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Abstract: A methodology allowing the preparation
of aldols featuring a fluorinated stereogenic center
is reported. The corresponding fluoroenolates are
formed in situ from stable b,b-difluoro-a-(trimethyl-
silyl)alcohols, through a base-mediated process in-
volving a Brook rearrangement followed by a fluo-
ride elimination, and are directly added to aromatic
aldehydes. Two different sets of conditions were dis-
closed. The first one involves the stoichiometric ad-
dition of potassium tert-butoxide (t-BuOK) while
the second is based on the use of a catalytic amount
of an ammonium phenoxide. The latter opens the
way for a catalytic and asymmetric version of this
Brook/elimination/aldol reaction (BEAR) se-
quence.

Keywords: aldol reaction; Brook rearrangement;
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Since the disclosure of fluorouracil and of fluorinated
corticosteroids in the 1950s, the presence of fluorine
atoms in bioactive molecules has considerably in-
creased, with a strong acceleration during the last
twenty years.[1,2] Up to 20% of the drugs and 30% of
the agrochemicals launched every year since 2000 fea-
ture a fluorinated group in their structure, and the
proportion is even higher for top-selling drugs.[3] The
singular properties of the fluorine atom and of the C¢
F bond often allow interesting modulations of the be-
haviour of these molecules, which go from a higher
metabolic stability to an increased activity.[4] The de-
velopment of synthetic methodologies for the prepa-
ration of fluorinated organic molecules has thus

become a major goal in modern organic chemistry.
The investigation of direct electrophilic or nucleophil-
ic fluorination as well as difluoromethylation and tri-
fluoromethylation reactions is still a privileged re-
search field.[5] However, the use of reactive, partially
fluorinated building blocks often offers interesting al-
ternatives with a higher flexibility and a greater mo-
lecular diversity. Fluorinated enol ethers and enolates
are representative of this strategy since they allow the
introduction of a fluorinated carbonyl moiety through
an aldol reaction.[6] The efficiency of aldol or Refor-
matsky reactions to provide monofluorinated aldols
has been demonstrated.[7] However, there are only
few examples of aldol reactions providing monofluori-
nated adducts featuring a tetrasubstituted stereogenic
center.[8,9] Moreover, among all these examples, direct
aldol reactions often require the use of strong bases
while Mukaiyama aldol reactions involve poorly
stable fluorinated silyl enol ethers. We wish to present
herein a new methodology allowing the preparation
of new aldols featuring a fluorinated tetrasubstituted
stereogenic center, and proceeding through the mild
in situ generation of the enolate from a stable precur-
sor.[10,11]

While studying for other purposes the addition of
difluoromethyllithium compounds onto electrophiles,
we were intrigued by the results obtained in the reac-
tion between 1 and acetyltrimethylsilane 2a.[12]

Indeed, we expected that such an addition would lead
directly to the corresponding monofluorinated silyl
enol ether 4a through the well known Brook rear-
rangement/elimination sequence (Scheme 1), even at
the low temperatures required by the poor stability of
the anion.[13] To our surprise, the addition of the
anion derived from 1 to acetyltrimethylsilane 2a yield-
ed a-(trimethylsilyl)alcohol 3a in 62% yield
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(Scheme 1).[14] The product was stable and could be
purified by column chromatography over silica gel.

This result was seen as an opportunity to use b,b-di-
fluoro-a-(trimethylsilyl)alcohol 3a as a stable surro-
gate to the labile trimethylsilylenol ether 4a. Our goal
was to release, under mild reaction conditions, the
corresponding enolate from 3a and make it readily
react with aldehydes to afford the corresponding
aldol products. We indeed envisioned a one-pot pro-
cess in which a moderately strong base M++B¢ would
trigger the Brook/elimination sequence to deliver the
corresponding enol ether, as well as a fluoride source
M++F¢ that could itself promote the aldol reaction
(Scheme 2).

The reaction was first investigated using t-BuOK as
a promoter and the crucial role of the solvent was im-
mediately unveiled. Indeed, the reaction was com-
plete in 3 h at 0 88C in THF, leading to the expected
compound as a mixture of the free alcohol 6a and of
the TMS ether 7a (Scheme 3). In contrast, the reac-
tion failed in all other solvents, either producing only
the fluoro ketone 5a (toluene, Et2O, MeCN) or lead-

ing to complete degradation (DMF). Similarly, other
alkoxide bases (i-PrOMgBr or t-BuOLi) failed to pro-
duce the desired compound. Finally, the optimized
conditions led, after desilylation with an aqueous so-
lution of HCl, to aldol 6a in 60% yield (Scheme 4).

Based on these conditions, the scope of the reaction
starting from 3a was examined with various aldehydes
(Scheme 4). The yields are in the 45–65% range for
most examples, with occasional drops below these
values for three examples, and reflect an efficient
three elementary step process (75–85% as average
yield for each step). Indeed, one should keep in mind
that the reaction involves a Brook/elimination se-
quence, a fluoride-promoted aldol reaction and a final
deprotection. The method was on the other hand inef-
fective with aliphatic aldehydes, since pivalaldehyde
and isobutyraldehyde only led to degradation prod-
ucts. Compounds 6–19 were isolated as unseparable
mixtures of diastereomers. The diastereomeric ratios
ranged from 62:38 to 88:12, with a majority of exam-
ples around 80:20. This diastereoselectivity should be
examined in light of the few reported reactions fur-
nishing tetrasubstituted fluorinated aldols. Our results
either favourably compare to or are in the same
range as the diastereoselectivity reported for most of
these reactions.[8] a-(Trimethylsilyl)carbinols 3b an 3c,
which were prepared similarly to 3a, were also used
as starting materials in this reaction with comparable
results. Finally, it should be mentioned that products
6–19 represent a novel class of polyfunctional fluo-
rine-containing compounds of pharmaceutical impor-
tance.

The crystallization of the major diastereomer of
14a made possible the determination of its relative
configuration. The X-ray diffraction study indicated
a syn relationship between the hydroxy group and the
fluorine atom.[15] The 1H NMR analysis of syn-14a re-
vealed that the chemical shift of the methyl group
was substantially higher than that for anti-14a
(2.25 ppm vs. 1.99 ppm). All 1H NMR spectra for
compounds 6a–19a followed the same pattern, with
a chemical shift of the methyl group around 2.2–
2.3 ppm for the major diastereomer and around 1.9–
2.0 ppm for the minor one. The syn relative configura-
tion was therefore assigned to all the major dia-
steromers of compounds 6a and 8a–19a. By analogy,
and due to similar NMR data, the syn configuration
was also assumed for the major diastereomer of com-
pounds 6b–c, 11b–c, 13b–c.

Scheme 1. Preparation of a-(trimethylsilyl)carbinol 3a.

Scheme 2. Envisioned one-pot Brook/elimination/aldol reac-
tion (BEAR) sequence.

Scheme 3. Investigation of the BEAR sequence.
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Two other substrates, arising from bromides other
than 1, were also tested. a-(Trimethylsilyl)carbinols
20 and 21 were indeed prepared in a similar manner
from the corresponding bromides.[16] These two com-
pounds were chosen for their ability to generate an
extended enolate that might lead to interesting aldoli-
zation regioselectivity outcomes. Unfortunately, the t-
BuOK-mediated BEAR sequence applied to 20 and
21 only led to unidentified degradation products, de-
spite a full conversion of the substrates (Scheme 5).
On the other hand, benzoxazole-derived compound
22, also prepared from the known corresponding bro-

mide,[17] led to an unexpected result. Although this
substrate was unreactive in THF, the reaction in DMF
provided lactol 23 in 51% yield (unoptimized) and as
a 1:1 mixture of diastereomers. Lactol 23 probably
arose from an additional base-promoted condensation
to DMF and a subsequent cyclization. This five ele-
mentary step sequence is an interesting result that
certainly deserves further investigation.

Our next step was to develop a catalytic process for
this reaction, which ideally could open the way for an
asymmetric version. Indeed, it should be possible to
introduce the base in a substoichiometric amount due
to the in situ generation during the process of the
fluoride catalyst required for the aldol reaction. How-
ever, this will be possible only if the alkoxide result-
ing from the aldol reaction is able to initiate the
Brook rearrangement or regenerate the base and thus
close the catalytic cycle. Regarding a future enantio-
selective version, and considering the mechanism of
the reaction, the chiral control element could only be
placed on the enolate counter-cation, which leaves
only two possibilities: the use of a metal complexed
by a chiral ligand or the use of a chiral organic cation
such as an ammonium.[18]

We started this study by checking if our initial pro-
moter could be used as a catalyst. This was clearly not
the case since the use of 10 mol% of t-BuOK only led
to traces of the expected product (conversion <10%),
proving that the resulting alkoxide 6’’a could not act
as a base or regenerate one (Table 1, entry 1). One
way to circumvent this problem would be the use an
additive that could release a base upon reaction with
6’’a, strong enough to deprotonate 3a and thus reiniti-
ate the cycle. We thus turned our attention to the
work of Levacher who designed a catalytic system for
the direct vinylogous aldol reaction of (5H)-furan-2-
ones.[19] This system is based on the use of an ammo-
nium phenoxide as a catalyst and of N,O-bis(trime-
thylsilyl)acetamide (BSA) as a stoichiometric addi-

Scheme 4. Scope of the t-BuOK-mediated BEAR sequence.

Scheme 5. t-BuOK-mediated BEAR sequence with other
substrates.
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tive, which simultaneously acts as a silylation agent
and as a Brønsted pro-base. In our hands, BSA was
equally efficient as, in the presence of 1 equivalent of
this reagent and using t-BuOK as the catalyst, silylat-
ed aldol 7 was obtained with full conversion (Table 1,
entry 2). Not surprisingly, the reaction using only
BSA failed, proving that the introduction of a base is
necessary to initiate the reaction. The temperature
could be lowered to ¢40 88C without reducing the con-
version or slowing down too much the reaction
(Table 1, entry 3). The next step was to identify an
ion pair or a metal salt able to initiate the reaction
and ultimately deliver a chiral enolate. A tetrabuty-
lammonium phenoxide was of course tested, as well
as a racemic copper(I) fluoride-BINAP complex pre-
viously used in Mukaiyama vinylogous aldol reactions
(Table 1, entry 4).[20] Although the latter led to a low
18% yield, the catalytic system reported by Levacher
provided 7 in 63% yield, a result similar to the reac-
tion mediated by stoichiometric t-BuOK (Table 1,
entry 5). The postulated catalytic cycle, similar to the
one proposed by Levacher, is displayed in
Scheme 6.[19]

These catalytic conditions were next tested on
other aromatic aldehydes in order to assess their gen-
erality (Scheme 7). The products were isolated as
their TMS ethers and yields were in most cases com-
parable to the stoichiometric reaction. The diastereo-
selectivity was, however, lower and reversed, ranging
from 45:55 to 36:64 in favour of the anti diasteromer.
The configuration of the major diastereomer was as-
signed on the basis of the 1H NMR spectrum after
conversion of the TMS ether to the free alcohol and
comparison with the former products.

The diastereoselectivity of both t-BuOK-mediated
and ammonium aryloxide-catalyzed reactions raises
questions about their respective mechanisms. In the
first case, the coordinating potassium counter-cation

might allow a closed, Zimmerman–Traxler-type transi-
tion state that should reflect the geometry of the in-
termediate silyl enol ether. In contrast, the ammoni-
um counter-cation is not likely to allow any coordina-
tion with the aldehyde and the catalyzed reaction

Table 1. Development of a catalytic process for the BEAR
sequence.

Entry Cat. Additive Temp.
[88C]

Yield
[%]

1 t-BuOK – 0 n.d.[a]

2 t-BuOK BSA 0 n.d[b]

3 t-BuOK BSA ¢40 n.d[b]

4 (rac-BINAP)CuF BSA ¢40 18[b]

5 4-MeOC6H4O
¢ (n-

Bu)4N
++

BSA ¢40 63[b]

[a] Conversion <10%.
[b] Conversion=100%

Scheme 6. Catalytic cycle.

Scheme 7. Scope of the catalytic BEAR sequence.
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should proceed through an open transition state
(Figure 1).

Our first task was thus to assess the E/Z ratio of
the intermediate silyl enol ethers for both reactions.
Unfortunately, the reaction of 3a with t-BuOK in the
absence of aldehyde did not allow us to isolate 4a.
Only ketone 5a could be observed, even by direct
NMR analysis of the reaction medium when the reac-
tion was performed in THF-d8 (Scheme 8). We thus

moved to the more stable TBDMS derivative and 33
was eventually detected after the reaction of 32 with
t-BuOK, and isolated as a 95:5 mixture of isomers
(Scheme 8).[21] NOESY and HOESY experiments
showed that the Z isomer (19F NMR, d =¢137.6 ppm)
was the major one (19F NMR, d=¢151.8 ppm for the
E isomer).[22] Regarding the ammonium aryloxide-cat-
alyzed reaction, the presence of highly reactive trime-
thylsilylating agent BSA allows the observation of 4a
in the reaction mixture, as the sole product and as
a 35:65 mixture of isomers (Scheme 8). Although 4a
was still too labile to perform conclusive NOESY ex-
periments, the 19F NMR chemical shifts of the two
isomers of 4a were almost identical to that of 33
(¢138.6 ppm and ¢152.1 ppm for 4a). Based on this
analogy, the E configuration was assigned to the
major isomer of 4a.

Drawing conclusions on the diastereoselectivity of
each reaction from these results is, at best, specula-
tive. The syn selectivity of the t-BuOK-mediated
BEAR sequence and the Z-selectivity observed in the

generation of the TBS enol ether 32 are consistent
with a closed transtion state. In contrast, the weak
anti-selectivity of the catalyzed reaction probably
arises from a poorly selective open transition state,
a model that is more credible in this situation, and
should not depend on the configuration of the enoxy-
silane. The results obtained in the reaction of Z-33
with benzaldehyde in the presence of TBAT supports
this hypothesis since aldol 6a was this time obtained
with almost no selectivity (Scheme 9). As expected,
the ammonium aryloxide-catalyzed BEAR sequence
starting from 32 produced aldol 7a in a 40:60 syn :anti
ratio, almost the same as from 3a (Scheme 9). Finally,
it should be mentioned that the reaction 32 with t-
BuOK in the presence benzaldehyde afforded only
enol ether 33, with no traces of 6a.

In conclusion, we have reported a methodology al-
lowing the preparation of unprecedented aldols fea-
turing a fluorinated tetrasubstituted stereogenic
center. The corresponding fluoroenolates are formed
in situ from stable b,b-difluoro-a-(trimethylsilyl)alco-
hols, through a base-mediated Brook rearrangement/
elimination sequence and then added to aromatic al-
dehydes via a fluoride-mediated aldol reaction. Two
sets of conditions were disclosed for this original one-
pot BEAR sequence that avoids the isolation of
poorly stable fluorinated enoxysilanes. The first one
involves the stoichiometric addition of t-BuOK at
0 88C, which yielded aldols in fair yield and diasterose-
lectivity. A catalytic process was next devised using
an ammonium phenoxide as catalyst and BSA as a si-
lylating agent and relay base. Although the latter con-
ditions open the way for an asymmetric version, some
improvement must be brought to the reaction, espe-
cially to its diastereoselectivity, to obtain a synthetical-
ly useful enantioselective methodology. Results in this
area will be reported in due course.

Figure 1. Transition states for the aldol reactions.

Scheme 8. Investigations on the intermediate silyl enol
ethers. Scheme 9. Control experiments.
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Experimental Section

General Procedure for the t-BuOK-Mediated BEAR
Sequence

Under an argon atmosphere, t-BuOK (0.36 mmol, 1.2 equiv.)
was added to a solution of a-trimethylsilylcarbinol 3
(0.3 mmol, 1 equiv.) and aldehyde (0.33 mmol, 1.1 equiv.) in
dry THF (2 mL) at 0 88C. The solution was stirred at this tem-
perature for 3 h and a saturated solution of NH4Cl was then
added. The aqueous layer was extracted with Et2O and the
combined organic layers were washed with brine, dried over
MgSO4, filtered and concentrated under vacuum. The crude
product was then diluted in THF (2 mL) and a 10% aqueous
HCl solution (5 mL) was added. The solution was stirred for
1 h and neutralized with a saturated aqueous NaHCO3 solu-
tion. The layers were separated and the aqueous layer was
extracted with Et2O. The combined organic layers were
washed with brine, dried over MgSO4, filtered and concen-
trated under vacuum. The crude product was purified by
flash column chromatography (80:20 petroleum ether/dieth-
yl ether) to afford the expected fluorinated aldol as an in-
separable mixture of syn and anti diasteromers.

Acknowledgements

Dr. Vincent Levacher and Dr. Sylvain Oudeyer are gratefully
acknowledged for fruitful discussions. This work was sup-
ported by the Ecole Nationale Sup¦rieure de Chimie de
Montpellier (PhD grant for M.D.) and by the Centre Nation-
al de la Recherche Scientifique, which we gratefully acknowl-
edge.

References

[1] J.-P. B¦gu¦, D. Bonnet-Delpon, Bioorganic and Medici-
nal Chemistry of Fluorine, John Wiley & Sons Inc.,
Hoboken, 2008, and references cited therein.

[2] J. Fried, E. F. Sabo, J. Am. Chem. Soc. 1954, 76, 1455–
1456.

[3] a) K. Mîller, C. Faeh, F. Diederich, Science 2007, 317,
1881–1886; b) T. Furuya, A. S. Kamlet, T. Ritter,
Nature 2011, 473, 470–477; c) S. Purser, P. R. Moore, S.
Swallow, V. Gouverneur, Chem. Soc. Rev. 2008, 37,
320–330; d) W. Zhu, J. Wang, S. Wang, Z. Gu, J. L.
AceÇa, K. Izawa, H. Liu, V. A. Soloshonok, J. Fluorine
Chem. 2014, 167, 37–54; e) J. Wang, M. S�nchez-Rose-
llý, J. L. AceÇa, C. Del Pozo, A. E. Sorochinsky, S. Fus-
tero, V. A. Soloshonok, H. Liu, Chem. Rev. 2014, 114,
2432–2506, and references cited therein.

[4] a) A. Bondi, J. Phys. Chem. 1964, 68, 441–451; b) J. C.
Biffinger, H. W. Kim, S. G. DiMagno, ChemBioChem
2004, 5, 622–627, and references cited therein; c) D.
OÏHagan, Chem. Soc. Rev. 2008, 37, 308–319, and refer-
ences cited therein.

[5] T. Liang, C. N. Neumann, T. Ritter, Angew. Chem.
2013, 125, 8372–8423; Angew. Chem. Int. Ed. 2013, 52,
8214–8264.

[6] For a review on fluorinated enol ethers, see: M. Deco-
stanzi, J.-M. Campagne, E. Leclerc, Org. Biomol.
Chem. 2015, 13, 7351-7380.

[7] For representative examples, see: a) J. Saadi, H. Yama-
moto, Chem. Eur. J. 2013, 19, 3842–3845; b) M. For-
nalczyk, K. Singh, A. M. Stuart, Chem. Commun. 2012,
48, 3500–3502; c) J. Saadi, M. Akakura, H. Yamamoto,
J. Am. Chem. Soc. 2011, 133, 14248–14251; d) X.-Y. Xu,
Y.-Z. Wang, L.-Z. Gong, Org. Lett. 2007, 9, 4247–4249;
e) A. Sorochinsky, N. Voloshin, A. Markovsky, M.
Belik, N. Yasuda, H. Uekusa, T. Ono, D. O. Berbasov,
V. A. Soloshonok, J. Org. Chem. 2003, 68, 7448–7454;
f) X.-T. Huang, Q.-Y. Chen, J. Org. Chem. 2002, 67,
3231–3234; g) L. N. Pridgen, A. F. Abdel-Magid, I.
Lantos, S. Shilcrat, D. S. Eggleston, J. Org. Chem. 1993,
58, 5107–5117; h) J. T. Welch, S. Eswarakrishnan, J.
Org. Chem. 1985, 50, 5403–5405; i) E. T. McBee, O. R.
Pierce, D. L. Christman, J. Am. Chem. Soc. 1955, 77,
1581–1583.

[8] For monofluorinated tetrasubstituted aldols, see: a) C.
Xie, L. Wu, J. Han, V. A. Soloshonok, Y. Pan, Angew.
Chem. 2015, DOI: 10.1002/ange.201500908; Angew.
Chem. Int. Ed. 2015, DOI: 10.1002/anie.201500908;
b) W. Wang, Q.-Y. Chen, Y. Guo, Synlett 2011, 2705–
2708; c) P. Zhang, H. Iding, M. Cedilote, S. Brunner, T.
Williamson, T. P. Cleary, Tetrahedron: Asymmetry 2009,
20, 305–312; d) V. A. Brunet, D. OÏHagan, A. M. Z.
Slawin, J. Fluorine Chem. 2007, 128, 1271–1279; e) D.
Chevrie, T. Lequeux, J.-C. Pommelet, Org. Lett. 1999,
1, 1539–1541; f) M. Kuroboshi, T. Ishihara, Bull. Chem.
Soc. Jpn. 1990, 63, 1191–1195.

[9] For Reformatsky or aldol-type reactions from perfluor-
oenolates, see: a) K. Sato, T. Sekiguchi, T. Ishihara, T.
Konno, H. Yamanaka, J. Org. Chem. 2004, 69, 5041–
5047; b) M. Kuroboshi, T. Ishihara, Bull. Chem. Soc.
Jpn. 1990, 63, 1191–1195; c) C.-P. Qian, T. Nakai, J.
Am. Chem. Soc. 1990, 112, 4602–4604; d) T. Ishihara,
M. Kuroboshi, K. Yamaguchi, Y. Okada, J. Org. Chem.
1990, 55, 3107–3114.

[10] For reviews on the asymmetric construction of fluori-
nated stereogenic centers, see: a) D. Cahard, X. Xu, S.
Couve-Bonnaire, X. Pannecoucke, Chem. Soc. Rev.
2010, 39, 558–568; b) G. K. S. Prakash, P. Beier, Angew.
Chem. 2006, 118, 2228–2230; Angew. Chem. Int. Ed.
2006, 45, 2172–2174.

[11] For examples of generation of difluoroenolate through
mild release of a trifluoroacetate, see: a) W. Li, Y. Zhu,
Y. Duan, M. Zhang, C. Zhu, Adv. Synth. Catal. 2015,
357, 1277–1282; b) C. Xie, L. Wu, J. Han, V. A. Solo-
shonok, Y. Pan, Angew. Chem. 2015, 127, 6117–6121;
Angew. Chem. Int. Ed. 2015, 54, 6019–6023; c) C. Xie,
L. Wu, J. Zhou, H. Mei, V. A. Soloshonok, J. Han, Y.
Pan, J. Fluorine Chem. 2015, 172, 13–21; d) C. Xie, L.
Wu, H. Mei, V. A. Soloshonok, J. Han, Y. Pan, Org.
Biomol. Chem. 2014, 12, 7836–7843; e) C. Xie, L. Wu,
H. Mei, V. A. Soloshonok, J. Han, Y. Pan, Tetrahedron
Lett. 2014, 55, 5908–5910; f) P. Zhang, C. Wolf, J. Org.
Chem. 2012, 77, 8840–8844; g) C. Han, E. H. Kim,
D. A. Colby, J. Am. Chem. Soc. 2011, 133, 5802–5805;
h) J. P. John, D. A. Colby, J. Org. Chem. 2011, 76, 9163–
9168.

http://asc.wiley-vch.de


[12] For selected examples of the addition of difluorome-
thylmetal or perfluoalkylmetal reagents to carbonyls,
see: a) M. D. Kosobokov, V. V. Levin, A. A. Zemtsov,
M. I. Struchkova, A. A. Korlyukov, D. E. Arkhipov,
A. D. Dilman, Org. Lett. 2014, 16, 1438–1441; b) S. Co-
lombel, N. Van Hijfte, T. Poisson, E. Leclerc, X. Panne-
coucke, Chem. Eur. J. 2013, 19, 12778–12787; c) C. G.
Kokotos, C. Baskakis, G. Kokotos, J. Org. Chem. 2008,
73, 8623–8626; d) R. S. Timofte, B. Linclau, Org. Lett.
2008, 10, 3673–3676; e) Z. Wang, G. B. Hammond, J.
Org. Chem. 2000, 65, 6547–6552; f) Z.-Y. Yang, D. J.
Burton, J. Org. Chem. 1991, 56, 1037–1041; g) P. G.
Gassman, N. J. OÏReilly, J. Org. Chem. 1987, 52, 2481–
2490; h) T. Kitazume, N. Ishikawa, J. Am. Chem. Soc.
1985, 107, 5186–5191; i) D. Seyferth, R. M. Simon, D. J.
Sepelak, H. A. Klein, J. Am. Chem. Soc. 1983, 105,
4634–4639.

[13] For selected examples of such a sequence to prepare
silyl fluoroenol ethers, see: a) O. Lefebvre, T. Brigaud,
C. Portella, J. Org. Chem. 2001, 66, 1941–1946; b) I.
Fleming, R. S. Roberts, S. C. Smith, J. Chem. Soc.
Perkin Trans. 1 1998, 1215–1228; c) P. Doussot, C. Por-
tella, J. Org. Chem. 1993, 58, 6675–6680; d) F. Jin, Y.
Xu, W. Huang, J. Chem. Soc. Chem. Commun. 1993,
814–816; e) F. Jin, Y. Xu, W. Huang, J. Chem. Soc.
Perkin Trans. 1 1993, 795–799; f) F. Jin, B. Jiang, Y. Xu,
Tetrahedron Lett. 1992, 33, 1221–1224.

[14] The isolation of the trimethylsilylcarbinol has only
been reported once, while using perfluoroalkylmagnesi-
um compounds in Et2O, see: B. Dondy, P. Doussot, C.
Portella, Synthesis 1992, 995–998.

[15] CCDC 1042466 contains the supplementary crystallo-
graphic data for this paper. These data can be obtained
free of charge from The Cambridge Crystallographic
Data Centre via www.ccdc.cam.ac.uk/data_request/cif.

[16] Z. Wang, G. B. Hammond, Chem. Commun. 1999,
2545–2546.

[17] W. R. Dolbier Jr, C. R. Burkholder, M. M¦debielle, J.
Fluorine Chem. 1999, 95, 127–130.

[18] For a review on asymmetric catalysis with chiral ion
pairs, see: J.-F. BriÀre, S. Oudeyer, V. Dalla, V. Levach-
er, Chem. Soc. Rev. 2012, 41, 1696–1707.

[19] A. Claraz, S. Oudeyer, V. Levacher, Adv. Synth. Catal.
2013, 355, 841–846.

[20] a) J. Krueger, E. M. Carreira, J. Am. Chem. Soc. 1998,
120, 837–838; b) B. L. Pagenkopf, J. Kruger, A. Stoja-
novic, E. M. Carreira, Angew. Chem. 1998, 110, 3312–
3314; Angew. Chem. Int. Ed. 1998, 37, 3124–3126; c) G.
Bluet, J.-M. Campagne, Tetrahedron Lett. 1999, 40,
5507–5509; d) B. Bazan-Tejeda, G. Bluet, G. Broustal,
J.-M. Campagne, Chem. Eur. J. 2006, 12, 8358–8366;
e) G. Bluet, B. Bazan-Tejeda, J.-M. Campagne, Org.
Lett. 2001, 3, 3807–3810.

[21] Compound 28 was prepared similarly as 3a. See the
Supporting Information for details.

[22] A correlation between the CH3 and CH2OBn groups
was indeed observed for the major isomer (NOESY),
as well as a correlation between the fluorine atom and
the silicon substituents (HOESY). See the Supporting
Information for details.

http://www.ccdc.cam.ac.uk/cgi-bin/catreq.cgi
http://asc.wiley-vch.de

