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Abstract: Three-dimensional aza-analogues of 1,2-
benzothiazine 1,1-dioxides have been prepared from
sulfonimidamides. Two different protocols are pre-
sented. The first is a rhodium-catalyzed annulation
reaction with a-sulfonyloxyketones leading to 4-
unsubstituted benzothiazine derivatives. By selec-
tive bromination with NBS the heterocyclic ring can
further be functionalized. In the second approach,
an iridium catalyst is applied under solvent-free
mechanochemical conditions providing products
with 3,4-disubstituted thiazine rings from diazoketo
esters and diazoketo sulfones.

Keywords: 1,2-benzothiazine; C—H activation; iridi-
um catalysis; mechanochemistry; rhodium catalysis;
sulfonimidamide

1,2-Benzothiazines are well-recognized compounds in
medicinal chemistry, and many derivatives have been
explored as target structures in drug development.')
Among them, 1,2-benzothiazine 1,1-dioxides or so-
called sultams (Scheme 1, A) hold an exceptional
position due to their excellent pharmacological profile.
For example, Piroxicam (Scheme 1, A1) has been the
first example of the oxicam family functioning as a
nonsteroidal anti-inflammatory drug (NSAID)."! Struc-
tural modifications of this cyclic sulfonamide are under
constant development and have deepened the interest
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in this compound class. For example, pyrazole-fused
derivatives A2 (Scheme 1) have shown promising
antibacterial, antiviral, and antioxidant properties.”! In
addition, 1,2-benzothiazine 1,1-dioxides with antimi-
crobial activities have been reported (Scheme 1, A3)."!

Following the idea of bioisosteric replacement as a
key concept in medicinal chemistry,!” analogues
benzo-fused sulfoximines B (Scheme 1) have caught
the attention of the community”® leading to the
development of a range of protocols for their
synthesis.”” Among them, the most common and
straightforward approaches involve metal-catalyzed
C—H bond activation/cyclization sequences. More
recently, benzo-fused sulfondiimines C have been
described (Scheme 1).''” With the vision and intention
to extend the chemistry of such hexavalent sulfur
compounds, we now wondered about cyclic sulfonimi-
damides (Scheme 1, bottom), which, to the best of our
knowledge, have yet remained unstudied."""'* Consid-
ering that such 1l-amino-1,2-benzothiazine 1-oxides
formally represent bioisosteric monoaza analogues of
benzo-fused sulfonamides A,'*” their absence in our
current chemical space is surprising. Here, we report
two synthetic strategies towards such molecules
involving rhodium- and iridium-catalyzed annulation
reactions as key C—C and C-N bond forming
processes (Scheme 1, bottom).

The first approach for synthesizing 1-amino-1,2-
benzothiazine 1-oxides started from a protocol for a
rhodium catalysis leading to sulfoximines introduced
by Glorius.”? In a subsequent study, we had demon-
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Scheme 1. (Top) various types of 1,2-benzothiazines A—C and
selected examples of bioactive benzo-fused sultams A1-A3;
(bottom) synthetic strategy towards development of various 1-
amino-1,2-benzothiazine 1-oxides described here.

strated its applicability in accessing 4-unsubstituted
1,2-benzothiazines."” Considering observations lead-
ing to these previous achievements, we selected 1-(S-
phenylsulfonimidoyl)piperidine (1a) and o-substituted
(pseudo)halo ketones 2a—5a as starting materials for
optimizing the reaction conditions for the envisaged 1-
amino-1,2-benzothiazine 1-oxide syntheses. The re-
sults are summarized in Table 1.

To our delight, already the first experiments led to
success. Reacting sulfonimidamide 1a with a-tosyl
substituted acetophenone 2a in the presence of
[Cp*Rh(MeCN);][SbF], (5 mol %), NaOAc
(1.4 equiv.), and Cu(OAc), (10 mol%) in MeOH at
40°C for 12 h gave 1,2-benzothiazine 6aa in 68%
yield (Table 1, entry 1). Applying mesyl-substituted 3 a
instead of 2a in the reaction with 1a improved the
yield of 6aa to 91% (Table 1, entry 2). Using less
reactive a-chloro and a-bromo acetophenones 4a and
5a, respectively, proved inefficient (Table 1, entries 3
and 4). Increasing the reaction temperature from 40°C
to 60°C reduced the yield of 6aa to 65% (Table 1,
entry 5). A screening of solvents (Table 1, entries 6—
10) revealed that no product was formed in DCM, 1,2-
DCE, and toluene. Methanol could only be substituted
by ethanol, which gave 6aa in 44% yield. As these
results in solution were not satisfactory, we wondered
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if the reaction could also be performed under
mechanochemical solvent-free conditions.!*'* Hence,
all components required for the catalysis were mixed
in a ball mill reactor for 6 h at 25 Hz, and starting from
sulfonimidamide 1a and a-sulfonyloxyketone 3a as
substrates, 6aa was obtained in 22% yield (Table 1,
entry 11). Besides the targeted product, phenacyl-
acetate was isolated in 56% yield. Thus, in general
such solvent-free catalyses were possible, but further
optimization appeared necessary for improving the
reaction outcome. Under standard conditions, [Cp*Rh-
(MeCN),][SbF¢], proved -catalytically superior over
other metal complexes as shown by competing experi-
ments with [Rh(OAc),],, [Cp*IrCL;],, [Cp*Co(CO)L,],
[Cp*RhCl,], and [Cp*Rh(OAc),], (Table 1, entries 12—
16). While the first three complexes were inactive
leading to no product at all, the latter two afforded 6 aa
in 76% and 73% vyield, respectively, which had to be
compared to a yield of 91% with the original catalyst.
The need of the metal catalysis was proven by a test
reaction in its absence, which did not provide any
product (Table 1, entry 17).

Using the optimized conditions (Table 1, entry 2),
the substrate scope was explored (Scheme 2). First,
sulfonimidamides 1 with various aryl moieties were
applied, keeping a-mesyl-substituted acetophenone 3 a
as constant reaction partner. From these experiments,
1,2-benzothiazines 6aa—fa were obtained in yields
ranging from 55% to 91%. At the upper end, a yield of
89% was achieved in the formation of para-tolyl-
substituted 1,2-benzothiazine 6ba, which compared
well to the previously observed 91% yield for 6aa. A
lower yield of 55% was obtained for 6ca, bearing a
tert-butyl group on the phenyl ring. Almost the same
result (56% yield) was found for nitro-containing 6 da,
which indicated a minor importance of electronic
factors.

The yield was not significantly affected by meta- or
ortho-substitution on the aryl moiety as revealed by
the fact that the two chloro-substituted products 6ea
and 6fa were obtained in very similar yields (77% for
6ea and 72% for 6fa). Noteworthy, only a single
regioisomer was observed in the generation of 6ea
corresponding to the heterocycle formation at the less
hindered site. Analogous results were obtained when
sulfonimidamides 1a, 1g, and 1h were reacted with
para-bromo substituted acetophenone derivative 3b
which led to 6ab, 6gb, and 6hb in yields of 90%,
85%, and 67% respectively. Applying sulfonimidamide
1i bearing a dimethylamino substituent instead of the
piperidinyl group as in la in the reaction with 3a
afforded product 6ia in 72% yield. Unsuitable were
sulfonimidamides with free or mono-silylated amino
groups as represented by 1j and 1k, respectively, with
which the targeted products 6ja and 6ka could not be
obtained.

© 2021 The Authors. Advanced Synthesis & Catalysis
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Table 1. Optimization of the reaction conditions for the synthesis of 1-amino-1,2-benzothiazine 1-oxide 6aa."

o™

2a: X=0Ts 4a:X=Cl

©/NH
1a

catalyst (5 mol %)

NaOAc (1.4 equiv.)
Cu(OAc); (10 mol %)

Sty
C

3a: X =0OMs 5a: X =Br 6aa
entry solvent catalyst ketone 2 T (°C) t (h) yield (%)
1 MeOH [Cp*Rh(MeCN);][SbF], 2a 40 12 68
2 MeOH [Cp*Rh(MeCN);][SbF], 3a 40 12 910
3 MeOH [Cp*Rh(MeCN);][SbF], 4a 40 12 0
4 MeOH [Cp*Rh(MeCN);][SbF], Sa 40 12 7
5 MeOH [Cp*Rh(MeCN);][SbF¢], 3a 60 12 65™
6 MeCN [Cp*Rh(MeCN);][SbF,], 3a 40 12 0
7 DCM [Cp*Rh(MeCN);][SbF], 3a 40 12 0
8 1,2-DCE [Cp*Rh(MeCN);][SbF¢], 3a 40 12 0
9 toluene [Cp*Rh(MeCN);][SbF,], 3a 40 12 0
10 EtOH [Cp*Rh(MeCN);][SbF], 3a 40 12 44
118 - [Cp*Rh(MeCN),][SbF], 3a - 6 22004
12 MeOH [Cp*RhCl,], 3a 40 12 76
13 MeOH [Rh(OAc),], 3a 40 24 0
14 MeOH [Cp*Rh(OAC),], 3a 40 12 73
15 MeOH [Cp*IrCl,], 3a 40 24 0
16 MeOH [Cp*Co(CO)L,] 3a 40 24 0
17 MeOH - 3a 40 24 0

[ Reaction conditions: 1a (0.15 mmol), 2a, 3a, 4a, or 5a (0.21 mmol), NaOAc (1.4 equiv.), solvent (3 mL), under argon. Yields
determined by 'H NMR spectroscopy (internal standard: anisole), except noted otherwise.

] After purification by flash column chromatography.
[l Reaction performed in a ball mill reactor (25 Hz).
[ Isolation of 56% of phenacylacetate as by-product.

Single crystal X-ray diffraction analysis confirmed
the molecular structures of 1,2-benzothiazine 6 da and
6fa.">! A closer look to the binding geometry revealed
the presence of non-coplanar annulated ring systems in
both molecules thereby representing three-dimensional
heterocycles with potential relevance of medicinal
chemistry (Scheme 2 and Figures S2-S5).!""

All products presented in Scheme 2 were unsubsti-
tuted at position 4 of the thiazine ring. With the goal to
expand the substrate scope by preparing 3,4-disubsti-
tuted 1,2-benzothiazine derivatives, the reaction be-
tween sulfonimidamide 1a and a,a-disubstituted sulfo-
nyloxyketones 7a was tested. To our disappointment,
no reaction occurred (Scheme 3, top). Thus, an
alternative strategy was required, and a short screening
of standard scaffold modifications revealed that 6aa
underwent a highly efficient site-selective bromination
with NBS/AIBN in CCl, at elevated temperature to
give 4-bromo-3-phenyl disubstituted 9 in 98% yield.
Although still subject for being demonstrated in future
work, we see in product 9 a valuable and versatile
building block for further functionalizations by cross-
couplings.''”!
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Until now, all products had an aromatic group at
position 3 of the heterocycle, and position 4 was either
unsubstituted or brominated. In order to expand the
structural portfolio, another synthetic approach towards
1,2-benzothiazines with fully substituted thiazine rings
was investigated next. In the context of sulfoximine
and sulfondiimine chemistry,”™'” we had developed
rhodium catalyses for C—H bond functionalizations
with 2-diazo-3-oxo esters 10 as coupling partners
providing heterocyclic products in high yields. In light
of these results, analogous reactions of 10 with
sulfonimidamides 1 were expected to lead to 1,2-
benzothiazines 11 characterized by structural variabil-
ity at position 3 and carboxyl or sulfonyl groups at
position 4 of the heterocycle. Table 2 summarizes the
process optimization with sulfonimidamide 1a and
ethyl 2-diazo-3-oxobutanoate (10a) as reaction part-
ners.

To our disappointment, the previously optimized
reaction conditions with a combination of [Cp*Rh-
(MeCN);][SbF¢], (5 mol%) and NaOAc (1.2 equiv.) in
MeCN at 100°C proved ineffective here (Table 2,
entry 1). Varying the reaction temperature was benefi-
cial but even then, the maximal yield of product 11 aa

© 2021 The Authors. Advanced Synthesis & Catalysis
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Scheme 2. Substrate scope for the formation of 6 starting from
of sulfonimidamides 1 and ketones 3 and molecular structure of
6da and 6fa in the solid state as revealed by X-ray crystal
structure analysis.

Cl [Cp*Rh(MeCN);][SbFg],

(5 mol %)
O NaOAc (1.4 equiv.)
0 N

Cu(OAc); (10 mol %)
Scheme 3. (Top) attempted synthesis of 3,4-disubstituted het-
erocycle 8; (bottom) bromination of 6 aa.
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remained low (up to 26%; Table 2, entries 2 and 3).
Performing the catalysis in 2,2,2-trifluoroethanol
(TFE) instead of MeCN had a positive effect on the
yield of 11 aa, but still the results remained unsatisfy-
ing (up to 36%; Table2, entries 4-6). Without the
rhodium complex, no product was formed (Table 2
entry 7).'%)

Assuming that elevated temperatures were problem-
atic due to substrate decomposition, an alternative
protocol was searched for. In this context, the findings
by Pawar, who was able to couple sulfoximines with
diazoketones under iridium catalysis at room temper-
ature, caught our attention.”” Transferring these con-
ditions with [Cp*IrCl,], (2.5 mol%) as catalyst and
PivOH (2.0 equiv.) as additive in TFE to the reaction
of sulfonimidamide 1a and diazoketone 10a provided
product 11aa in 34% yield (Table 2, entry 8). Using
hexafluoro-2-propanol (HFIP) instead of TFE as
solvent, improved the yield of 11aa to 52% (Table 2
entry 10).") A subsequent screening of other solvents
confirmed the pronounced influence of the reaction
media. To our great surprise, we had to note that in
none of the tested systems (1,2-DCE, DCM, MeOH,
EtOH, MeCN, and toluene), product 11 aa was formed
(Table 2, entries 11-16). A control experiment ensured
that also in HFIP the presence of the metal complex
was essential for the product formation (Table 2
entry 17).

As a consequence of these disappointing results in
solution, the strategy was changed and we studied the
aforementioned iridium catalysis with 1a and 10a as
substrates under solvent-free conditions in a ball mill
reactor.”*!) Already the first attempt was successful.
Milling 1a and 10a in the presence of 2.5 mol% of
[Cp*IrCl,], and 2equiv. of PivOH for 1h at a
frequency of 25 Hz gave 11aa in 35% yield (Table 2
entry 18). With sand as additive, the product yield
increased to 63% yield (Table 2, entry 19), and finally,
11aa was formed in 99% when silica was used as
additive (Table 2, entry 20). Isolation by column
chromatography gave 11aa in 97% yield. To answer
the question whether silica itself was involved in the
reaction or acted as grinding auxiliary, a control
experiment was performed. For this, silica was added
to the reaction mixture with HFIP as solvent (Table 2,
entry 21). Based on the fact that this change had only
minor effect on the yield of 11aa (47% with silica
versus 52% without silica, see Table 2, entry 10) we
conclude that silica did not participate in the reaction
and rather took the role of a grinding auxiliary.

With the optimized reaction conditions in hand, the
substrate scope of this mechanochemical iridium
catalysis was explored (Scheme 4).

First, sulfonimidamides 1b and 1d were tested in
combination with ethyl 2-diazo-3-oxobutanoate (10 a).
While para-tolyl-substituted derivative 1b reacted
with 10a to give 1,2-benzothiazine 11 ba in 90% yield,

© 2021 The Authors. Advanced Synthesis & Catalysis
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Table 2. Optimization of the reaction conditions for the synthesis of 1-amino-1,2-benzothiazine 1-oxide 11 aa.™

0 S

catalyst, additive Ss N
solvent or ball mill pZ

CO,Et Me
1a 10a 11aa COF!
entry solvent catalyst (mol %) additive (equiv.) T (°C) t (h) yield (%)
1 MeCN [Cp*Rh(MeCN),][SbF], (5.0) NaOAc (1.2) 100 3 0
2 MeCN [Cp*Rh(MeCN);][SbF], (5.0) NaOAc (1.2) 50 3 26
3 MeCN [Cp*Rh(MeCN);][SbF,], (5.0) NaOAc (1.2) rt 12 12
4 TFE [Cp*Rh(MeCN),][SbF,], (5.0) NaOAc (1.2) 100 3 20
5 TFE [Cp*Rh(MeCN),][SbF], (5.0) NaOAc (1.2) 50 3 36
6 TFE [Cp*Rh(MeCN);][SbF,], (5.0) NaOAc (1.2) rt 12 16
7 TFE - NaOAc (1.2) 50 12 0
8 TFE [Cp*IrCLy], (2.5) PivOH (2.0) rt 2 41, 34™
9 TFE [Cp*IrCL,], (2.5) PivOH (2.0) 40 12 0
10 HFIP [Cp*IrCLy], (2.5) PivOH (2.0) It 2 52
11 1,2-DCE [Cp*IrCLy], (2.5) PivOH (2.0) rt 2 0
12 DCM [Cp*IrCl,], (2.5) PivOH (2.0) rt 2 0
13 MeOH [Cp*IrCLy], (2.5) PivOH (2.0) rt 2 0
14 EtOH [Cp*IrCLy], (2.5) PivOH (2.0) rt 2 0
15 MeCN [Cp*IrCL,], (2.5) PivOH (2.0) rt 2 0
16 toluene [Cp*IrCly], (2.5) PivOH (2.0) 1t 2 0
17 HFIP - PivOH (2.0) It 12 0
18t - [Cp*IrCLy], (2.5) PivOH (2.0) - 1 35
19t - [Cp*IrCl,], (2.5) PivOH (2.0) + sand - 1 63
201 - [Cp*IrCL,], (2.5) PivOH (2.0) +silica - 1 99, 97™
21 HFIP [Cp*IrCL,], (2.5) PivOH (2.0) +silica rt 2 47

[ Reaction conditions: 1a (0.10 mmol), 10a (0.15 mmol), solvent (1 mL), under argon. Yields determined by '"H NMR spectroscopy

(internal standard: anisole), except noted otherwise.
] After purification by flash column chromatography.

[l Reaction performed in a ball mill reactor (25 Hz); grinding auxiliaries were added in a quantity equal to the total weight of all

reagents.

1c bearing a para-nitro group reacted sluggishly
providing 11ca in only 17% yield. In the next three
experiments, sulfonimidamide 1a was reacted with
(hetero)aryl-containing diazoketones 10b—d. In each
case, the corresponding product was formed, but the
yields for 11ab, 11ac, and 11 ad varied from 52% for
thienyl-substituted 11ad to 94% for para-tolyl-con-
taining 1lac. The latter very positive result was
confirmed by the 92% yield for 11 be resulting from a
reaction between 1b and 10c. Applying diazoketo
ester 10d with a thienyl group in couplings with
sulfonimidamides 1g and 1h led to 11gd and 11 hd in
yields of 70% and 66%, respectively, which showed
the applicability of ortho-substituted sulfonimidamides
on one hand and on the other indicated the difficulty in
obtaining high yields with thienyl-based diazoketo
ester 10d. The formation of sulfonyl-containing 11 ae
— albeit only in 41% yield — revealed that also
diazoketo sulfones such as 10e could be applied in
these couplings. As observed in the aforementioned
rhodium catalysis (Scheme 2), sulfonimidamides with

Adv. Synth. Catal. 2021, 363, 1-9 Wiley Online Library
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free or mono-silylated amino groups were unsuitable
here too. Thus, starting from 1a and either 1j or 1k,
11 ja and 11 ka, respectively, remained inaccessible.

In summary, we developed two protocols for the
preparation of 1-amino-1,2-benzothiazine 1-oxides.
One of them is a rhodium-catalyzed annulation
reaction starting from sulfonimidamides and a-substi-
tuted mesyl ketones. It proceeds in solution and leads
to 4-unsubstituted 1,2-benzothiazine derivatives. 3,4-
Disubstituted products can then be accessed by
selective bromination of the heterocycle at ring
position 4. The second protocol, which directly
provides 3,4-disubstituted 1,2-benzothiazine deriva-
tives, utilizes iridium catalysts. Attempts to perform
the coupling in solution met with limited success.
However, under solvent-free mechanochemical condi-
tions in a ball mill reactor the product yields were very
high. In this case, combinations of sulfonimidamides
and diazoketo esters or diazoketo sulfones were the
starting materials. The molecular structures of two
representative heterocycles were determined by single

5 © 2021 The Authors. Advanced Synthesis & Catalysis
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Scheme 4. Substrate scope for the formation of 11 starting from
sulfonimidamides 1 and diazoketones 10.

crystal X-ray diffraction analysis, which revealed
interesting three-dimensional geometries of the annu-
lated heterocycle.

Experimental Section

General procedure for preparation of 1,2-benzothiazines
3exemplified by the synthesis of compound 6aa. An oven-
dried Schlenk tube equipped with a magnetic stirring bar and a
septum was charged with 1-(S-phenylsulfonimidoyl) piperidine
(1a, 33.6mg, 0.150 mmol 1.0 equiv.), 2-oxo-2-phenylethyl
methanesulfonate (3a, 45.0 mg, 0.210 mmol, 1.4 equiv.), so-
dium acetate (17.2mg, 0.210 mmol, 1.4 equiv.), copper(Il)
acetate (2.7 mg, 0.015 mmol, 0.1 equiv.) and tris(acetonitrile)
pentamethyl-cyclopentadienyl rhodium(III) hexafluoroantimo-
nate (6.2 mg, 0.0073 mmol, 0.05 equiv.). Anhydrous methanol
(3 mL) was added by using a syringe, and the resulting mixture
was stirred for 12 h under an atmosphere of argon at 40°C.
After completion of the reaction, the mixture was filtered
through a pad of Celite and washed with DCM (50 mL). The
mixture was concentrated under reduced pressure, and silica gel
flash column chromatography (gradient elution: n-pentane/ethyl
acetate, 99/1 to 9/1) afforded 44.7 mg (91%) of product 6 aa.
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Procedure for the synthesis of brominated 1,2-benzothiazine
9. An oven-dried Schlenk tube equipped with magnetic stirring
bar and septum was charged with 1,2-benzothiazine 6aa
(35.0mg, 0.108 mmol, 1.0equiv.), N-bromosuccinimide
(28.8 mg, 0.162 mmol, 1.5 equiv.), and azobisisobutyronitrile
(3.5 mg, 0.022 mmol, 0.2 equiv.). Carbon tetrachloride (2 mL)
was added by using a syringe, and the resulting mixture was
refluxed for 12h under an atmosphere of argon. After
completion of the reaction, water was added and the crude
mixture was extracted with dichloromethane (3 x5 mL). The
combined organic layers were dried over anhydrous magnesium
sulfate, and the solvents removed under reduced pressure.
Purification by flash column chromatography with n-pentane/
ethyl acetate (9/1) as gradient elution afforded 42.5 mg (98%)
of 1,2-benzothiazine 9.

General procedure for the solvent-free mechanochemical
synthesis of 1,2-benzothiazines 11exemplified by the syn-
thesis of compound 11aa. A stainless steel milling vessel
(5 mL volumetric capacity) equipped with two stainless steel
balls (7 mm in diameter), was charged with 1-(S-phenylsulfoni-
midoyl)piperidine (1a, 22.4 mg, 0.100 mmol, 1.0 equiv.), ethyl
2-diazo-3-oxobutanoate (10 a, 23.4 mg, 0.150 mmol, 1.5 equiv.),
PivOH (20.4 mg, 0.200 mmol, 2.0 equiv.), silica (70 mg), and
pentamethylcyclopentadienyl iridium dichloride dimer (2.0 mg,
0.0025 mmol, 0.025 equiv.). To perform the reactions under an
inert atmosphere, a cannula connected to a slight argon stream
was held into the milling vessel before the cap was tightly
closed. The mechanochemical reaction was conducted for 1 h at
a milling frequency of 25 Hz. After completion of the reaction,
the powdery reaction mixture was directly transferred from the
milling vessel to the column. Residues inside the milling vessel
were extracted with a small amount of chloroform and also
added to the column. Finally, 1,2-benzothiazine 11aa was
isolated after purification by silica gel flash column chromatog-
raphy (gradient elution: n-pentane/ethyl acetate, 99/1 to 9/1) to
give 32.4 mg (97%).

Acknowledgements

We thank Dr. Anne-Katrin Bachon (formerly, RWTH Aachen
University, now Syngenta) for performing initial experiments
and providing some sulfonimidamides and precursors for their
synthesis used in this project. We also acknowledge Dr.
Hanchao Cheng, Dr. Jian Wen, and Xinyi Li (all formerly
RWTH Aachen University) for performing further investigations
on the rhodium catalysis shown in Table 2. K.R. appreciates the
support by the Alexander von Humboldt Foundation (AvH
research award). Open Access funding enabled and organized
by Projekt DEAL.

References

[1] For selected recent reviews on 1,2-benzothiazines, see:
a) F. A. Saddique, M. Ahmad, A. Kanwal, S. Aslam,
A.F. Zahoor, Synth. Commun. 2020, DOI: 10.1080/
00397911.2020.1830420; b) S. Debnath, S. Mondal, Eur:
J. Org. Chem. 2018, 933-956; c) S. K. Chattopadhyay,

© 2021 The Authors. Advanced Synthesis & Catalysis
published by Wiley-VCH GmbH


https://doi.org/10.1002/ejoc.201701491
https://doi.org/10.1002/ejoc.201701491
http://asc.wiley-vch.de

COMMUNICATIONS

3

—_

(4]

[6]

Adv. Synth. Catal. 2021, 363, 1-9

These are not the final page numbers! 77

asc.wiley-vch.de

Adva
Synthesis &
Catalysis

Synth. Commun. 2018, 48, 3033-3078; d) S. K. Chatto-
padhyay, IJRAR 2018, 5, 996-1003.

For an overview on the early studies on Piroxicam, see:
a) R. N. Brogden, R. C. Heel, T. M. Speight, G. S. Aver,
Drugs 1981, 22, 165-187; b) J. G. Lombardino, E. H.
Wiseman, Med. Res. Rev. 1982, 2, 127-152.

For selected reviews on oxicams, see: a) M. A. Gouda,
B. H. M. Hussein, Y. E.-S. Sherif, Synth. Commun. 2017,
47, 1709-1736; b) S. Xu, C. A. Rouzer, L. J. Marnett,
IUBMB Life 2014, 66, 803-811.

a) M. Ahmad, S. Aslam, S.U. Rizvi, M. Muddassar,
U. A. Ashfaq, C. Montero, O. Ollinger, M. Detorio, J. M.
Gardiner, R. F. Schinazi, Bioorg. Med. Chem. Lett. 2015,
25, 1348-1351; b) M. Ahmad, H.L. Siddiqui, J. M.
Gardiner, M. Parvez, S. Aslam, Med. Chem. Res. 2013,
22, 794-805; ¢) M. Ahmad, H. L. Siddiqui, M. Zia-ur-
Rehman, M. Parvez, FEur. J. Med. Chem. 2010, 45, 698—
704; d) G. M. Reddy, P. Nagender, R. N. Kumar, J. H.
Ahn, K. P. Kumar, A. K. R. Kanugula, K. V. S. R. Krish-
na, S. Kotamraju, B. Narsaiaha, J. Heterocycl. Chem.
2014, 51, E42-E49.

C. Patel, J. P. Bassin, M. Scott, J. Flye, A. P. Hunter, L.
Martin, M. Goyal, Molecules 2016, 21, 861-876.

a) G. A. Patani, E.J. VaVoie, Chem. Rev. 1996, 96,
3147-3176; b) L. M. Lima, E.J. Barreiro, Curr. Med.
Chem. 2005, 12, 23-49; c¢) M. A. Meanwell, J Med.
Chem. 2011, 54, 2529-2591; d)L.M. Lima, E.J.
Barreiro, Comprehensive Medicinal Chemistry III, Vol. 1,
2017, 186-210; e) S. Kumari, A.V. Carmona, A.K.
Tiwari, P. C. Trippier, J. Med. Chem. 2020, 63, 12290—
12358.

Due to their similar pharmacological profile, sulfox-
imines, sulfondiimines, and sufonimidamides have re-
cently been described as bioisosteres of sulfonamides.
For related publications illustrating this concept, see:
a) S. R. Borhade, R. Svensson, P. Brandt, P. Artursson,
P. 1. Arvidsson, A. Sandstrom, ChemMedChem 2015, 10,
455-460; b) Y. Chen, C.J. Aurell, A. Pettersen, R.J.
Lewis, M. A. Hayes, M. Lepisto, A. C. Jonson, H. Leek,
L. Thunberg, ACS Med. Chem. Lett. 2017, 8, 672677,
¢) M. Frings, C. Bolm, A. Blum, C. Gnamm, Eur. J.
Med. Chem. 2017, 126, 225-245; d) C. Gnamm, A.
Jeanguenat, A. C. Dutton, C. Grimm, D. P. Kloer, A.J.
Crossthwaite, Bioorg. Med. Chem. Lett. 2012, 22, 3800—
3806; e) F. 1zzo, M. Schafer, P. Lienau, U. Ganzer, R.
Stockman, U. Liicking, Chem. Eur. J. 2018, 24, 9295—
9304; f) U. Liicking, Angew. Chem. 2013, 125, 9570—
9580; Angew. Chem. Int. Ed. 2013, 52, 9399-9408; g) U.
Liicking, Org. Chem. Front. 2019, 6, 1319-1324; h) P.
Mider, L. Kattner, J. Med. Chem. 2020, 63, 14243—
14275; 1) F. Sehgelmeble, J. Janson, C. Ray, S. Rosqvist,
S. Gustavsson, L. I. Nilsson, A. Minidis, J. Holenz, D.
Rotticci, J. Lundkvist, P. 1. Arvidsson, ChemMedChem
2012, 7, 396-399; j) A.D. Steinkamp, L. Schmitt, X.
Chen, K. Fietkau, R. Heise, J. M. Baron, C. Bolm, Skin
Pharmacol. Physiol. 2016, 29, 281-290; k) N. Thota, P.
Makam, K. K. Rajbongshi, S. Nagiah, N. S. Abdul, A. A.
Chuturgoon, A. Kaushik, G. Lamichhane, A. M. Som-

Wiley Online Library

7

(8]

[10]

[11]

[12]

[13]

boro, H.G. Kruger, T. Govender, T. Naicker, P. 1.
Arvidsson, ACS Med. Chem. Lett. 2019, 10, 1457-1461,
1) P. K. Chinthakindi, T. Naicker, N. Thota, T. Govender,
H. G. Kruger, P. 1. Arvidsson, Angew. Chem. 2017, 129,
4160—4170; Angew. Chem. Int. Ed. 2017, 56, 4100—4109.
For an early example of benzo-fused sulfoximines with
antisecretory effects, see: P. Stoss, G. Satzinger, 1973,
US3803131.

For selected examples of metal-catalyzed syntheses of 1-
alkyl/aryl-1,2-benzothiazine 1-oxides, see: a) Y. N. Aher,
D. M. Lade, A.B. Pawar, Chem. Commun. 2018, 54,
6288-6291; b) Y. Cheng, C. Bolm, Angew. Chem. 2015,
127, 12526-12529; Angew. Chem. Int. Ed. 2015, 54,
12349-12352; ¢c) W. Dong, L. Wang, K. Parthasarathy, F.
Pan, C. Bolm, Angew. Chem. 2013, 125, 11787-11790;
Angew. Chem. Int. Ed. 2013, 52, 11573-11576; d) W. H.
Jeon, J. Y. Son, J. E. Kim, P. H. Lee, Org. Lett. 2016, 18,
3498-3501; e) G. H. Ko, J.-Y. Son, H. Kim, C. Maeng,
Y. Baek, B. Seo, K. Um, P. H. Lee, Adv. Synth. Catal.
2017, 359, 3362-3370; f) Y. Li, X.-Y. Liu, Y.-J. Xu, L.
Dong, Org. Chem. Front. 2019, 6, 2457-2461; g) J. Wen,
D. P. Tiwari, C. Bolm, Org. Lett. 2017, 19, 1706—1709;
h) H. Xie, J. Lan, J. Gui, F. Chen, H. Jiang, W. Zeng,
Adv. Synth. Catal. 2018, 360, 3534-3543; i) D. G. Yu, F.
de Azambuja, F. Glorius, Angew. Chem. 2014, 125,
2792-2796; Angew. Chem. Int. Ed. 2014, 53, 2754-2758.
R. A. Bohmann, J.-H. Schébel, Y. Unoh, M. Miura, C.
Bolm, Adv. Synth. Catal. 2019, 361, 2000-2003.

A single example of a benzo-fused sulfonimidamide is
reported in: A.-K. Bachon, Dissertation, 2020, RWTH
Aachen University, DOI: 10.18154/RWTH-2019-08255.

For a review on synthetic approaches towards sulfonimi-
damides, see: a) G. C. Nandi, P. I. Arvidsson, Adv. Synth.
Catal. 2018, 360, 2976-3001; For selected recent
protocols, see: b) T. Q. Davies, M. J. Tilby, J. Ren, N. A.
Parker, D. Skolc, A. Hall, F. Duarte, M. C. Willis, J. Am.
Chem. Soc. 2020, 142, 15445—-15453; c) S. V. Zasukha,
V. M. Timoshenko, A. A. Tolmachev, V. O. Pivnytska, O.
Gavrylenko, S. Zhersh, Y. Shermolovich, O. O. Grygor-
enko, Chem. Eur. J. 2019, 25, 6928-6940; d) E. L.
Briggs, A. Tota, M. Colella, L. Degennaro, R. Luisi,
J.A. Bull, Angew. Chem. 2019, 131, 14441-14448;
Angew. Chem. Int. Ed. 2019, 58, 14303-14310.

For selected reviews on mechanochemistry, see: a) S. L.
James, C.J. Adams, C. Bolm, D. Braga, P. Collier, T.

A. Krebs, J. Mack, L. Maini, A. G. Orpen, I. P. Parkin,
W. C. Shearouse, J. W. Steed, D. C. Waddell, Chem. Soc.
Rev. 2012, 41, 413-447; b) S. Cayirli, Physicochem.
Probl. Miner. Process. 2018, 54, 751-762; ¢)J.G.
Hernandez, C. Bolm, J. Org. Chem. 2017, 82, 4007—
4019; d) J.-L. Do, T. Fris¢i¢, ACS Cent. Sci. 2017, 3, 13—
19; e) C. Bolm, J. G. Hernandez, Angew. Chem. 2019,
131, 3320-3335; Angew. Chem. Int. Ed. 2019, 58, 3285—
3299; f) J. L. Howard, Q. Cao, D. L. Browne, Chem. Sci.
2018, 9, 3080-3094; g) T. Fris¢i¢, C. Mottillo, H. M.
Titi, Angew. Chem. Int. Ed. 2020, 59, 1018-1029.

© 2021 The Authors. Advanced Synthesis & Catalysis
published by Wiley-VCH GmbH


https://doi.org/10.1080/00397911.2018.1527355
https://doi.org/10.2165/00003495-198122030-00001
https://doi.org/10.1002/med.2610020202
https://doi.org/10.1080/00397911.2017.1350983
https://doi.org/10.1080/00397911.2017.1350983
https://doi.org/10.1002/iub.1334
https://doi.org/10.1016/j.bmcl.2015.01.007
https://doi.org/10.1016/j.bmcl.2015.01.007
https://doi.org/10.1007/s00044-012-0062-6
https://doi.org/10.1007/s00044-012-0062-6
https://doi.org/10.1016/j.ejmech.2009.11.016
https://doi.org/10.1016/j.ejmech.2009.11.016
https://doi.org/10.3390/molecules21070861
https://doi.org/10.1021/cr950066q
https://doi.org/10.1021/cr950066q
https://doi.org/10.1021/jm1013693
https://doi.org/10.1021/jm1013693
https://doi.org/10.1021/acs.jmedchem.0c00530
https://doi.org/10.1021/acs.jmedchem.0c00530
https://doi.org/10.1002/cmdc.201402497
https://doi.org/10.1002/cmdc.201402497
https://doi.org/10.1021/acsmedchemlett.7b00137
https://doi.org/10.1016/j.ejmech.2016.09.091
https://doi.org/10.1016/j.ejmech.2016.09.091
https://doi.org/10.1016/j.bmcl.2012.03.106
https://doi.org/10.1016/j.bmcl.2012.03.106
https://doi.org/10.1002/chem.201801557
https://doi.org/10.1002/chem.201801557
https://doi.org/10.1002/cmdc.201200014
https://doi.org/10.1002/cmdc.201200014
https://doi.org/10.1159/000453042
https://doi.org/10.1159/000453042
https://doi.org/10.1021/acsmedchemlett.9b00285
https://doi.org/10.1002/ange.201610456
https://doi.org/10.1002/ange.201610456
https://doi.org/10.1002/anie.201610456
https://doi.org/10.1039/C8CC03288B
https://doi.org/10.1039/C8CC03288B
https://doi.org/10.1002/ange.201501583
https://doi.org/10.1002/ange.201501583
https://doi.org/10.1002/ange.201304456
https://doi.org/10.1002/anie.201304456
https://doi.org/10.1021/acs.orglett.6b01750
https://doi.org/10.1021/acs.orglett.6b01750
https://doi.org/10.1002/adsc.201700764
https://doi.org/10.1002/adsc.201700764
https://doi.org/10.1039/C9QO00579J
https://doi.org/10.1021/acs.orglett.7b00488
https://doi.org/10.1002/adsc.201800753
https://doi.org/10.1002/anie.201310272
https://doi.org/10.1002/adsc.201900106
https://doi.org/10.1002/adsc.201800273
https://doi.org/10.1002/adsc.201800273
https://doi.org/10.1021/jacs.0c06986
https://doi.org/10.1021/jacs.0c06986
https://doi.org/10.1002/chem.201900440
https://doi.org/10.1002/ange.201906001
https://doi.org/10.1002/anie.201906001
https://doi.org/10.1039/C1CS15171A
https://doi.org/10.1039/C1CS15171A
https://doi.org/10.1021/acs.joc.6b02887
https://doi.org/10.1021/acs.joc.6b02887
https://doi.org/10.1021/acscentsci.6b00277
https://doi.org/10.1021/acscentsci.6b00277
https://doi.org/10.1002/ange.201810902
https://doi.org/10.1002/ange.201810902
https://doi.org/10.1002/anie.201810902
https://doi.org/10.1002/anie.201810902
https://doi.org/10.1039/C7SC05371A
https://doi.org/10.1039/C7SC05371A
http://asc.wiley-vch.de

COMMUNICATIONS

[14]

[15]

[16]

[17]

Adv. Synth. Catal. 2021, 363, 1-9

asc.wiley-vch.de

Adva
Synthesis &
Catalysis

For LaCl;-catalyzed mechanochemical cyclization reac-
tions starting from sulfonimidamides and ynones, see: J.-
H. Schébel, W. Liang, D. Woll, C. Bolm, J. Org. Chem.
2020, 85, 15760-15766.

CCDC 2047691 (for 6da) and 2047692 (for 6 fa) contain
the supplementary crystallographic data for these struc-
tures. These data can be obtained free of charge via
www.ccdc.cam.ac.uk/data_request/cif, or by emailing
data_request@ccdc.cam.ac.uk, or by contacting The
Cambridge Crystallographic Data Centre, 12 Union
Road, Cambridge CB2 1EZ, UK; fax: +44 1223 336033.
a) G. W. Bemis, M. A. Murcko, J. Med. Chem. 1996, 39,
2887-2893; b) F. Lovering, J. Bikker, C. Humblet, J.
Med. Chem. 2009, 52, 6752-6756; c) F. Lovering,
MedChemComm 2013, 4, 515-519.

For previous demonstrations of this strategy involving
related sulfur compounds, see: a) P. Lamers, L. Buglioni,
S. Koschmieder, N. Chatain, C. Bolm, Adv. Synth. Catal.

[18]

[19]

[20]

[21]

2016, 358, 3649-3653; b) A.-K. Bachon, A.-D. Stein-
kamp, C. Bolm, Adv. Synth. Catal. 2018, 360, 1088—
1093.

In an independent study, it was found that the additives
and reactions conditions have an important effect on the
reaction outcome. A comprehensive summary of all
results will be reported in due time.

For a recent overview on the particular properties of
HFIP, see: V. Pozhydaiev, M. Power, V. Gandon, J.
Moran, D. Leboeuf, Chem. Commun. 2020, 56, 11548—
11564.

For the first example of an iridium-catalyzed C—H bond
functionalization in a ball mill, see: G. N. Hermann, P.
Becker, C. Bolm, Angew. Chem. 2016, 128, 3845-3848;
Angew. Chem. Int. Ed. 2016, 55, 3781-3784.

For a review on C—H bond functionalization by
mechanochemistry, see: J. G. Hernandez, Chem. Eur. J.
2017, 23, 17157-17165.

Wiley Online Library 8
These are not the final page numbers! 77

© 2021 The Authors. Advanced Synthesis & Catalysis
published by Wiley-VCH GmbH


https://doi.org/10.1021/jm9602928
https://doi.org/10.1021/jm9602928
https://doi.org/10.1021/jm901241e
https://doi.org/10.1021/jm901241e
https://doi.org/10.1039/c2md20347b
https://doi.org/10.1002/adsc.201600823
https://doi.org/10.1002/adsc.201600823
https://doi.org/10.1002/adsc.201701394
https://doi.org/10.1002/adsc.201701394
https://doi.org/10.1039/D0CC05194B
https://doi.org/10.1039/D0CC05194B
https://doi.org/10.1002/ange.201511689
https://doi.org/10.1002/anie.201511689
https://doi.org/10.1002/chem.201703605
https://doi.org/10.1002/chem.201703605
http://asc.wiley-vch.de

COMMUNICATIONS

1,2-Benzothiazine Derivatives from Sulfonimidamides by
Metal-Catalyzed Annulation Reactions in Solution and under
Solvent-Free Mechanochemical Conditions

Adv. Synth. Catal. 2021, 363, 1-9

J.-H. Schébel, P. Elbers, K.-N. Truong, K. Rissanen, C.
Bolm*

O
e

- R?
> Rh solution-phase N
R approach O, N~gs3
Oy N~R3 YN
Xy R
RIL NH o N PN R
Z S /< 5
Ir R RS H/R
mechanochemical 1-amino
approach 1,2-benzothiazine 1-oxides




