E. Ferguson, M. L. Hoefle, D. F. Ortwine, R. S. Newton, K. W. Lee, D. H. Nam and N. S. Kim, Synthesis, 2004, 2629;
C. S. Sekerke, D. R. Sliskovic, C. D. Stratton and (¢) P. P. Reddy, K. F. Yen and B. J. Uang, J. Org. Chem., 2002,
M. W. Wilson, J. Med. Chem., 1991, 34, 357; (¢) B. D. Roth 67, 1034; (d) V. Tararov, G. Konig and A. Boérner, Adv. Synth.
and A. A. Mich, U.S. Patent 5273995, 1991; (d) A. Endo, Catal., 2006, 348, 2633.
J. Lipid Res., 1992, 33, 1569; (e) M. Hajkova, B. Kratochvil 9 P. J. Harrington, Lipitor (Atorvastatin Calcium), Chapter 9,
and S. Radl, Chem. Listy, 2008, 102, 2. in Pharmaceutical Process Chemistry for Synthesis: Rethinking
2 Z. Casar, Curr. Org. Chem., 2010, 14, 816. the Routes to Scale-Up, Wiley & Sons, New York, 2011,
3 M. Braun and R. Devant, Tetrahedron Lett., 1984, 25, Pp- 294-359.
5031. 10 (@) Y. Kawato, M. Iwata, R. Yazaki, N. Kumagai and
4 (@) P. L. Brower, D. E. Butler, C. F. Deering, T. V. Le, M. Shibasaki, Tetrahedron, 2011, 67, 6539; (b) Y. Kawato,
A. Millar, T. N. Nanninga and B. D. Roth, Tetrahedron Lett., S. Chaudhary, N. Kumagai and M. Shibasaki, Chem. - Eur. J.,
1992, 33, 2279; (b) K. L. Baumann, D. E. Butler, 2013, 19, 3802.
C. F. Deering, K. E. Mennen, A. Millar, T. N. Nanninga, 11 For seminal work, see: (@) M. A. Blanchette, M. S. Malamas,
C. W. Palmer and B. D. Roth, Tetrahedron Lett., 1992, 33, M. H. Nantz, ]J. C. Roberts, P. Somfai, D. C. Whritenour,
2283. S. Masamune, M. Kageyama and T. Tamura, J. Org. Chem.,
5 (a@) M. Miller, Angew. Chem., Int. Ed., 2005, 44, 362; 1989, 54, 2817. For fundamental contributions in this area,
(b) A. R. Moen, B. H. Hoff, L. K. Hansen, T. Anthonsen and see: (b) L. Paterson, R. M. Oballa and R. D. Norcross,
E. E. Jacobsen, Tetrahedron: Asymmetry, 2004, 15, 1551; Tetrahedron Lett., 1996, 37, 8581; (c) 1. Paterson,
(¢) J. M. Patel, J. Mol. Catal. B: Enzym., 2009, 61, 123; K. R. Gibson and R. M. Oballa, Tetrahedron Lett., 1996, 37,
(d) H. Asako, M. Shimizu and N. Itoh, Appl. Microbiol. Bio- 8585; (d) D. A. Evans, P. J. Coleman and B. Coté, J. Org.
technol., 2009, 84, 397. Chem., 1997, 62, 788; (e) D. A. Evans, B. Coté, P. J. Coleman
6 (a) X. Chen, F. Xiong, W. Chen, Q. He and F. Chen, J. Org. and B. T. Connell, J. Am. Chem. Soc., 2003, 125,
Chem., 2014, 79, 2723; (b) ]J. M. Lopchuk and G. W. Gribble, 10893.
Tetrahedron Lett., 2015, 56, 3208; (c) J. Liu, C. C. Hsu and 12 For our recent work in this area, see: (@) L. C. Dias,
C. H. Wong, Tetrahedron Lett.,, 2004, 45, 2439; A. A. Marchi, M. A. B. Ferreira and A. M. Aguilar, Org. Lett.,
(d) S. Bergeron, D. A. Chaplin, J. H. Edwards, B. S. W. Ellis, 2007, 9, 4869; (b) L. C. Dias and A. M. Aguilar, Quim. Nova,
C. L. Hill, K. Holt-Tiffin, J. R. Knight, T. Mahoney, 2007, 30, 2007; (c) L. C. Dias, A. A. Marchi, M. A. B. Ferreira
A. P. Osborne and G. Ruecroft, Org. Process Res. Dev., 2006, and A. M. Aguilar, J. Org. Chem., 2008, 73, 6299;
10, 661; (¢) R. Ohrlein and G. Baisch, Adv. Synth. Catal., (d) L. C. Dias and A. M. Aguilar, Chem. Soc. Rev., 2008, 37,
2003, 345, 713; (f) W. A. Greenberg, A. Varvak, 451; (e) L. C. Dias, S. M. Pinheiro, V. M. de Oliveira,
S. R. Hanson, K. Wong, H. Huang, P. Chen and M. J. Burk, M. A. B. Ferreira, C. F. Tormena, A. M. Aguilar,
Proc. Natl. Acad. Sci. U S. A., 2004, 101, 5788; J. Zukerman-Schpector and E. R. T. Tiekink, Tetrahedron,
(¢) S. Goldberg, Z. Guo, S. Chen, A. Goswami and 2009, 65, 8714; (f) L. C. Dias, E. C. de Lucca Jr.,
R. N. Patel, Enzyme Microb. Technol., 2008, 43, 544; M. A. B. Ferreira, D. C. Garcia and C. F. Tormena, Org. Lett.,
(k) X. Wu, L. Wang, S. Wang and Y. Chen, Amino Acids, 2010, 12, 5056; (g) L. C. Dias, E. C. de Lucca ]r.,
2010, 39, 305; (i) X. Wu, J. Jiang and Y. Chen, ACS Catal., M. A. B. Ferreira, D. C. Garcia and C. F. Tormena, J. Org.
2011, 1, 1661; (j) F. Sun, G. Xu, J. Wu and L. Yang, Tetra- Chem., 2012, 77, 1765; (h) L. C. Dias, E. C. Polo,
hedron: Asymmetry, 2007, 18, 2454; (k) S. Ma, ]J. Gruber, M. A. B. Ferreira and C. F. Tormena, J. Org. Chem., 2012,
C. Davis, L. Newman, D. Gray, A. Wang, ]. Grate, 77, 3766. For theoretical studies, see: (i) R. S. Paton and
G. W. Huisman and R. A. Sheldon, Green Chem., 2010, J. M. Goodman, Org. Lett., 2006, 8, 4299; (j) J. M. Goodman
12, 81. and R. S. Paton, Chem. Commun., 2007, 2124; (k) R. S. Paton
7 (@) H. Jendralla, E. Baader, W. Bartmann, G. Beck, and J. M. Goodman, J. Org. Chem., 2008, 73, 1253.
A. Bergmann, E. Granzer, B. V. Kerekjarto, K. Kesseler, 13 R. R. Sagyam, H. Vurimidi, P. R. Padi and M. R. Ghanta,

R. Krause, W. Schubert and G. Wess, J. Med. Chem., 1990,

This journal is © The Royal Society of Chemistry 2016

J. Heterocycl. Chem., 2007, 44, 923.

Org. Biomol. Chem.


http://dx.doi.org/10.1039/c5ob02546j

Published on 13 January 2016. Downloaded by National University of Singapore on 22/01/2016 10:09:57.

Paper

14 (a) H. Stetter, Angew. Chem., Int. Ed. Engl., 1973, 85, 89;
(b) H. Stetter and H. Kuhlmann, Org. React., 1991, 40, 407;
(c) R. R. Sagyam, H. Vurimidi, P. R. Padi and M. R. Ghanta,
J. Heterocycl. Chem., 2007, 44, 923.

15 (a) C. Paal, Ber., 1885, 18, 367; (b) L. Knorr, Ber., 1885,
18, 299.

16 K. Omura and D. Swern, Tetrahedron, 1978, 34, 1651.

17 B. Doroh and G. A. Sulikowski, Org. Lett., 2006, 8, 903.

18 S. Saito, T. Hasegawa, M. Inaba, R. Nishida, T. Fujii,
S. Nomizu and T. Moriwake, Chem. Lett., 1984, 1389.

19 J. M. Williams, R. B. Jobson, N. Yasuda, G. Marchesini,
U. Dolling and E. J. J. Grabowski, Tetrahedron Lett., 1995,
36, 5461.

Org. Biomol. Chem.

View Article Online

Organic & Biomolecular Chemistry

20 (a) K. Narasaka and F. C. Pai, Tetrahedron, 1984, 40, 2233;
(b) K.-M. Chen, G. E. Hardmann, K. Prasada, O. Repic and
M. J. Shapiro, Tetrahedron Lett., 1987, 28, 155.

21 (@) T. K. M. Shing, in Comprehensive Organic Synthesis, ed.
B. M. Trost and I. Fleming, Pergamon Press, Oxford, 1991,
vol. 7, p 703; (b) K.-D. Gundermann and L. Schwandt, in
Houben-Weyl, ed. J. Falbe, Georg Thieme Verlag, Stuttgart,
1983, Vol. E3, p. 510.

22 (a) S. Suri, J. Singh, M. S. Grewal and B. Raj, PCT Int. Appl.
WO 2004022053, 2004; (b) D. ]J. Moody, H. Wellbrae,
F. F. Wellbrae and J. W. Wiffen, PCT. Int. App. WO 2005/
012246A1, 2004.

23 M. Lin and D. Schweiss, U.S. Patent 6274740B1, 2000.

This journal is © The Royal Society of Chemistry 2016


http://dx.doi.org/10.1039/c5ob02546j

	Button 1: 


