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N-(2,3,5,6-Tetrafluoropyridyl)sulfoximines: Synthesis, X-Ray 
Crystallography, and Halogen Bonding   

Christian Schumacher,a Hannah Fergen,a Rakesh Puttreddy,a,b Khai-Nghi Truong,b Torsten Rinesch,a 
Kari Rissanen b and Carsten Bolm *a 

In the presence of KOH, NH-sulfoximines react with 

pentafluoropyridine to give N-(tetrafluoropyridyl)sulfoximines 

(NTFP-sulfoximines) in moderate to excellent yields. Either a 

solution-based or a superior solvent-free mechanochemical 

protocol can be followed. X-ray diffraction analyses of 25 products 

provided insight into the bond parameters and conformational 

rigidity of the molecular scaffold. In solid-state structures, 

sulfoximines with halo substituents on the S-bound arene are 

intermolecularly linked by C–X･･･O=S (X = Cl, Br) halogen bonds. 

For mixtures of three different S-pyridyl-substituted NTFP-

sulfoximines and N-iodosuccinimide (NIS) in CDCl3, association 

constants were determined by 1H NMR spectroscopy. The data 

revealed a dependence of the halogen bond strength on the 

position of the pyridyl nitrogen indicating the presence of N–I･･･

N(S-pyridyl) interactions. Neither the S=O oxygen nor the 

tetrafluoropyridyl-substituted nitrogen of the sulfoximine 

appeared to be involved in halogen bonding.  

Introduction 

Sulfoximines are valuable compounds in agrochemical,1 

medicinal,2a-c and pharmaceutical chemistry.2d-j Their 

importance has also been acknowledged in synthetic organic 

chemistry, where sulfoximines found numerous applications in 

asymmetric catalysis,3a-d auxiliary-based synthesis,3e-g and C–H 

bond functionalization.3h,i In many cases, NH-sulfoximines are 

key intermediates, as they can easily be modified at the 

sulfoximine nitrogen by alkylation,4 arylation,5 and 

vinylation,5c,6 just to name a few relevant transformations. For 

preparative simplification and exploration, sulfoximidoyl-

containing building blocks were introduced.7,8 

The introduction of fluoro substituents into drug-like molecules 

and agrochemicals can tremendously affect the properties of 

the resulting compounds, for example, by decreasing their 

basicity and improving their bioavailability.9 In the context of 

sulfoximine chemistry, N–CF bond formations starting from NH-

sulfoximines are of particular interest.10 Up to date, only a few 

reactions of this type are known, including our contributions on 

(i) silver-catalyzed N-trifluoromethylations,11 and (ii) direct 

copper-catalyzed coupling with polyfluoroarenes leading to 

products with N–Caryl-F bonds.12 

In 2019, Brittain and Cobb introduced the tetrafluoropyridyl 

(TFP) group for the protection of phenols.13a TFP was easily 

installed and proved cleavable under mild reaction conditions. 

Subsequently, the same authors showed that TFP-protected 

phenols revealed a unique regioselectivity in electrophilic 

aromatic substitution reactions due to the pronounced 

electron-withdrawing property of the protecting group.13b 

Inspired by these reports, we wondered about the applicability 

of the TFP group in the context of sulfoximine chemistry. 

Besides the expected synthetic benefits, we also noted that the 

first step of the intended protocol involved the formation of a 

new N–Caryl-F bond by an hitherto unprecedented SNAr 

pathway.14 In light of our previous studies related to alkylations 

of deprotonated NH-sulfoximines,15 this coupling was 

anticipated to be nontrivial. Finally, an interesting structural 

aspect of N-(tetrafluoropyridyl)-sulfoximines was identified: 

Considering the high degree of fluorination of the N-tethered 

pyridyl group, halogen bonding with suitable donors could 

occur opening attractive opportunities in crystal design and 

engineering.16 Seeing an array of potential applications of 

halogen-bonded sulfoximine-based Active Pharmaceutical 

Ingredients (APIs) it is surprising that, to the best of our 

knowledge, such questions have yet remained unaddressed in 

sulfoximine chemistry. Here, we report our attempts to shine a 

light on the various facets of this appealing synthetic niche with 

high potential.17 
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Results and Discussion 

 

Development of synthetic protocols 

 

For the initial process development and optimization, NH-S-

methyl-S-phenylsulfoximine (1a), which can easily be obtained 

by standard routes as racemate or enantiopure compound,18 

was selected as representative starting material. The attempt to 

directly react 1a in acetonitrile with pentafluoropyridine (2) 

remained largely unsuccessful affording only traces of the 

expected product 3a (Table 1, entry 1). Apparently, the NH-

sulfoximine was not nucleophilic enough to initiate the 

intended SNAr process.19 With K2CO3 as base as used by Brittain 

and Cobb in their system for phenol-protection,13 3a was 

obtained in 9% yield. At a higher concentration, the yield of 3a 

was 18% (Table 1, entries 2 and 3). The subsequent base 

screening showed that the organic bases DABCO and NEt3 were 

ineffective providing only traces of 3a (Table 1, entry 4, and 

Table S2 in the Supporting Information). In contrast, inorganic 

bases significantly improved the reaction yields of 3a. Thus, with 

K3PO4, NaOH, and KOH 3a was obtained in 36%, 24%, and 78% 

yield, respectively (Table 1, entries 5-7). Apparently, the size of 

the cation as well as the shape and geometry of the anion 

impacted the reaction outcome.20 

 

Table 1 Optimization of reaction conditions for the synthesis of 

3a in solutiona 

 Entry Base [equiv.] Solvent [mL] 3a [%] 

1 – MeCN (2.50) trace b 

2 K2CO3 (3.00) MeCN (2.50) 9 

3 K2CO3 (3.00) MeCN (0.50) 18 

4 DABCO (3.00) MeCN (0.50) trace 

5 K3PO4 (3.00) MeCN (0.50) 36 

6 NaOH (3.00) MeCN (0.50) 24 

7 KOH (3.00) MeCN (0.50) 78 

8 KOH (3.00) Toluene (0.50) 79 

9 KOH (3.00) EtOH (0.50) 45 

10 KOH (3.00) THF (0.50) 92 (96) c 

11 KOH (3.00) DMSO (0.50) 88 d 
 

a 1a (0.30-0.50 mmol), 2 (1.50 equiv.), overnight (for more 

details, see SI). b use of 1.05 equiv. of 2. c reaction time: 24 h. d 

formation of byproduct 4, which could not fully be separated 

from 3a. 

Fig. 1 X-ray crystal structure of product 4.24 

 

Because at this stage, the use of KOH in acetonitrile had led to 

the highest yield of 3a (78%), this base was also applied in the 

subsequent solvent screening (Table 1, entries 7-11). While 

performing the reaction in toluene gave 3a in a similar yield 

(79%) as in acetonitrile, the product formation was hampered 

in ethanol (45%). A significant improvement was observed with 

THF as solvent providing 3a in 92% (Table 1, entry 10). This yield 

could even be raised further by extending the reaction time 

from overnight to 24 h leading to 3a in 96% yield.21 An 

interesting observation was made with the super-base 

combination of KOH in DMSO.15,22,23 Compared to the reaction 

in THF, the yield of 3a was almost the same (about 88%, Table 

1, entry 11), but under those conditions an inseparable 

byproduct 4 was formed. After a significant analytical effort, 4 

crystallized and its molecular structure was determined by X-ray 

crystal structure analysis.24 As shown in Figure 1, three pyridyl 

units had been incorporated into 4, one of which was located at 

the sulfoximine nitrogen, as expected, and the other two being 

linked to the sulfoximine carbon. Apparently, the super-basic 

system had led to a series of arylations including two at the 

former sulfoximine methyl. Interestingly, neither a mono- nor a 

tripyridyl/carbon-connected product was observed.25 

 

At this stage of the investigation, a highly efficient procedure for 

linking the tetrafluoropyridyl group to the sulfoximine nitrogen 

had been developed providing NTFP-sulfoximine 3a in up to 

96% yield. Those results were highly motivating and challenged 

us to improve the reaction conditions even further. A recent 

discovery in our mechanochemical research made us 

optimistic.26 While working on palladium-catalyzed 

carbonylations in ball mills we found that also an NH-

sulfoximine could efficiently be addressed leading to the 

corresponding N-benzoyl derivative after coupling with 

phenyliodide.26,27 Noteworthy, the reaction was solvent-free 

thereby avoiding the presence of any additional potentially 

hazardous reagent. Hypothesizing that this approach could also 

be beneficial here, we started investigating the reaction 

between 1a and 2 under mechanochemical conditions in a 

mixer mill. As the results presented in Table 2 reveal, the 

solvent-free procedure for the N-arylation of 1a with 2 showed 

parallels to the aforementioned solution-based process but 

differed in several important points. First, it also required the 
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presence of base, and KOH proved optimal. Second, as in 

solution, a 1.5-fold excess of 2 over 1a, and the use of 3.00 

equiv. of KOH were essential for getting a high yield of 3a, which 

finally reached a value of 90% under standard conditions (Table 

2, entry 6). Third, the solvent-free reaction was much faster 

than the one in THF, allowing to isolate product 3a in 92% yield 

after only 15 min (Table 2, entry 10). Fourth, no byproducts 

(such as 4) were detected, and fifth, the fact itself that the 

reaction was solvent-free allowing to easily upscale the process 

(with 3.0 mmol of 1a) leading to 3a in a yield of 93%. 

 

Table 2 Optimization of reaction conditions for a 

mechanochemical synthesis of 3aa,b 

Entry Equiv. of 2 Base [equiv.] 3a [%] 

1 1.50 – trace  

2 1.20 DABCO (1.05) 22 

3 1.50 K3PO4 (3.00) 54 

4 1.50 LiOHH2O (3.00) 17 

5 1.50 NaOH (3.00) 59 

6 1.50 KOH (3.00) 90 

7 1.20 KOH (1.05) 62 

8 1.20 KOH (3.00) 74 

9 1.50 KOH (1.50) 84 

10 1.50 KOH (3.00) 92 c (93) c,d 

 
a Reaction conditions: Stainless steel milling jar (5 mL), 1 ball (7 

mm) of the same material, 90 min, 25 Hz, 1a (50 mg, 0.32 

mmol). b For further details of the screening, see the Supporting 

Information. c After 15 min. d Use of 3.00 mmol of 1a. 

 

In light of the very positive results of the mechanochemical 

approach, the substrate scope was evaluated under those 

optimized conditions. Figure 2 summarizes the results. 

 

Fig. 2 Prepared NTFP-sulfoximines (under conditions shown in 

Table 2, entry 10 except for 3q, which was obtained by oxidation 

of 3p with mCPBA). 

In general, sulfoximines with an S-methyl and a substituted S-

aryl group reacted well providing the corresponding products 

(3b-3m) in good yields.28 The only two exceptions were NH-

sulfoximines 1h and 1m with a para-bromo and a para-nitro 

substituent at the arene, which led to 3h and 3m in only 21% 

and 31% yield, respectively. Because the other results did not 

indicate any significant steric or electronic impact of the aryl 

substituent on the TFP group introduction, we assume that in 

those two cases the lower product yields were due to a higher 

degree of crystallinity of the starting materials compared to 

their close structural analogs. Related observations have been 

reported in metal-catalyzed cross coupling reactions.29 In the 

series of S-methyl-S-pyridyl- substituted sulfoximines all three 

NTFP-protected derivatives 3n-3p were formed, and the yields 

ranged from 50% to 70%. Product 3p could be further 

functionalized by oxidation with mCPBA leading to NTFP-

protected sulfoximine 3q with an S-4-pyridyl-N-oxide 

substituent in 96% yield. Also S-methyl NH-sulfoximines with S-

thiophenyl and additional S-alkyl substituents provided the 

desired products (3r-3t) from the reaction of the corresponding 

NH-sulfoximine with 2, but in all three examples the yields 

remained moderate ranging from 37% (for S,S-dimethyl 

substituted derivative 3s) and 54% (for the S-thiophenyl-

containing product 3r). The results for the formation of 3u-y 

show that also NH-S-phenylsulfoximines with substituted S-

alkyl groups reacted, providing the corresponding products in 

yields of 47% (for 3v) to 84% (3u). 

Applying enantioenriched NH-sulfoximine (R)-1a in the reaction 

with 2 led to 95% of (R)-3a with an enantiomeric ratio of 99:1 

confirming that the mechanochemical N-protection had 

occurred without affecting the stereochemistry at sulfur. 

On the basis of previous observations,30 we expected the newly 

formed N–Caryl-F bond to be rather stable.31,32 This hypothesis 

was tested by subjecting 3a to a series of potential deprotection 

protocols. Starting with the one reported by Brittain and Cobb 

for the phenol regeneration from their TFP-protected 

counterparts using a mixture of methyl thioglycolate, KF, and 

18-crown-6 in aqueous acetonitrile at elevated temperature led 

to no destruction of the N–Caryl-F bond, and the molecule 

remained intact. The only isolable product was a small amount 

(16%) of 5 resulting from a nucleophilic substitution of a 3-

fluoro group at the N-pyridyl substituent by the applied thiol 

(Figure 3).25 

 

Also, under various acidic, basic, reductive, oxidative, and 

photocatalytic conditions (for details see Table S8 in the 

 

Fig. 3 Compound 5 obtained in 16% yield by treatment of 3a 

with methyl thioglycolate, KF, and 18-crown-6 in aqueous 

acetonitrile at 50 °C. 

 

 

71%
90%
72%
79%
90%
71%

3b:
3c:
3d:
3e:
3f:
3g:

X = 4-F
X = 2-Cl
X = 3-Cl
X = 4-Cl
X = 2-Br
X = 3-Br

64%
50%
70%
96%)
54%
37%
42%

3n:
3o:
3p:
3q:
3r:
3s:
3t:

R = 2-py
R = 3-py
R = 4-py
R = 4-py-N-oxide
R = 2-thiophenyl
R = Me
R = cyclohexyl

84%
47%
81%
76%
65%

3u:
3v:
3w:
3x:
3y:

R = Ph
R = Bn
R = Et
R = iPr
R = cyclopropyl

3h:
3i:
3j:
3k:
3l:
3m:

X = 4-Br
X = 4-I
X = 2-MeO
X = 4-MeO
X = 4-Me
X = 4-NO2

21%
63%
87%
75%
78%
31%

S

O

N

N

F

F

F

F

R

S

O

N

N

F

F

F

F

R

Me

S

O

N

N

F

F

F

F

Me

X

(

(R)-3a: X = H 95%

S

O

N

N

F

S

F

F

Me
CO2Me

5



COMMUNICATION Journal Name 

4 | J. Name., 2012, 00, 1-3 This journal is © The Royal Society of Chemistry 20xx 

Please do not adjust margins 

Please do not adjust margins 

 

Fig. 4 An overlay structure of NTFP-sulfoximines 3a, 3b, 3c, 3e, 

3f, 3g, 3h, 3i, 3j, and 3l. 

 

Supporting Information) 3a remained stable suggesting NTFP-

sulfoximines as convenient building blocks for subsequent 

investigations and potential functionalizations of related 

scaffolds. 

 

X-Ray Crystallography 

 

A total of 25 NTFP-sulfoximines were crystallized and 

characterized by X-ray diffraction analysis. An overlay structure 

including 10 structures is shown in Figure 4. 

 

The mean, N–C(TFP) [1.379 Å], S=N [1.543 Å], and S=O [1.445 Å] 

bond lengths in the NTFP-sulfoximines are in agreement with 

distances reported for N–CF sulfoximines, where CF is CF3 and 

C6F5 (Figure 5).10f,11 In solid-state X-ray structures, the typical 

N(sp2)–C(sp2) single bond distance is 1.40 Å.33 The resonance 

interaction between p-electrons of N(sp2) and -electron clouds 

of C(sp2) depends on the electron-donating and electron-

withdrawing power of the -groups attached to the N(sp2)-

atom. Such a phenomenon extends electron delocalization and 

induces a partial double bond character in N(sp2)–C(sp2) type 

systems. Here, the average N–C(TFP) bond distance is shorter 

by ～0.08 Å when compared to NPh-sulfoximines, as in NC6F5-

sulfoximines, suggesting a ’partial double bond’ character of the 

N–C(TFP) bond. The pronounced chemical inertness of this 

bond supports this view. The electronic changes of the R1 and 

the R2 group, and molecular packing forces exerted on sulfur 

ONC2 tetrahedra and other parts of NTFP-sulfoximines skeleton 

seems to play a minor role in governing the X-ray crystal 

structure bond parameters (for details, see Table S16 in the 

Supporting Information).   

 

Halogen bonding 

 

The investigation of halogen bonding involved two approaches: 

In the first, X-ray crystal structures data were used to identify 

interactions between halo-containing NTFP-sulfoximines in the 

solid state (Figures S32-38). The second approach involved 

solution 1H NMR titrations to reveal intermolecular halogen  

 

Fig. 5 Comparison of X-ray crystal bond distances in (a) an NPh-

sulfoximine, (b) an NCF3-sulfoximine, (c) an NC6F5-sulfoximine, 

and (d) NTFP-sulfoximines. 

 

bonds (XBs) between S-pyridyl-substituted NTFP-sulfoximines 

and NIS as complexing partner. 

Examining the X-ray crystal structures of halogenated NTFP-

sulfoximines 3b-i revealed significant C–X･･･O=S interactions 

for compounds 3c and 3f (Figures 6a and 6b).24 The 

corresponding distances of ca. 3.213 Å [∠C–Cl･･･O = 163.8°] 

and 3.169 Å [∠C–Br･･･O = 164.1°] were below the sum of the 

van der Waals radii of the interacting X- and O-atoms.34 To our 

surprise, the behavior of para-iodo-substituted NTFP-

sulfoximine 3i was very different. In the molecular packing, it 

neither exhibited XB short contacts to an oxygen nor a nitrogen 

atom, but instead, the structure of 3i was a dimer stabilized 

through C–I･･･𝜋 (ca. 3.531 Å) contacts (Figure 6c). Of interest 

is the position of the intermolecular contact, bringing the iodine 

close to the pyridine nitrogen. 

N-Haloimides are known to be excellent XB-donors forming 

strong halogen bonds with N- and O-heterocycles, even in 

solution.16,35 In light of the aforementioned XB solid-state 

interactions of halogenated NTFP-sulfoximines and noting the 

multiple sp2 hybridized O and N atoms in such compounds, we 

presumed that combinations of NTFP-sulfoximines and N-

haloimides e.g. N-iodosuccinimide (NIS) could also lead to XBs, 

here of the type (CO)2N–I･･･O=S and (CO)2N–I･･･N(TFP). To 

test this hypothesis, 1:1 mixture of NIS and 3a in acetone-d6 

were analyzed by 1H NMR spectroscopy.35b To our 

disappointment, the NIS protons showed the same chemical 

shift as for NIS alone indicating that no complexation had 

occurred. The same behavior was observed when acetone-d6 

was substituted by the XB non-competitive solvent CDCl3. 

Presumably, both potential XB acceptor sites of 3a, the TFP 

nitrogen and the sulfoximine oxygen, were too electron-

deficient to allow a detectable binding to NIS in solution. The 

aforementioned ’(TFP)C=N=S=O’ delocalization (Figure 5) might 

play an important role in this scenario. 

The situation changed when S-pyridylsulfoximines 3n-p were 

tested in 1:1 combination with NIS. Now, a significant 1H NMR 

chemical shift difference was observed in CDCl3 for the NIS  
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Fig. 6 Partial 1D polymeric halogen-bonded chain view of (a) 3c, 

and (b) 3f. (c) 1D Halogen-bonded dimer of 3i. The black dotted 

lines represent C–Cl･･･O=S and C–Br･･･O=S XBs, and C–I･･･ 

interactions.24 

 

protons compared to respective resonances of NIS alone, 

indicating halogen bonding interactions. With the intention to 

estimate association constants (Ka) for the S-pyridyl-based 

NTFP-sulfoximines and NIS, and to deduce the solution binding 

model of the corresponding XB-complexes 1H NMR titration 

experiments were carried out. For following the XB 

complexation, the chemical shift changes of the NIS C–H 

protons were used, and Ka-estimates were obtained by applying 

the Bindfit online program (Figures S1-3 in the Supporting 

Information).36 The resulting experimental Ka-values for NIS-3n, 

NIS-3o, and NIS-3p were 7.6 M–1, 78.1 M–1, and 112.5 M–1, 

respectively. Considering the aforementioned results of the 

solution-based NIS binding attempts with 3a, we assume that in 

these cases, the S-pyridyl nitrogen interacted with the XB donor 

(Figure 7). Thus, the lower Ka-value of NIS-3n can then be 

attributed to a weaker (CO)2N–I･･･N(Py) halogen bond 

compared to the analogous complexes with 3o and 3p due to 

steric crowding. In this assumed 1:1 solution binding model, 

(CO)2N–I･･･O=S and (CO)2N–I･･･N(TFP) interactions appear 

insignificant. 

 

 
 

Fig. 7 Halogen-bonded complexes of NIS-3n, NIS-3o, and NIS-3p. 

Conclusions 

We have shown that NH-sulfoximines react with pentafluoro-

pyridine by N-functionalization leading to N-

(tetrafluoropyridyl)-sulfoximines in high yields. The process can 

be performed in solution or under mechanochemical 

conditions. Both require the presence of KOH, and the latter is 

significantly faster and less byproducts are formed. The 

products are chemically highly inert, suggesting a ’partial 

double bond’ character of the N–C(TFP) bond. As revealed by 

single-crystal X-ray diffraction analyses of 25 products, the 

molecular scaffold is robust exhibiting only small 

conformational changes. In the solid state, 2-chloro- and 2-

bromo-substituted N-(tetrafluoropyridyl)sulfoximines link 

intermolecularly by halogen bonds of the type C–X･･･O=S 

providing 1D polymeric chains. In contrast, the 4-iodo-

containing molecule forms a dimer bridged by C–I･･･ 

interactions. In CDCl3 solutions, S-pyridyl N-

(tetrafluoropyridyl)¬sulfoximines form halogen bonds to N-

iodosuccinimide as revealed by 1H NMR spectroscopy. The 

determined association constants Ka indicate that only (CO)2N–

I･･･N(S-pyridyl) complexes and no linkages between N-

iodosuccinimide and the sulfoximine oxygen and TFP nitrogen 

are generated. 

Experimental  

Typical Procedure for the Synthesis of N-(2,3,5,6-

tetrafluoro¬pyridyl)sulfoximines 3: A stainless-steel milling 

container (5 mL) equipped with one stainless-steel ball (7 mm 

in diameter) was charged with NH-sulfoximine 1 (50–100 mg), 

freshly ground KOH (3.00 equiv.), and pentafluoropyridine (2, 

1.50 equiv.) in the given order. After the addition of 2, the jar 

was immediately closed. The reaction mixture was milled for 15 

min at 25 Hz. After milling the reaction mixture was transferred 

to a flask by adding DCM (4 mL) to the jar, which was closed and 

shaken (3 cycles). Then, a small amount of silica was added to 

the flask, the volatiles were removed under reduced pressure, 

and product 3 was purified by column chromatography using a 

dry-loaded column. 

S
O

N

N

Me
I

TFP

N
O

O

S
O

N

N

Me

TFP

I

N

O

O

S
O

N

N

Me

TFP

I

N

O

O

NIS-3p

Ka = 112 M–1

NIS-3o
Ka = 78 M–1

NIS-3n
Ka = 7 M–1

Decreasing steric interactions between the sulfoximidoyl group and NIS

increasing Ka values



COMMUNICATION Journal Name 

6 | J. Name., 2012, 00, 1-3 This journal is © The Royal Society of Chemistry 20xx 

Please do not adjust margins 

Please do not adjust margins 

Conflicts of interest 

There are no conflicts to declare.  

Acknowledgments 

We are grateful to the Alexander von Humboldt Foundation and 

the Verband der Chemischen Industrie e.V. for support of K. R. 

(AvH research award) and C. S. (Kekulé scholarship), 

respectively. The research work was funded by the Academy of 

Finland (RP: grant no. 298817). The authors also acknowledge 

the University of Jyväskylä for providing SCXRD resources and 

Marcus Frings for helpful discussions. 

Notes and references 

 
1 (a) X. Yu, Y. Zhang, Y. Liu, Y. Li and Q. Wang, Synthesis and 

Acaricidal- and Insecticidal-Activity Evaluation of Novel 
Oxazolines Containing Sulfiliminyl Moieties and Their 
Derivatives, J. Agric. Food Chem., 2019, 67, 4224-4231; (b) K. 
E. Arndt, D. C. Bland, N. M. Irvine, S. L. Powers, T. P. Martin, J. 
R. McConnell, D. E. Podhorez, J. M. Renga, R. Ross, G. A. Roth, 
B. D. Scherzer and T. W. Toyzan, Development of a Scalable 
Process for the Crop Protection Agent Isoclast, Org. Process 
Res. Dev., 2015, 19, 454-462; (c) T. C. Sparks, G. B. Watson, M. 
R. Loso, C. Geng, J. M. Babcock and J. D. Thomas, Sulfoxaflor 
and the sulfoximine insecticides: Chemistry, mode of action 
and basis for efficacy on resistant insects, Pest. Biochem. 
Physiol., 2013, 107, 1-7; (d) Y. Xie, S. Zhou, Y. Li, S. Zhou, M. 
Chen, B. Wang, L. Xiong, N. Yang and Z. Li, Design, Synthesis, 
Biological Evaluation and SARs of Novel N‐Substituted 
Sulfoximines as Potential Ryanodine Receptor Modulators, 
Chin. J. Chem., 2018, 36, 129-133. 

2 (a) P. Mäder and L. Kattner, Sulfoximines as Rising Stars in 
Modern Drug Discovery? Current Status and Perspective on 
an Emerging Functional Group in Medicinal Chemistry, J. Med. 
Chem., 2020, DOI: 10.1021/acs.jmedchem.0c00960; (b) M. 
Frings, C. Bolm, A. Blum and C. Gnamm, Sulfoximines from a 
Medicinal Chemist's Perspective: Physicochemical and in vitro 
Parameters Relevant for Drug Discovery, Eur. J. Med. Chem., 
2017, 126, 225-245; (c) U. Lücking, Sulfoximines: A Neglected 
Opportunity in Medicinal Chemistry, Angew. Chem., Int. Ed., 
2013, 52, 9399-9408; (d) S. J. Park, H. Baars, S. Mersmann, H. 
Buschmann, J. M. Baron, P. M. Amann, K. Czaja, H. Hollert, K. 
Bluhm, R. Redelstein and C. Bolm, N‐Cyano Sulfoximines: COX 
Inhibition, Anticancer Activity, Cellular Toxicity, and 
Mutagenicity, ChemMedChem, 2013, 8, 217-220; (e) K. M. 
Foote, J. W. M. Nissink, T. McGuire, P. Turner, S. Guichard, J. 
W. T. Yates, A. Lau, K. Blades, D. Heathcote, R. Odedra, G. 
Wilkinson, Z. Wilson, C. M. Wood and P. J. Jewsbury, Discovery 
and Characterization of AZD6738, a Potent Inhibitor of Ataxia 
Telangiectasia Mutated and Rad3 Related (ATR) Kinase with 
Application as an Anticancer Agent, J. Med. Chem., 2018, 61, 
9889-9907; (f) U. Lücking, Neglected sulfur(vi) 
pharmacophores in drug discovery: exploration of novel 
chemical space by the interplay of drug design and method 
development, Org. Chem. Front., 2019, 6, 1319-1324; (g) X. Y. 
Chen, H. Buschmann and C. Bolm, Sulfoximine- and 
Sulfilimine-Based DAPSON Analogues; Syntheses and 
Bioactivities, Synlett, 2012, 23, 2808-2810; (h) C. M. M. 
Hendriks, J. Hartkamp, S. Wiezorek, A.-D. Steinkamp, G. 
Rossetti, B. Lüscher and C. Bolm, Sulfoximines as ATR 
inhibitors: Analogs of VE-821, Bioorg. Med. Chem. Lett., 2017, 
27, 2659-2662; (i) E. Boulard, V. Zibulski, L. Oertel, P. Lienau, 

M. Schäfer, U. Ganzer and U. Lücking, Increasing Complexity: 
A Practical Synthetic Approach to Three‐Dimensional, Cyclic 
Sulfoximines and First Insights into Their in Vitro Properties, 
Chem. Eur. J., 2020, 26, 4378-4388; (j) B. Altenburg, M. Frings, 
J.-H. Schöbel, J. Goßen, K. Pannen, K. Anderliek, G. Rossetti, S. 
Koschmieder, N. Chatain and C. Bolm, Chiral Analogues of PFI-
1 as BET Inhibitors and Their Functional Role in Myeloid 
Malignancies, J. Med. Chem. Lett., 2020, DOI: 
10.1021/acsmedchemlett.9b00625. 

3 (a) M. Langner and C. Bolm, C1‐Symmetric Sulfoximines as 
Ligands in Copper‐Catalyzed Asymmetric Mukaiyama‐Type 
Aldol Reactions, Angew. Chem., Int. Ed., 2004, 43, 5984-5987; 
(b) S.-M. Lu and C. Bolm, Synthesis of Sulfoximine‐Derived P,N 
Ligands and their Applications in Asymmetric Quinoline 
Hydrogenations, Adv. Synth. Catal., 2008, 350, 1101-1105; (c) 
M. Harmata and S. K. Ghosh, A New, Chiral Bis-Benzothiazine 
Ligand, Org. Lett., 2001, 3, 3321-3323; (d) M. Regggelin, C. Zur, 
Sulfoximines: Structures, Properties and Synthetic 
Applications, Synthesis, 2000, 1-64; (e) M. Lerm, H.-J. Gais, K. 
Cheng, C. Vermeeren, Asymmetric Synthesis of the Highly 
Potent Anti-Metastatic Prostacyclin Analogue Cicaprost and 
Its Isomer Isocicaprost, J. Am. Chem. Soc., 2003, 125, 9653-
9667; (f) S. Koep, H.-J. Gais, G. Raabe, Asymmetric Synthesis 
of Unsaturated, Fused Bicyclic Proline Analogues through 
Amino Alkylation of Cyclic Bis(allylsulfoximine)titanium 
Complexes and Migratory Cyclization of -Amino Alkenyl 
Aminosulfoxonium Salts, J. Am. Chem. Soc., 2003, 125, 13243-
13251; (g) M. Harmata, X. Hong and C. L. Barnes, 
Benzothiazines in synthesis. Formal syntheses of (+)-
curcumene and (+)-curcuphenol, Tetrahedron Lett., 2003, 44, 
7261-7264; (h) K. Ghosh, A. Gosh, K. Mukherjee, R. K. Rit and 
A. K. Sahoo, Sulfoximine-Assisted Unsymmetrical Twofold C–
H Functionalization of Arenes, J. Org. Chem., 2020, 85, 8618-
8626; (i) A.-K. Bachon, A. Hermann and C. Bolm, 3D 
Heterocycles from Sulfonimidamides by Sequential C−H Bond 
Alkenylation/Aza‐Michael Cyclization, Chem. Eur. J., 2019, 25, 
5889-5892. 

4 (a) S. Gupta, P. Chaudhary, N. Muniyappan, S. Sabiah and J. 
Kandasamy, Copper promoted N-alkylation of sulfoximines 
with alkylboronic acid under mild conditions, Org. Biomol. 
Chem., 2017, 15, 8493-8498; (b) C. M. M. Hendriks, R. 
Bohmann, M. Bohlem and C. Bolm, N‐Alkylations of NH‐
Sulfoximines and NH‐Sulfondiimines with Alkyl Halides 
Mediated by Potassium Hydroxide in Dimethyl Sulfoxide, Adv. 
Synth. Catal., 2014, 356, 1847-1852; (c) F. Teng, J. Cheng and 
J.-T. Yu, Copper-catalyzed N-methylation/ethylation of 
sulfoximines, Org. Biomol. Chem., 2015, 13, 9934-9937; (d) Z. 
Li, M. Frings, H. Yu, G. Raabe and C. Bolm, Organocatalytic 
Asymmetric Allylic Alkylations of Sulfoximines, Org. Lett., 
2018, 20, 7367-7370; (e) H. Zhu, F. Teng, C. Pan, J. Cheng and 
J.-T. Yu, Radical N-arylation/alkylation of sulfoximines, 
Tetrahedron Lett., 2016, 57, 2372-2374; (f) Y. Cheng, W. Dong, 
L. Wang, K. Parthasarathy and C. Bolm, Iron-Catalyzed Hetero-
Cross-Dehydrogenative Coupling Reactions of Sulfoximines 
with Diarylmethanes: A New Route to N-Alkylated 
Sulfoximines Org. Lett., 2014, 16, 2000-2002. 

5 (a) C. Moessner and C. Bolm, Cu(OAc)2-Catalyzed N-Arylations 
of Sulfoximines with Aryl Boronic Acids, Org. Lett., 2005, 7, 
2667-2669; (b) A. Wimmer and B. König, N-Arylation of NH-
Sulfoximines via Dual Nickel Photocatalysis, Org. Lett., 2019, 
21, 2740-2744; (c) S. Gupta, S. Baranwal, N. Muniyappan, S. 
Sabiah and J. Kandasamy, Copper-Catalyzed N-Arylation of 
Sulfoximines with Arylboronic Acids under Mild Conditions, 
Synthesis, 2019, 51, 2171-2182; (d) Q. Yang, P. Y. Choy, Q. 
Zhao, M. P. Leung, H. S. Chan, C. M. So, W.-T. Wong and F. Y. 
Kwong, Palladium-Catalyzed N-Arylation of Sulfoximines with 
Aryl Sulfonates, J. Org. Chem., 2018, 83, 11369-11376; (e) A.-
K. Bachon, A.-D. Steinkamp and C. Bolm, N‐Arylated 



Journal Name  COMMUNICATION 

This journal is © The Royal Society of Chemistry 20xx J. Name., 2013, 00, 1-3 | 7 

Please do not adjust margins 

Please do not adjust margins 

Sulfoximines as Cross‐Coupling Building Blocks, Adv. Synth. 
Catal., 2018, 360, 1088-1093. 

6 (a) J. R. Dehli and C. Bolm, Palladium-Catalyzed N-Vinylation 
of Sulfoximines, J. Org. Chem., 2004, 69, 8518-8520; (b) X. Y. 
Chen, R. A. Bohmann, L. Wang, S. Dong, C. Räuber and C. 
Bolm, Palladium/Copper‐Cocatalyzed Oxidative 
Amidobrominations of Alkenes, Chem. Eur. J., 2015, 21, 
10330-10333; (c) E. Anselmi, T. N. Le, S. Bouvet, P. Diter, B. 
Pégot and E. Magnier, Synthesis of N‐Alkenyl and N‐Alkynyl S‐
Perfluoroalkylated Sulfoximines by Copper Catalysis, Eur. J. 
Org. Chem., 2016, 4423-4428. 

7 For a review on sulfur imidations, see: (a) V. Bizet, C. M. M. 
Hendriks and C. Bolm, Sulfur imidations: access to sulfimides 
and sulfoximines, Chem. Soc. Rev., 2015, 44, 3378-3390; for 
selected syntheses of NH-sulfoximines, see: (b) M. Zenzola, R. 
Doran, R. Luisi and J. A. Bull, Synthesis of Sulfoximine 
Carbamates by Rhodium-Catalyzed Nitrene Transfer of 
Carbamates to Sulfoxides, J. Org. Chem., 2015, 80, 6391-6399; 
(c) J. A. Bull, L. Degennaro and R. Luisi, Straightforward 
Strategies for the Preparation of NH-Sulfoximines: A 
Serendipitous Story, Synlett, 2017, 28, 2525-2538; (d) A. Tota, 
M. Zenzola, S. J. Chawner, S. St John-Campbell, C. Carlucci, G. 
Romanazzi, L. Degennaro, J. A. Bull and R. Luisi, Synthesis of 
NH-sulfoximines from sulfides by chemoselective one-pot N- 
and O-transfers, Chem. Commun., 2017, 53, 348-351; (e) M. 
Zenzola, R. Doran, L. Degennaro, R. Luisi and J. A. Bull, Transfer 
of Electrophilic NH Using Convenient Sources of Ammonia: 
Direct Synthesis of NH Sulfoximines from Sulfoxides, Angew. 
Chem., Int. Ed., 2016, 55, 7203-7207; (f) J. Miao, N. G. J. 
Richards and H. Ge, Rhodium-catalyzed direct synthesis of 
unprotected NH-sulfoximines from sulfoxides, Chem. 
Commun., 2014, 50, 9687-9689; (g) J. Wang, J. Zhang, K. Miao, 
H. Yun, H. C. Shen and W. Zhao, Eaton’s reagent-mediated 
metal-free and efficient synthesis of NH-sulfoximines, 
Tetrahedron Lett., 2017, 58, 333-337; (h) H. Yu, Z. Li and C. 
Bolm, Iron(II)‐Catalyzed Direct Synthesis of NH Sulfoximines 
from Sulfoxides, Angew. Chem., Int. Ed., 2018, 57, 324-327. 

8 For selected examples of sulfoximine functionalizations, see: 
(a) E. Boulard, V. Zibuslki, L. Oertel, P. Lienau, M. Schäfer, U. 
Ganzer and U. Lücking, Increasing Complexity: A Practical 
Synthetic Approach to Three‐Dimensional, Cyclic Sulfoximines 
and First Insights into Their in Vitro Properties, Chem. Eur. J., 
2020, 26, 4378-4388; (b) F. Krauskopf, K.-N. Truong, K. 
Rissanen and C. Bolm, [3+2]‐Cycloadditions of N‐Cyano 
Sulfoximines with 1,3‐Dipoles, Eur. J. Org. Chem., 2020, 2761-
2765; (c) H. Cheng, J. Wen and C. Bolm, Synthesis of N‐
Propargylsulfoximines by Copper‐Catalyzed A3‐Couplings, 
Chem. Eur. J., 2017, 23, 12100-12103; (d) H. Wang, D. Zhang, 
M. Cao and C. Bolm, Electrophilic Sulfoximidations of Thiols by 
Hypervalent Iodine Reagents, Synthesis, 2019, 51, 271-275; 
(e) P. K. Chinthakindi, G. C. Nandi, T. Govender, H. G. Kruger, 
T. Naicker and P. I. Arvidsson, An Efficient Protecting-Group-
Free Synthesis of Vinylic Sulfoximines via Horner–
Wadsworth–Emmons Reaction, Synlett, 2016, 27, 1423-1427; 
(f) S. Dong, M. Frings, H. Cheng, J. Wen, D. Zhang, G. Raabe 
and C. Bolm, Organocatalytic Kinetic Resolution of 
Sulfoximines, J. Am. Chem. Soc., 2016, 138, 2166-2169; (g) M. 
Brauns and N. Cramer, Efficient Kinetic Resolution of Sulfur‐
Stereogenic Sulfoximines by Exploiting CpXRhIII‐Catalyzed C−H 
Functionalization, Angew. Chem., Int. Ed., 2019, 58, 8902-
8906; (h) P. Das, P. Biswas and J. Guin, Palladium‐Catalyzed 
Decarboxylative ortho‐C(sp2)−H Aroylation of N‐Sulfoximine 
Benzamides at Room Temperature, Chem. Asian J., 2020, 15, 
920-925; (i) K. K. Rajbongshi, S. Ambala, T. Govender, H. G. 
Kruger, P. I. Arvidsson and T. Naicker, Microwave-Accelerated 
N-Acylation of Sulfoximines with Aldehydes under Catalyst-
Free Conditions, Synthesis, 2020, 52, 1279-1286; (j) A. Prieto, 
P. Diter, M. Toffano, J. Hannedouche and E. Magnier, 

Photoredox‐Initiated 1,2‐Difunctionalization of Alkenes with 
N‐Chloro S‐Fluoroalkyl Sulfoximines, Adv. Synth. Catal., 2019, 
361, 436-440; (k) P. Ghosh, B. Ganguly and S. Das, N‐H and C‐
H Functionalization of Sulfoximine: Recent Advancement and 
Prospects, Asian J. Org. Chem., 2020, DOI: 
10.1002/ajoc.202000320. 

9 For selected reviews, see: (a) K. Müller, C. Faeh and F. 
Diederich, Fluorine in Pharmaceuticals: Looking Beyond 
Intuition, Science, 2007, 317, 1881-1886; (b) Y. Zhou, J. Wang, 
Z. Gu, S. Wang, W. Zhu, J. L. Aceña, V. A. Soloshonok, K. Izawa 
and H. Liu, Next Generation of Fluorine-Containing 
Pharmaceuticals, Compounds Currently in Phase II–III Clinical 
Trials of Major Pharmaceutical Companies: New Structural 
Trends and Therapeutic Areas, Chem. Rev., 2016, 116, 422-
518; (c) J. Wang, M. Sánchez-Roselló, J. L. Aceña, C. del Pozo, 
A. E. Sorochinsky, S. Fustero, V. A. Soloshonok and H. Liu, 
Fluorine in Pharmaceutical Industry: Fluorine-Containing 
Drugs Introduced to the Market in the Last Decade (2001–
2011), Chem. Rev., 2014, 114, 2432-2506; (d) H.-J. Böhm, D. 
Banner, S. Bendels, M. Kansy, B. Kuhn, K. Müller, U. Obst-
Sander and M. Stahl, Fluorine in Medicinal Chemistry, 
ChemBioChem, 2004, 5, 637-643; (e) T. Fujiwara and D. 
O’Hagan, Successful fluorine-containing herbicide 
agrochemicals, J. Fluorine Chem., 2014, 167, 16-29. 

10  For reviews on fluorinated sulfoximines, see: (a) X. Shen and 
J. Hu, Fluorinated Sulfoximines: Preparation, Reactions and 
Applications, Eur. J. Org. Chem., 2014, 4437-4451; (b) V. Bizet, 
R. Kowalczyk and C. Bolm, Fluorinated sulfoximines: 
syntheses, properties and applications, Chem. Soc. Rev., 2014, 
43, 2426-2438; (c) A.-L. Barthelemy and E. Magnier, Recent 
trends in perfluorinated sulfoximines, Développements 
récents de la chimie des sulfoximines perfluorées, C. R. Chimie 
2018, 21, 711-722; for selected articles, see: (d) V. N. Boiko, 
N. V. Kiriii and L. M. Yagupolskii, The activation of SNAr 
reactions by the superstrong electron-withdrawing 
substituent CF3S(O)=NSO2CF3, J. Fluorine Chem., 1994, 67, 
119-123; (e) L. M. Yagupolskii, Aromatic compounds with new 
fluorine-containing substituents, J. Fluorine Chem., 1987, 36, 
1-28; (f) P. Kirsch, M. Lenges, D. Kühne and K.-P. Wanczek, 
Synthesis and Structural Characterization of Highly 
Fluorinated Sulfimides and Sulfoximides as Functional 
Building Blocks for Materials Science, Eur. J. Org. Chem., 2005, 
797-802; (g) C. Bohnen and C. Bolm, N-
Trifluoromethylthiolated Sulfoximines, Org. Lett., 2015, 17, 
3011-3013; (h) N. Nishimura, M. H. Norman, L. Liu, K. C. Yang, 
K. S. Ashton, M. D. Bartberger, S. Chmait, J. Chen, R. Cupples, 
C. Fotsch, J. Helmering, S. R. Jodan, R. K. Kunz, L. D. 
Pennington, S. F. Poon. A-. Siegmund, G. Sivits, D. J. Lloyd, C. 
Hale and D. J. S. Jean, Jr., Small Molecule Disruptors of the 
Glucokinase–Glucokinase Regulatory Protein Interaction: 3. 
Structure–Activity Relationships within the Aryl Carbinol 
Region of the N-Arylsulfonamido-N′-arylpiperazine Series, J. 
Med. Chem., 2014, 57, 3094-3116. 

11 F. Teng, J. Cheng and C. Bolm, Silver-Mediated N-
Trifluoromethylation of Sulfoximines, Org. Lett., 2015, 17, 
3166-3169. 

12 M. Miyasaka, K. Hirano, T. Satoh, R. Kowalczyk, C. Bolm and 
M. Miura, Copper-Catalyzed Direct Sulfoximination of Azoles 
and Polyfluoroarenes under Ambient Conditions, Org. Lett. 
2011, 13, 359-361. 

13 (a) W. D. G. Brittain and S. L. Cobb, Tetrafluoropyridyl (TFP): a 
general phenol protecting group readily cleaved under mild 
conditions, Org. Biomol. Chem., 2019, 17, 2110-2115; (b) W. 
D. G. Brittain and S. L. Cobb, Protecting Group-Controlled 
Remote Regioselective Electrophilic Aromatic Halogenation 
Reactions, J. Org. Chem., 2020, 85, 6862-6871. 

14 For the very few examples for N-functionalizations of NH-
sulfoximines by SNAr processes to be found in the patent 



COMMUNICATION Journal Name 

8 | J. Name., 2012, 00, 1-3 This journal is © The Royal Society of Chemistry 20xx 

Please do not adjust margins 

Please do not adjust margins 

literature, see:  (a) H. Barth, K. Steiner, H.-J. Betche, S. 
Schneider, U. Bayer, M. Westermayer and U. Wolfsperger 
(Gödecke AG), WO2000059883 (A2), 2000; (b) A. Plant, J. E. 
Boehmer and A. L. Peace (Syngenta Ltd.), WO2006037945 
(A1), 2006; (c) U. Lücking, A. Cleve, B. Haendler, H. Faus, S. 
Köhr and H. Irlbacher (Bayer Pharma AG) WO2011029537 
(A1), 2011. 

15 C. M. M. Hendriks, R. A. Bohmann, M Bohlem and C. Bolm, N‐
Alkylations of NH‐Sulfoximines and NH‐Sulfondiimines with 
Alkyl Halides Mediated by Potassium Hydroxide in Dimethyl 
Sulfoxide, Adv. Synth. Catal., 2014, 356, 1847-1852. 

16 (a) R. Berger, G. Resnati, P. Metrangolo, E. Weber and J. 
Hulliger, Organic fluorine compounds: a great opportunity for 
enhanced materials properties, Chem. Soc. Rev., 2011, 40, 
3496-3508; (b) G. R. Desirajum P. S. Ho, L. Kloo, A. C. Legon, R. 
Marquardt, P. Metrangolo, P. Politzer, G. Resnati and K. 
Rissanen, Definition of the halogen bond (IUPAC 
Recommendations 2013), Pure Appl. Chem., 2013, 85, 1711-
1713; (c) G. Cavallo, P. Metrangolo, R. Milani, T. Pilati, A. 
Priimagi, G. Resnati and G. Terraneo, The Halogen Bond, 
Chem. Rev., 2016, 116, 2478-2601; (d) R. L. Suta and S. M. 
Huber, Catalysis of Organic Reactions through Halogen 
Bonding, ACS Catal., 2019, 9, 9622-9639. 

17 For our first entry into the field of halogen bonding, see: A. 
Bruckmann, M. A. Pena and C. Bolm, Organocatalysis through 
Halogen-Bond Activation, Synlett, 2008, 900-902. 

18 J. Brandt and H.-J. Gais, An efficient resolution of (±)-S-methyl-
S-phenylsulfoximine with (+)-10-camphorsulfonic acid by the 
method of half-quantities, Tetrahedron: Asymmetry, 1997, 8, 
909-912. 

19 For pKa values of sulfoximines, see: (a) S. Oae, K. Harada, K. 
Tsujihara and N. Furukawa, Mass, IR, NMR, and UV 
Spectroscopic Studies and pKa, Values of Substituted 
Sulfoximines, Int. J. Sulfur Chem., A., 1972, 2, 49-61; (b) N. A. 
Meanwell, Synopsis of Some Recent Tactical Application of 
Bioisosteres in Drug Design, J. Med. Chem., 2011, 54, 2529-
2591; for pKa values of phenols, see: (c) F. G. Bordwell, R. J. 
McCallum and W. N. Olmstead, Acidities and hydrogen 
bonding of phenols in dimethyl sulfoxide, J. Org. Chem., 1984, 
49, 1424-1427. 

20 (a) M. Nihaz Khan, Salt and solvent effects on alkaline 
hydrolysis of N‐hydroxyphthalimide. Kinetic evidence for ion‐
pair formation, J. Phys. Org. Chem., 1994, 7, 412-419; for a 
review, see: (b) A. J. Parker, Protic-dipolar aprotic solvent 
effects on rates of bimolecular reactions, Chem. Rev., 1969, 
69, 1-32 and references within; (c) A. J. Parker, The effects of 
solvation on the properties of anions in dipolar aprotic 
solvents, Q. Rev. Chem. Soc., 1962, 16, 163-187. 

21 In THF, the reaction appears to be fast allowing to isolate 3a 
in 82% yield after only 1 h. For further details, see the 
Supporting Information. 

22 For selected reviews on super bases, see: (a) P. Caubère, 
Unimetal super bases, Chem. Rev., 1993, 93, 2317-2334; (b) 
M. Schlosser, Superbases for organic synthesis, Pure Appl. 
Chem., 1988, 60, 1627-1634; (c) B. A. Trofimov, 
Chalcogenation in Multiphase Superbase Systems, Sulfur Rep., 
1992, 11, 207-231; (d) P. A. A. Klusener, L. Brandsma, H. D. 
Verkruijsse, P. von Ragué Schleyer, T. Friedl and R. Pi, 
Superactive Alkali Metal Hydride Metalation Reagents: LiH, 
NaH, and KH, Angew. Chem., Int. Ed., 1986, 25, 465-466. 

23 For the application of KOH/DMSO in the formation of 
heterocycles, see: Y. Yuan, I. Thomé, S. H. Kim, D. Chen, A. 
Beyer, J. Bonnamour, E. Zuidema, S. Chang and C. Bolm, 
Dimethyl Sulfoxide/Potassium Hydroxide: A Superbase for the 
Transition Metal‐Free Preparation of Cross‐Coupling 
Products, Adv. Synth. Catal., 2010, 352, 2892-2898. 

24 CCDC 2027299 (for 4), CCDC-2027279 (for 3c), CCDC 2027281 
(for 3f), and CCDC 2027284 (for 3i) contain the supplementary 

crystallographic data for this paper. Full details of X-ray crystal 
structures refinements and experimental conditions are 
included in the supporting information file. These data can be 
obtained free of charge from the Cambridge Crystallographic 
Data Centre. 

25 For further results of these studies, see the Supporting 
Information. 

26 P. van Bonn, C. Bolm and J. G. Hernández, Mechanochemical 
Palladium‐Catalyzed Carbonylative Reactions Using Mo(CO)6

, 
Chem. Eur. J., 2020, 26, 2576-2580. 

27 For selected reviews on mechanochemistry, see: (a) S. L. 
James, C. J. Adams, C. Bolm, D. Braga, P. Collier, T. Friščić, F. 
Grepioni, K. D. M. Harris, G. Hyett, W. Jones, A. Krebs, J. Mack, 
L. Maini, A. Guy Orpen, I. P. Parkin, W. C. Shearhouse, J. W. 
Steed and D. C. Waddell, Mechanochemistry: opportunities 
for new and cleaner synthesis, Chem. Soc. Rev., 2012, 41, 413-
447; (b) T. Friščić, C. Mottillo and H. Titi, Mechanochemistry 
for Synthesis, Angew. Chem., Int. Ed., 2020, 59, 1018-1029; (c) 
A. Beillard, X. Bantreil, T.-X- Métro, J. Martinez and F. Lamaty, 
Alternative Technologies That Facilitate Access to Discrete 
Metal Complexes, Chem. Rev., 2019, 119, 7529-7609; (d) D. 
Tan and F. Garcia, Main group mechanochemistry: from 
curiosity to established protocols, Chem. Soc. Rev., 2019, 48, 
2274-2292; (e) J. L. Howard, Q. Cao and D. L. Browne, 
Mechanochemistry as an emerging tool for molecular 
synthesis: what can it offer?, Chem. Sci., 2018, 9, 3080-3094; 
(f) E. Colacino, A. Porcheddu, C. Charnay and F. Delogu, From 
enabling technologies to medicinal mechanochemistry: an 
eco-friendly access to hydantoin-based active pharmaceutical 
ingredients, React. Chem. Eng., 2019, 4, 1179-1188; (g) C. 
Bolm and J. G. Hernández, Mechanochemistry of Gaseous 
Reactants, Angew. Chem., Int. Ed., 2019, 58, 3285-3299. 

28 The halo-substituted products can be of particular interest 
due to their potential ability to undergo cross-coupling 
reactions as shown for related compounds. For examples, see: 
(a) P. Lamers, L. Buglioni, S. Koschmieder, N. Chatain and C. 
Bolm, Benzo[c]isothiazole 2‐Oxides: Three‐Dimensional 
Heterocycles with Cross‐Coupling and Functionalization 
Potential, Adv. Synth. Catal., 2016, 358, 3649-3653; (b) P. 
Lamers and C. Bolm, Tetrahydrobenzo[c]thieno[2,1-
e]isothiazole 4-Oxides: Three-Dimensional Heterocycles as 
Cross-Coupling Building Blocks, Org. Lett., 2018, 20, 116-118.  

29 (a) F. Schneider, T. Szuppa, A. Stolle, B. Ondruschka and H. 
Hopf, Energetic assessment of the Suzuki–Miyaura reaction: a 
curtate life cycle assessment as an easily understandable and 
applicable tool for reaction optimization, Green Chem., 2009, 
11, 1894–1899; (b) T. Seo, K. Kubota and H. Ito, Selective 
Mechanochemical Monoarylation of Unbiased 
Dibromoarenes by in Situ Crystallization, J. Am. Chem. Soc., 
2020, 142, 9884–9889. 

30 For degradation pathways of sulfoximines, see: S. Wiezorek, 
P. Lamers and C. Bolm, Conversion and degradation pathways 
of sulfoximines, Chem. Soc. Rev., 2019, 48, 5408-5423. 

31  For a review on N-arylated (non-fluorinated) sulfoximines, 
see: A. Hosseinian, L. Z. Fekri, A. Monfared, E. Vessally and N. 
Nikpassand, Transition-metal-catalyzed C–N cross-coupling 
reactions of N-unsubstituted sulfoximines: a review, J. Sulfur 
Chem., 2018, 39, 674-698. 

32 An interesting exception is (non-fluorinated) N-aryl 
dibenzothiophene sulfoximine. For a detailed study showing 
its use and applicability, see: Z. Li, H. Yu and C. Bolm, 
Dibenzothiophene Sulfoximine as an NH3 Surrogate in the 
Synthesis of Primary Amines by Copper‐Catalyzed C−X and 
C−H Bond Amination, Angew. Chem., Int. Ed., 2017, 56, 9532-
9535. 

33 For bond lengths, see page 201 in P. Müller, R. Herbst-Irmer, 
A. L. Spek, T. R. Schneider and M. R. Sawaya in Crystal 



Journal Name  COMMUNICATION 

This journal is © The Royal Society of Chemistry 20xx J. Name., 2013, 00, 1-3 | 9 

Please do not adjust margins 

Please do not adjust margins 

Structure Refinement: A Crystallographer’s Guide to SHELXL, 
Vol. 19, OUP Oxford, Oxford, 2006. 

34 A. Bondi, van der Waals Volumes and Radii, J. Phys. Chem., 
1964, 68, 441-451. 

35 For selected articles and reviews, see: (a) R. Puttreddy, J. M. 
Rautiainen, T. Mäkelä and K. Rissanen, Strong N−X⋅⋅⋅O−N 
Halogen Bonds: A Comprehensive Study on N‐Halosaccharin 
Pyridine N‐Oxide Complexes, Angew. Chem., Int. Ed., 2019, 
58, 18610-18618; (b) R. Puttreddy, O. Jurček, S. Bhowmik, T. 
Mäkelä and K. Rissanen, Very strong −N–X+⋯−O–N+ halogen 
bonds, Chem. Commun., 2016, 52, 2338-2341; (c) D. L. 
Widner, Q. R. Knauf, M. T. Merucci, T. R. Fritz, J. S. Sauer, E. D. 
Speetzen, E. Bosch and N. P. Bowling, Intramolecular Halogen 
Bonding Supported by an Aryldiyne Linker, J. Org. Chem., 
2014, 79, 6269-6278; (d) R. A. Thorson, G. R. Woller, Z. L. 
Driscoll, B. E. Geiger, C. A. Moss, A. L. Schlapper, E. D. 
Speetzen, E. Bosch, M. Erdélyi and N. P. Bowling, 
Intramolecular Halogen Bonding in Solution: 15N, 13C, and 19F 
NMR Studies of Temperature and Solvent Effects, Eur. J. Org. 
Chem., 2015, 1685-1695; (e) S. B. Hakkert and M. Erdélyi, 
Halogen bond symmetry: the N–X–N bond, J. Phys. Org. 
Chem., 2015, 28, 226-233; (f) D. C. Georgiou, P. Butler, E. C. 
Browne, D. J. D. Wilson and J. L. Dutton, On the Bonding in Bis-
pyridine Iodonium Cations, Aust. J. Chem., 2013, 66, 1179-
1188. 

36 P. Thordarson, Determining association constants from 
titration experiments in supramolecular chemistry, Chem. 
Soc. Rev., 2011, 40, 1305-1323. 

 
 
 
 


