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Introduction

The synthesis of fluorine-containing a-amino acids became a
heavily investigated topic over the last years.' The large inter-
est in the hereby accessed fluorinated amino acids is based on
the fact that the incorporation of fluorine-containing o- or
f-amino acids into peptides and proteins heavily effects their
(bio)-chemical and (bio)-physical properties.> One particularly
appealing approach to alter the nature of biologically active
molecules is the introduction of a trifluoromethyl group.”® A
broad variety of different synthesis strategies to install either a
single fluorine atom, or a polyfluorinated group have been
developed in the past.®” Concerning the synthetic introduc-
tion of the trifluoromethyl group, one could either rely on a
nucleophilic® or electrophilic’ trifluoromethylation of a given
compound, or, alternatively, one uses simple CFz-containing
building blocks to access further structural complexity. One
commercially readily available CF;-starting material is ethyl
3,3,3-trifluoropyruvate (1), which has been commonly used for
further (asymmetric) transformations in the past.'"* Hereby
the use of (protected or unprotected) trifluoropyruvate-derived
imines is an especially interesting strategy to access (chiral)
o-trifluoromethylated a-amino acids.™ Very interestingly, pyru-
vate 1-based imines have recently also been used as dipolaro-
philes for formal (3 + 2)-cyclisations upon reactions with
suited 1,3-dipolar compounds.’® Alternatively, besides their
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We herein report the first formal (3 + 2)-cyclisation between 3,3,3-trifluoropyruvate-derived imines
and indandione-based Michael acceptors. This reaction gives access to a novel class of spirocyclic
a-CFs-a-proline derivatives with complete control of the diastereoselectivity under phase transfer-

use as dipolarophiles in (3 + 2)-annulations, imines can also
serve as precursors for the in situ generation of 1,3-dipolar azo-
methine ylides or 2-azaallyl anions, which then may react with
suited dipolarophiles in a (3 + 2)-fashion."® In this regard also
the use of CF;-containing imines for the construction of 2-CF;-
substituted pyrrolidines has been described.'® Very interest-
ingly however, and to the best of our knowledge, the trifluoro-
pyruvate-based benzylic imines 2'° or the isomeric imines 3
have so far not been used as precursors for the in situ gene-
ration an utilisation of 1,3-dipolar species. This comes as a
surprise, as an (3 + 2)-annulation reaction of 2-azaallyl anions
A with suited (Michael) acceptors B would give access to a-CF3-
containing a-proline derivatives 4 or 5 straightforwardly
(Scheme 1). Spurred by the recent progress in the use of in situ
generated 2-azaallyl anions for (enantioselective) C-C bond
forming reactions (often involving a formal Umpolung of the
inherent starting imine reactivity),"*™® we became interested
in investigating the potential of trifluoropyruvate-based
benzylic imines 2 for formal (3 + 2)-cyclisations with different
Michael acceptors to access a novel class of a-CF;-substituted
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Scheme 1 Targeted use of trifluoropyruvate 1-based imines to access
a-CF3-a-proline derivatives 4 and/or 5.
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a-proline derivatives 4 (via y-attack of the starting imine) or 5
(via Umpolung of the initial imine 2).

Results and discussion

The formation of benzylic imines 2 from pyruvate 1 was inves-
tigated in the past, but the synthetic use of these imines has
so far only sparingly been evaluated.'® In these initial reports,
Soloshonok and co-workers also found that isolation of imines
2 is hardly possible, as these compounds tend to undergo a
very rapid double bond migration to the isomeric benzaldi-
mines 3 under basic and/or higher temperature reaction con-
ditions."® Keeping this observation in mind, we reasoned that
the a-position of the corresponding 2-azaallyl anions (that will
be obtained under basic reaction conditions) will be the pre-
ferred nucleophilic site, which should then provide a route
towards proline derivatives 5, rather than 4.

We started our investigations by carrying out the reaction
between the phenyl-based imine 3a (obtained directly from 1
upon reaction with benzylamine)'®*° and the benzylidene
indandione 6a as the acceptor® (Table 1 gives an overview of
the most significant results obtained in this screening).
Already our initial experiments showed that the targeted
(3 + 2)-annulation is possible, giving the a-attack-derived spiro
compound 5a as the sole cyclization product. It should be
noted that in neither case any formation of the corresponding
y-addition product 4 or any classical Michael addition product
were observed. As expected, the presence of a simple
ammonium salt phase-transfer catalyst (PTC) significantly
improved the conversion (compare entries 1 and 2) and the
reaction proceeded with full conversion and a promising
initial yield and diastereoselectivity in the presence of a cata-
lytic amount of aqueous base (entry 2). In order to improve
yield and dr we next screened different bases (in all these
cases CH,Cl, was used as the solvent, but we of course also
tested other solvents like toluene or THF later on, which
however did not allow for better results!).

By increasing the amount of base, we found that solid KOH
allows for a slightly higher diastereoselectivity than aqueous
KOH (entries 3 and 4). When using different solid bases
(entries 4-7) it turned out that LiOH allows for complete
control of the diastereoselectivity combined with a reasonable
isolated yield of 68% (entry 7). When testing other simple
ammonium salt PTCs we found that benzyltriethylammonium
bromide performs more or less similarly as tetrahexyl-
ammonium bromide (entries 7 and 8) and we later on also rea-
lized that the corresponding ammonium chlorides allow for
the same outcome. In order to improve the yield further, we
increased the amount of base and catalyst (entries 9-11) and
finally used a twofold excess of the acceptor 6a combined with
three equivalents of solid LiOH in the presence of 30 mol%
ammonium salt catalyst, which gave 5a in literally quantitative
isolated yield on 1 mmol reaction scale (entry 9).

The relative configuration of the major diastereomer was
first investigated by NOESY NMR experiments. Here we
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Table 1 Identification of the optimum conditions for the diastereo-

selective (3 + 2)-cyclisation of the azaallyl anion precursor 3a and
acceptor 6a

[¢] Ph OPh
Ph
— + KN Cond.
Y FsC~ “COsEt
6a 3a 5a

Entry® Cat.” Base Conv. (%)°  Yield? (%) dr

1 — KOH (50%) 15 n.d. 84:0:16:0
(0.1 eq.)

2 THAB KOH (50%) >99 57 82:12:5:1
(0.1 eq.)

3 THAB KOH (50%) 91 74 80:12:7:1
(1eq.)

4 THAB  KOH (s) 93 72 94:3:3:0
(1eq.)

5 THAB  Cs,CO; (s) >99 79 95:4:1:0
(1eq.)

6 THAB  K;PO,(s) 95 51 83:10:6:1
(1eq)

7 THAB LiOH (s) 90 68 100:0:0:0
(1eq)

8 TEBAB  LiOH (s) >99 70 100:0:0:0
(1eq)

9 TEBAB  LiOH (s) >99 70 100:0:0:0
(2eq.)

10 TEBAB® LiOH (s) >99 75 100:0:0:0
(2eq.)

11/ TEBAB? LiOH (s) >99 98 100:0:0:0
(3eq.)

“Unless otherwise stated all reactions were carried out by stirring a
mixture of 0.1 mmol 3a and 1.2 equiv. 6a with 10 mol% of catalyst in
the presence of base in CH,Cl, at room temperature for 24 hours.
PTHAB (tetrahexylammonium bromide), TEBAB (benzyltriethyl-
ammonium bromide). ‘ Determined by 'H and '°F NMR of the crude
product. “Isolated yields. ° Using 20 mol% TEBAB. / Using 1 mmol 3a
and 2 equiv. 6a. Using 30 mol% TEBAB or the analogous chloride
TEBAC.

observed NOEs between the two benzylic protons (substantiat-
ing a cis-configuration of the two phenyl rings) as well as a weak
NOE between the ester group and one phenyl group (supporting
a cis relationship between the ester and the phenyls as well).”°
We later on were able to carry out single crystal X-ray analysis of
the bromo-derivative 5b”> (compare with Scheme 3), which
unambiguously proved the same relative configuration for that
derivative as well, supporting our earlier NOESY results.

Having identified high yielding and highly diastereo-
selective racemic phase transfer-catalysed conditions for the
(3 + 2)-cyclisation between 3a and 6a, we next screened a
variety of different chiral ammonium salt phase transfer cata-
lysts under different conditions for this reaction.”®?
Unfortunately however, all these efforts were rather disappoint-
ing, as we were not able to obtain any reasonable enantio-
selectivity for this reaction. Scheme 2 gives the best result
obtained with a Cinchona alkaloid-based chiral phase transfer
catalyst, but a variety of other catalyst systems under different
conditions were tested as well, but none of them gave any
satisfying selectivity (as shown in the online ESI{).>

This journal is © The Royal Society of Chemistry 2019
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“'OH LiOH (s) (1 eq.):
PTC 66%, d.r. = 100:0:0:0, e.r. = 53:47

Scheme 2 Attempted chiral phase transfer-catalysed enantioselective
(3 + 2)-cyclization.

As we were not successful in developing a satisfyingly
enantioselective protocol, we investigated the application
scope for the reaction between imines 3 and 1,3-indandiones 6
using achiral ammonium salt PTCs only (Scheme 3).

A variety of acceptors with different Ar'-groups were toler-
ated well (giving products 5a-5i). Only the methoxy-containing
5c was obtained in a lower yield, mainly because of a signifi-
cantly slower conversion in that specific case. As mentioned
above, 5b could be analysed by single crystal X-ray analysis and
the relative configuration of the other products was assigned
in analogy. When using alternative Ar>-groups on the donor
side, the products 51 and 5m were obtained in similar yields
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5a (R=H)
(98%, d.r. = 100:0:0:0)
5¢ (R = OMe)
(32%, d.r. = 96:4:0:0)
5d (R =NO,)
(73%, d.r. = 100:0:0:0)
5e (R=Cl)
(68%, d.r. = 100:0:0:0)
5f (R = Ph)
(84%, d.r. = 100:0:0:0)

59 (Ar = naphth-1-yl)
(72%, d.r. = 100:0:0:0)
5h (Ar = fur-2-yl)
(61%, d.r. = 100:0:0:0)
5i (Ar = thien-2-yl)
(56%, d.r. = 100:0:0:0)

5j(R=F)
(40%, d.r. = 50:50:0:0:0)
5k (R =NO,)
(46%, d.r. = 60:40:0:0:0)

Scheme 3 Application scope of the diastereoselective (3 + 2)-cyclisa-

tion of imines 3 and acceptors 6.

This journal is © The Royal Society of Chemistry 2019

51 (R'=Cl, R2=H)
(69%, d.r. = 100:0:0:0)
5m (R' = NO,, R2=H)
(74%, d.r. = 100:0:0:0)
5n (R =H, R2=CF;)
(31%, d.r. = 100:0:0:0)
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Scheme 4 Reaction of imines 3 with alternative acceptors 7 and 9.

and with the same high diastereoselectivity. Surprisingly, the
bis-CF;-containing 5n was obtained in a lower yield only,
mainly because of the accompanying formation of un-
identified side-products (most probably originating from back-
ground hydrolysis of the starting imine). Unfortunately, the
introduction of other substituents on the indandione side
resulted in slightly reduced yields (see products 5j and 5k).
Furthermore, these products were also obtained as mixtures of
diastereomers (differing in the configuration of the spiro
carbon). The fact that the configuration of this additional
stereogenic center was not controlled in this otherwise highly
diastereoselective reaction came as a surprise, and unfortu-
nately we were not able to overcome this issue.

Finally, we also tested if other Michael acceptors may be
used for this (3 + 2)-cyclisation with imines 3. As shown in
Scheme 4, the arylidene malonitrile 7 gave the (3 + 2)-product
8 as well, but with very low diastereoselectivity and in this case
also significant amounts of different not identified impurities
were formed. In sharp contrast, methyl vinyl ketone 9 was the
only acceptor so far that did not give the cyclisation product,
but rather underwent a reasonably high yielding Michael
addition when reacted with the NO,-containing imine 3m
(the same conjugated addition reaction, but significantly
slower, was observed with the phenyl-based 3a).

Conclusions

The reaction between 3,3,3-trifluoropyruvate (1)-derived imines
3 and indandione-based Michael acceptors 6 allows for a
formal (3 + 2)-cyclisation which gives access to an unpre-
cedented class of o-CF;-a-proline derivatives 5. By choice of
the proper phase transfer-catalysed reaction conditions (i.e.
the used base) this reaction performs with literally complete
diastereoselectivity.  Unfortunately, the use of chiral
ammonium salt catalysts turned out to be not satisfying so far.
Other acceptors were tested as well and arylidene malonitrile 7
undergoes this type of (3 + 2)-cyclization as well, but with rela-
tively poor diastereoselectivity, while methyl vinylketone (9)
acted as a Michael acceptor only.

Org. Biomol. Chem., 2019, 17, 5731-5735 | 5733
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Experimental details®®
General procedure

The arylidene indandiones 6a-k (0.2 mmol) were dissolved in
dry CH,Cl, (2 mL), followed by the addition of LiOH
(0.3 mmol, 7.2 mg), TEBAC (30 mol%, 0.03 mmol, 7.8 mg) and
imines 3a-d (0.1 mmol). The reaction mixture was stirred for
24 h at room temperature followed by filtration over a pad of
silica and washing with Et,O. After evaporation of the solvent,
the product was purified by column chromatography with a
gradient of heptanes and EtOAc (20:1-10:1-5:1) to yield pro-
ducts 5a-n in the reported yields and diastereomeric ratios.

Analytical data for 5a (this compound was also synthesised on
1 mmol scale)

'"H NMR (300 MHz, CDCl;, 298 K) § 7.76-7.73 (m, 1H),
7.60-7.52 (m, 3H), 7.15-7.06 (m, 10H), 4.93-4.83 (m, 2H), 4.65
(s, 1H), 4.31-4.20 (m, 1H), 3.96-3.86 (m, 1H), 0.94 (t, J =
7.1 Hz, 3H) ppm; *C NMR (176 MHz, CDCl;, 298 K) § 199.4,
199.4, 166.7, 142.6, 142.1, 135.9, 135.6, 133.5, 133.5, 130.3,
128.4, 128.4, 128.2, 127.9, 126.7, 126.2 (q, J = 298 Hz), 124.1,
122.0, 122.9, 74.6 (q, J = 28 Hz), 72.1, 71.3, 63.0, 60.7, 14.2,
13.4 ppm; 'F-NMR (282 MHz, CDCl;, 298 K): § = —74.22
(s, 3F) ppm; HRMS (ESI): m/z caled for CogH,,F3NO, [M + H]' =
494.1574, found: 494.1580.
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