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The preparation of optically active sulfilimines via the catalytic diastereoselective imination of sulfides using a chiral nitrene is described.
Excellent yields up to 97% and good diastereoselectivities up to 96% have been obtained. Oxidation of the sulfilimines then stereospecifically
affords the corresponding sulfoximines with very good yields in the 88—96% range.

Nitrogen is ubiquitous in Nature as evidenced by the
prevalence of akaloids and amino acids in the world of
natural products.* Importantly, nitrogen is even more present
in the structure of biologically active agents.>* The search
for its efficient and selective incorporation into various
moleculesis therefore an area of intensive investigation and
a source of inspiration for synthetic chemists, who have
designed a still growing number of methodologies for this
purpose.’®4

In thishighly proliferating field, the emergence of catalytic
nitrene transfers, particularly those developed using hyper-
valent iodine reagents,® has offered unique opportunities
culminating with the discovery of new transformations for
the direct introduction of nitrogen into various substrates.
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Nitrene insertion into C—H and C=C bonds now allows an
easy and efficient access to N-protected amines and aziri-
dines, respectively.® In parallel, their catalytic addition to
sulfides or sulfoxides affords useful sulfilimines or sulfox-
imines, respectively.

Since the discovery of methionine sulfoximine,” these
sulfur(V1) derivatives have been extensively studied.® The
sulfoximine moiety has been incorporated into awide range
of biologically active compounds® or has served as a
functional building block in materials science.’ It has also
been used as an efficient chiral auxiliary in total synthesis®**
while the central chirality has been often applied to the design
of chiral ligands in the field of asymmetric synthesis.*?
Similarly, but to a lesser extent, sulfilimines have found
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applications in synthesis,*® catalysis,** and medicinal chem-
istry.*

Several synthetic strategies have been developed for the
preparation of these chiral sulfur derivatives, and among
these, direct oxidative imination is by far the most studied
methodology.®® Various nitrogen sources'® such as
chloramines'® ¢ and azides'® " can be used for these
transformation, but the most significant achievements have
been realized starting from iminoiodanes in combination with
atransition metal catalyst.'” Copper salts have been found
to be optima in this context,X® 9 but manganese,'’®
rhodium,*"™ silver,X"% or iron'™ complexes are aso
efficient catalysts. Surprisingly, a limited number of studies
have been dedicated to the stereoselective imination of
sulfides and sulfoxides using hypervalent iodine
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Table 1. Catalytic Imination of Methyl p-Tolyl Sulfide 3a

(o

S'NH: O 3mol % 1 ons
p—ToI/s\ + p-TOI““.IIS\NHQ —_— > T /é\ O NG
N, PhI(OCOtBL), PTO" @ J I

3a 2 Ts solvent 4a ] YA

1 equiv 1.2 equiv temperature, 5 h Rhy,{(S)-nta}, Rh=FRh
entry  temp (°C) solvent yield (%) de®
1 -35 (CH2CDo/MeOH 3:1 93 70
2 —78 (CH2Cl)2/MeOH 3:1 92 62
3 —50 (CH2C1)o/MeOH 3:1 92 66
4 25 (CH2CDo/MeOH 3:1 94 50
5 -35 (CH2CD2 75 40
6 -35 (CH2CDo/MeOH 1:1 88 48
7 -35 (CH2CDo/MeOH 3:1 88 b
8 —-35 (CH2Cl)2/MeOH 3:1 93 80¢

aDetermined by H NMR. P Three days at —35 °C without the
rhodium(ll) catalyst 1. ©Using 10 mol % of catalyst 1 and adding
hypervalent iodine reagent via syringe pump over 1 h.

reagents, 2’41819 gnd in al cases the combined yields and

selectivities range from low to moderate with substrates
sometimes used in excess.

We have recently reported the use of sulfonimidamides
for the generation of chira nitrenes and their subsequent
metal-catalyzed insertion into C=C?° and C—H bonds.2°"¢
In al cases, high yields were obtained starting from
stoichiometric amounts of alkenes and alkanes as a conse-
guence of the high reactivity of the nitrene species. More
importantly, the matched combination of the sulfonimidamide
and a chira rhodium catalyst proved optimal to induce
selective benzylic and alylic C—H aminations with stereo-
selectivities generally above 90%.2°°¢ Thus, these results
combined with previous observations convinced usto explore
the stereosel ective imination of sulfides using chiral nitrenes
derived from sulfonimidamides.

Application of the previously determined optimal condi-
tions for C—H amination to methyl p-tolyl sulfide 3a, i.e.,
combining 3 mol % of Rhy{(S-nta}, 1 with 1.2 equiv of
(9-N-(p-toluenesulfonyl)-p-toluenesulfonimidamide 2 in the
presence of 1.4 equiv of Phl(OCOt-Bu), in a 3:1 mixture of
1,1,2,2-tetrachl oroethane/methanol at —35 °C for 3 days,>*°
allowed us to isolate the corresponding sulfilimine 4a with
avery good yield of 93% and a diastereosel ectivity of 70%
(Table 1, entry 1).

NMR studies indicated that consumption of starting
material was in fact complete after only 5 h, 4a being isolated
with the same yield and de as before. This shorter reaction
time encouraged us to screen the reaction temperature in
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Mdlller, P.; Dodd, R. H.; Dauban, P. Angew. Chem,, Int. Ed. 2006, 45, 4641~
4644, (c) Liang, C.; Callet, F.; Robert-Peillard, F.; Mller, P.; Dodd, R. H.;
Dauban, P. J. Am. Chem. Soc. 2008, 130, 343-350.
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order to improve the selectivity.?* However, decreasing the
temperature down to —78 °C induced a dlight drop in
selectivity (entries 2 and 3 vs entry 1) while the yield
remained unchanged. Changing the solvent ratios also did
not improve results (entries 5 and 6). While testing the
reaction in the absence of the rhodium catalyst, we observed,
as did Bolm in a recently reported study,?? that the racemic
sulfilimine 4a isindeed isolated in 88% yield after 3 days at
—35 °C (entry 7). Such non-catalyzed imination clearly
operates in parallel to the stereosel ective rhodium-mediated
process and is probably the main reason for the lower
diastereoselectivities observed when compared to those
obtained in our previously described C—H amination. In
order to circumvent this side reaction, we increased the
amount of catalyst while adding the hypervalent iodine
reagent very slowly, but this led to only a modest 10%
increase of the diastereoselectivity (entry 8 vs entry 1).

Various sulfides were then screened using the conditions
described for compound 3a in entry 1 of table 1 (Table 2).
Aryl akyl sulfides 3a—j were transformed under stoichio-
metric conditions into the corresponding sulfilimines 4a—j
in very good yields, generally above 80% and up to 97%
(entries 1—10). High yields in the 91—95% range were also
observed with diakyl sulfides 3k—n (entries 11—14), thereby
confirming the superior reactivity of sulfonimidamide-derived
nitrenes when compared to that of nitrenes generated from
sulfonamides.® The reaction is also chemoselective since
neither aziridines nor a benzylic C—H amination product
were isolated in the case of, respectively, vinylic sulfides
3g,m and benzylic sulfide 3j. Another noteworthy feature
of this reaction is the total absence of the sulfoxide often
formed as a byproduct in sulfide imination,6%°

As far as diastereoselectivity is concerned, despite the
occurrence of the undesirable non-catalyzed imination, aryl
alkyl sulfilimines 4a—j were isolated with moderate to
excellent diastereoisomeric excesses of up to 96% while
imination of dialkyl sulfides 3k—m proved to be poorly
diastereoselective. Once more, these selectivities have been
found to be the consequence of a matched effect between
the sulfonimidamide (S§)-2 and the catalyst Rh{(9-nta} .
Then, use of Rhy(OAC)4 with (§)-2 in the presence of sulfide
3a affords the corresponding sulfilimine 4ain 89% yield but
with a low de of 10%, while the mismatched combination
of (§-2 and Rh{(R)-nta} 4 leads to 4a in 88% yield and a
de of only 32%.

All of these results indicate that this methodology is as
efficient'” or even better’”®*® than known published ste-
reosel ective preparations of sulfilimines using iminoiodanes.
Moreover, our results demonstrate more convincingly than
the previous report by Fensterbank, Lacote, and Malacria'®
that use of a chira nitrene is likely to induce efficient
diastereoselective imination of sulfides.

(21) Further experiments confirmed the optimization of the reaction
parameters. Use of the more crowded catalyst [Rhy{(S)-nttl} ] afforded
compound 4a in 90% yield but with alower de of 62%. The p-nitro analog
of 4a was isolated in 76% yield and 70% de starting from N-(p-
toluenesulfonyl)-p-nitrobenzenesulfonimidamide. Finally, use of the less
soluble Phi=0O led to a decrease of the reactivity and the selectivity (69%
yield and 60% de).
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Table 2. Catalytic Oxidative Imination of Sulfides 3
§*NH: O
R-Svge ifTO"‘,'\"",S‘NH2

3 mol % Rhy{(S)-ntals 1 ons:

P

1.4 equiv PhI(OCO#-Bu),

R1'®‘R2

s 5 Ts (CLL,CH),/MeOH 3/1,-35 C,5h
1 equiv 1.2 equiv
entry substrate product yield (%) de*
s ons’
~ & 5
1 /©/ /©/®\ 93 80
3a
4a
onNs*
S\ é
2 @/@\ 93 70
MeO 3b Ve ®
ons
S\ é
3 /@/@\ 89 24
3c
ON 0N 4c
< ons’
x ~ S
4 | Xy~ 87 56
2N a4 L)
4d

©/8\ 97 64
ae

@/8\/ 93 90
49

N 4h
oNs*
S\ é
9 e\ 76 56
3i
4i
ONS*
SvPh H
10 ©/§’>VP“ 80 40
3j .
4j
s <] r;lS‘
11 ~ S 92 14
[}
3k 4k
s <] I;IS*
12 >~ S 93 12
@
: e,
LS <] r;ls*
13 NN S 91 12
4m

a Determined by 'H NMR. ® Using 10 mol % of catalyst 1 and adding
hypervalent iodine reagent via syringe pump over 1 hour.

Sulfilimines 4 were then transformed into their corre-
sponding sulfoximines 5 by oxidation under standard condi-
tions using m-CPBA (Table 3). The expected sulfur(VI)
products 5a—f and 5i were isolated in very good yields in
the 88—96% range and with diasterecisomeric excesses
similar to those obtained for sulfilimines 4, thereby indicating
that the oxidation proceeds stereospecifically. The diastere-
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Table 3. Oxidation of Sulfilimines 4*

ons m-CPBA o NS*
B \_\SI/
RI'®@R®  k,co, CHCl, i, 1h R TR
4 5
entry substrate R! R? product yield (%) de®
1 4a p-MeCgHy Me 5a 91 72
2 4b p-MeOCegH; Me 5b 94 70
3 4c p-N0206H4 Me 5c 90 20
4 4d 2-Py Me 5d 94 44
5 4e Ph Me 5e 96 64
6 4f Ph Et 5f 92 72
7 4i 2-Naph Me 5i 88 52

@ Reaction conditions: sulfilimine 4 (1 equiv), m-CPBA (1.5 equiv),
K2CO3z (3 equiv) in CH,Cl, at room temperature for 1 h. ® Determined by
H NMR.

oisomeric sulfoximines 5 can be easily separated by simple
flash chromatography on silica gel.

The preparation of sulfoximines 5 alowed determination
of the sense of the stereoinduction for the imination of
sulfides 3. Thus, stereospecific imination of optically pure
(S-methyl p-tolylsulfoxide by application of the same
conditions used for sulfides 3 affords the sulfoximine (9)-
5a in 85% vyield and 99% ee. Comparison of the optical
rotation of this enantiomerically pure compound with that
of the product obtained from sulfilimine 4a then allowed us
to determine that the latter has the same absolute configu-
ration. Therefore, the combination of (S)-2 and the rhodium
catalyst Rhy{(9-nta},4 1 induces the formation of the (R)-
sulfilimines 4.2

Finally, it was found that free NH sulfoximines could be
obtained by remova of the sulfonimidoyl group under
reductive conditions. Thus, treatment of 5a with 10 equiv
of magnesium under sonication in methanol***?* afforded
the deprotected product 6 with a non-optimized yield of 41%
(Scheme 1).%°

Scheme 1. Deprotection of Sulfoximine 5a

O, NS* 0O, NH
N Mg, MeOH &

.S .S
" YMe —_— Y Me
). rt, 25 min
41%

5a [

In conclusion, rhodium(l1)-catalyzed transfer of a chiral
nitrene generated from (S)-N-(p-toluenesulfonyl)-p-toluene-
sulfonimidamide 2 in the presence of a hypervalent iodine
reagent allows the mild chemo- and diastereoselective
imination of sulfides used in stoichiometric amounts. Opti-
cally active sulfilimines were isolated with excellent yields
up to 97% and good diastereoselectivities up to 96%. They
can in turn be stereospecifically transformed into the corre-
sponding sulfoximines with excellent yields. This study
demonstrates that use of a sulfonimidamide-derived chiral
nitrene for sulfide imination is more efficient, abeit of
comparable selectivity, than that involving the combination
of asulfonamide and a chiral transition metal catalyst. Work
isnow in progress to optimize the design of the chiral nitrene
precursor.
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