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ABSTRACT We have developed a palladium-catalyzed cascade reaction allowing an efficient 

synthesis of 4-aryl-1,2,3,4-tetrahydroquinolines from N-allyl-N-arylsulfonamides and 

benzenesulfonyl chlorides.  In this transformation, two C(sp
2
)-C(sp

3
) bonds were formed via 

activation of C(sp
2
)-H bonds.  The reaction proceeds using easily accessible PdCl2 catalyst, with 

Li2CO3 as inexpensive base and CuBr as additive and tolerates a wide variety of substituents on 

both reaction partners. 
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Introduction 

One current important area of modern synthetic chemistry is the development of methods 

minimizing both the requisite number of steps and formation of wastes.  Among these methods, 

the metal-catalyzed functionalization of C-H bonds has emerged as a simpler and “greener” way 

for the access to useful molecules for biological or material applications, as such processes are 

capable of forming similar products while avoiding the use of stoichiometric organometallic 

reagents.  Most of the examples of such C-H bond functionalizations concern the formation of C-

C bonds via arylations, alkylations or alkenylations;
1
 whereas, the formation of two C-C bonds 

via consecutive Heck type reaction followed by an sp
2
 C-H bond activation has attracted less 

attention.
2,3

  Among rare examples, Fagnou et al. described the formation of indolines from 2-

bromoaniline derivatives and heteroarenes via a domino palladium-catalyzed Heck-

intermolecular direct arylation.
3d

  In 2012, Wu et al. described the synthesis of 4-polyfluoroaryl 

pyrrolo[1,2-a]quinolines via intermolecular followed by intramolecular palladium-catalyzed sp
2
 

C-H bond activations.
3e

  Recently, Zhu and co-workers reported the synthesis of [3,4]-fused 

oxindoles via a double palladium-catalyzed sp
2
 C-H bond activation.

3g
  On the other hand, the 

Heck reaction
4,5

 using N-allylbenzenesulfonamides and aryl halides as coupling partners has 

been described by Y. Dong (Scheme 1 top).
6
   

In this article, we report on the unexpected one pot synthesis of 4-aryl-1,2,3,4-

tetrahydroquinolines, from N-allyl-N-benzenesulfonamides and ArSO2Cl through a palladium-

catalyzed cascade desulfitative addition–cyclization reaction (Scheme 1, bottom).
7-9  

It should be 

mentioned that 1,2,3,4-tetrahydroquinoline is an important motif found in numerous compounds 

with important antitumoral, antibacterial or antioxidant activities.
10

  Several methods are leading 

to the synthesis of 1,2,3,4-tetrahydroquinolines, including partial reduction of quinolines, 
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 3

condensation of anilines with two molecules of an aldehyde, or from a Schiff base and an 

alkene.
10,11

  However, most of these methods involve a multi-steps synthesis and in several cases 

does not allow the introduction of specific functional groups at the desired positions. 

 
Scheme 1. 

Results and discussion 

The N-allyl-N-arylsulfonamides 1-22 were first prepared in high yields from anilines, methyl- or 

benzene-sulfonyl chlorides and allyl bromides (Scheme 2). 

 

Scheme 2. Structures of 1-22 

We then examined the influence of the conditions on the products formation using N-allyl-N-p-

tolylbenzenesulfonamide 1 and 4-methylbenzenesulfonyl chloride as the coupling partners 

(Table 1).  Using PdCl2 catalyst and Li2CO3 as base in dioxane as reaction conditions, which had 

been previously found operative for direct arylations of heterocycles,
12

 no reaction occurred.  On 

Page 3 of 18

ACS Paragon Plus Environment

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



 4

the other hand, under the same conditions, but in the presence of 1.1 equiv. of CuBr as additive, 

the unexpected 4-tolyl-1,2,3,4-tetrahydroquinoline 24 –resulting from a formal 6-endo-trig 

cyclization after desulfitative addition– was obtained in 75% yield with 89% conversions of 1 

(Table 1, entry 2).  It should be noted that no formation of the expected Heck type product 23 

was observed under these conditions.  The use of Pd(OAc)2, PdCl2(MeCN)2, PdCl(C3H5)(dppb), 

Pd(TFA)2 or Pd2(dba)3 catalysts did not increase the yield in the desired product 24 (Table 1, 

entries 3-7).  With Pd2(dba)3 catalyst in the absence of CuBr, deallylated 1 was the major 

product.  With PdCl2 catalyst, a decrease of the CuBr loading to 0.1 equiv. had almost no 

influence on the yield in 24; whereas using 1 mol% CuBr gave 24 in low yield (Table 1, entries 

9-11).  Then, the influence of several bases was examined using 5 mol% of PdCl2 associated to 

0.5 equiv. of CuBr.  Lower yields in 24 were obtained with K2CO3 and Na2CO3; whereas, 

Cs2CO3 or a reaction without base were completely ineffective (Table 1, entries 12-15).  The 

decrease of the reaction temperature to 100 °C also affords 24 in good yield (Table 1, entry 16).  

The influence of a few solvents was also investigated.  No reaction occurred in xylene or DMF; 

whereas 1 was obtained in 65% yield in diethyl carbonate (Table 1, entries 17-19).  The addition 

of 1.2 equiv. of TEMPO was found to quench almost completely the reaction without its 

incorporation in 1 or 2.  This result suggests that no radical species is involved in this 6-endo-trig 

cyclization (Table 1, entry 20).  From 1 using 5 mol% PdCl2 catalyst in the presence of CuBr and 

Li2CO3 at 140 °C, but without benzenesulfonyl chloride, no cyclization to afford a 1,2,3,4-

tetrahydroquinoline occurred and 1 was recovered (Table 1, entry 21).  When CuBr2 was used as 

additive instead of CuBr, a low conversion of 1 was observed, and 24 was formed in very low 

yield together with unidentified side-products (Table 1, entry 22).  Finally, the replacement of 1 

by tert-butyl allyl(phenyl)carbamate led to several unidentified side-products; whereas, the 
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 5

desired cyclized product was not detected by GC/MS analysis of the crude mixture (Table 1, 

entry 23).   

Table 1. Influence of the Reaction Conditions for the Po-Catalyzed Functionalization of 1. 

 

Entry Catalyst (mol%) Base CuBr (equiv.)Temp (°C) Conv.  

of 1 (%) 

Yield in 24 

(%) 

1 PdCl2 Li2CO3 - 140 <10 0 

2 PdCl2 Li2CO3 1.1 140 89 75 

3 Pd(OAc)2 Li2CO3 1.1 140 81 75 

4 PdCl2(CH3CN)2 Li2CO3 1.1 140 83 74 

5 PdCl(C3H5)(dppb) Li2CO3 1.1 140 76 68 

6 Pd(TFA)2 Li2CO3 1.1 140 70 67 

7 Pd2(dba)3 Li2CO3 1.1 140 74 53 

8 Pd2(dba)3 Li2CO3 - 140 100 trace 

9 PdCl2 Li2CO3 0.5 140 88 83 

10 PdCl2 Li2CO3 0.1 140 80 73 

11 PdCl2 Li2CO3 0.01 140 23 20 

12 PdCl2 K2CO3 0.5 140 73 31 

13 PdCl2 Na2CO3 0.5 140 85 42 

14 PdCl2 Cs2CO3 0.5 140 0 0 

15 PdCl2 - 0.5 140 40 0 

16 PdCl2 Li2CO3 0.5 100 83 74 

17 PdCl2 Li2CO3 0.5 120 0 0
a
 

18 PdCl2 Li2CO3 0.5 120 0 0
b
 

19 PdCl2 Li2CO3 0.5 120 72 65
c
 

20 PdCl2 Li2CO3 0.5 140 <10 <5
d
 

21 PdCl2 Li2CO3 0.5 140 0 0
e
 

22 PdCl2 Li2CO3 0.5
f
 140 30 <10 

23 PdCl2 Li2CO3 0.5 140 <20
g
 - 
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 6

Conditions: 1 (1 equiv.), p-TolSO2Cl (2 equiv.), base (3 equiv), 1,4-dioxane. 
a
 in xylene, 

b
 in DMF, 

c
 in diethyl 

carbonate, 
d
 p-TolSO2Cl (1 equiv.) and TEMPO as additive (1.2 equiv.), 

e
 without p-TolSO2Cl. 

f
 CuBr2 instead of 

CuBr, 
g
 Using tert-butyl allyl(phenyl)carbamate instead of 1. 

The use of benzenesulfonyl chlorides as coupling partner is crucial for this reaction, as 4-

bromotoluene under conditions i led to starting material 1; whereas the use of PdCl(C3H5)(dppb) 

catalyst and K2CO3 as base in DMF (conditions ii) selectively afforded the Heck type product 23 

in 77% yield (Scheme 3). 

  

Scheme 3. Control Reaction with an Aryl Bromide 

Then, the scope of the ArSO2Cl substituent for the synthesis of 4-aryl-1,2,3,4-

tetrahydroquinoline derivatives from 1 was examined using 5 mol% PdCl2 catalyst in the 

presence of 0.5 equiv. of CuBr and Li2CO3 at 140 °C as reaction conditions (Scheme 4).  Both 4-

cyano- and 4-methoxybenzenesulfonyl chlorides afforded the target products 25 and 26 in 72% 

and 95% yields, respectively.  The reaction also proceeded nicely in the presence of PhSO2Cl or 

1-naphthyl-SO2Cl to give 27 and 28 in 75% and 71% yields, respectively.  A thiophene-2-

carboxylate bearing a SO2Cl substituent at C3 was also employed.  Again the expected product 

29 was obtained in good yield.  The influence of the SO2R moiety on the N-allyl-N-

arylsulfonamide was also investigated.  A 4-bromobenzenesulfonamide was tolerated to afford 

30 in 67% yield, without cleavage of the C-Br bond.  The reaction also proceeds nicely with N-

allyl-N-phenylmethanesulfonamide 3, as the coupling with 4-methyl-, 4-chloro-, and 4-bromo-

benzenesulfonyl chlorides affords the target products 31-33 in 74-75% yields.  A lower yield in 

34 was obtained from 2,3,4-trifluorobenzenesulfonyl chloride and 3.  It is worth mentioning that 
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 7

even 5-bromothiophene-2-sulfonyl chloride afforded the desired product 35 in 78% yield, 

without cleavage of the thienyl C-Br bond. 

 
Scheme 4. Scope of the ArSO2Cl and SO2R

1
 Substituents.   

The influence of the substituents on the aniline moiety was also examined (Scheme 5).  From N-

allyl-N-(4-bromophenyl)methanesulfonamide 4 and p-TolSO2Cl as reaction partner, 36 was 

obtained in 42% yield.  A 4-iodo substituent on the aniline was also tolerated to afford 37 and 40 

in 68% and 67% yields.  In both cases, the reaction was highly chemoselective, as the C–X 

bonds were not involved in the cascade process.  Electron-donating substituents on the aniline 

part were tolerated as both N-allyl-N-(4-methylphenyl)methanesulfonamide 6 and N-allyl-N-(4-

methoxyphenyl)methanesulfonamide 7 led to 38 and 39 in good yields. 

Page 7 of 18

ACS Paragon Plus Environment

ACS Catalysis

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



 8

The influence of substituent on the N-allyl moiety was also investigated.  From (E)-N-(but-2-

enyl)-N-phenylmethanesulfonamide 8 and p-TolSO2Cl, 41 was obtained in 81% as a single 

diastereomer.  Similar results were obtained for the coupling of 8 and 9 with 4-fluoro- and 4-

methoxybenzenesulfonyl chlorides affording 42 and 43 in 78% and 88% yields, respectively.  

The trans-stereochemistry was unambiguously assigned by X-ray analysis of 43 (see SI).  The 

regioselectivity of the reaction with aniline derivatives bearing meta-bromo or meta-methoxy 

substituents was then studied.  In both cases, the formation of mixture of 1,2,3,4-

tetrahydroquinolines was obtained.  The major products 44a and 45a arises from coupling at less 

hindered position.  Similar regioselectivity was observed using 3,4-dimethylaniline, as 46a and 

46b were obtained in 12:5 ratio.  The reactivity of several fluoro-containing N-allyl-N-

(aryl)methanesulfonamides was also examined.  4-Fluoroaniline and 3,5-difluoroaniline 

derivatives 13 and 14 gave the 1,2,3,4-tetrahydroquinolines 47 and 48 in 72% and 77% yields, 

respectively with formation of only trace amount of Heck type products.  On the other hand, a 

very significant effect of aniline ortho-fluoro or methyl substituents was observed.  From both N-

(2,4-difluorophenyl)methanesulfonamide 15 and N-(2-methylphenyl)methanesulfonamide 16 

using p-TolSO2Cl as the reaction partner, only the Heck type products 49 and 50 were obtained.  

This result might be explained by lower degree of freedom of C–N bond, which prevents the 

suitable conformation for the formal 6-endo-trig cyclization.  An aniline substituted at C4 by an 

electron-withdrawing group such as ethyl ester led to a mixture of Heck type product 51a and 

tetrahydroquinoline 51b in 5:1 ratio; whereas, an aniline bearing a para-thienyl at C4 only gave 

tetrahydroquinoline 52 in 83% yield.  Finally the reactivity of N-allyl-N-

cyclohexylmethanesulfonamide 19 was examined.  No sp
3
 C-H bond functionalization of the 
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 9

cyclohexyl moiety was observed and the Heck type product 53 was selectively obtained in 78% 

yield.  

 

Scheme 5. Scope of the Substituents on the Aniline and Allyl moieties. 
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 10

Interestingly, the reaction is not limited to the use of aniline derivatives.  From 5-aminopyrazole 

derivative 54 and 4-methyl- or 4-chloro-benzenesulfonyl chlorides, the expected products 55 and 

56 were obtained in 83% and 81% yields, respectively (Scheme 6).  Even 5-bromothiophene-2-

sulfonyl chloride reacts with 54 to afford 57 in 85% yield, without cleavage of the thienyl C-Br 

bond. 

 

Scheme 6. Reactivity of 5-Aminopyrazole Derivative 54. 

Then, a set of reactions was performed in order to get a better insight into the reaction 

mechanism.  N-cinnamyl-N-phenylsulfonamide derivative 20 in the presence of CuBr and 

Li2CO3 at 140 °C, with or without Pd-catalyst was recovered unreacted (Scheme 7, a).  On the 

other hand, from 20 and PhSO2Cl, the Heck type product 58 was selectively obtained in 57% 

yield (Scheme 7, b).  This is probably due to the higher acidity of the C-H bond of the CHPh2 

motif obtained after insertion of the C=C bond into the Ar-Pd bond, which favors the β-H 

elimination.  From N-allyl-N-(2,4,6-trimethylphenyl)methanesulfonamide 21, again only the 

Heck type product 59 was obtained in 38% yield (Scheme 7, c).  No sp
3
 C-H bond activation of 

the aniline methyl substituents was observed.  The presence of a SO2R substituent on the aniline 

derivative is also crucial as N-allyl-N-ethylaniline 60 led to 61 in 68% yield (Scheme 7, d). 
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 11

 

Scheme 7. Mechanistic Investigations 

Finally, labelling experiments were carried out.  From deuterated aniline derivative 22, 62 was 

obtained in 63% yield, without any incorporation of deuterium (Scheme 8, top).  An equimolar 

mixture of 4 and 22 led to the formation of 31 and 62 in 56:44 ratio showing no significant effect 

of the use of a deuterated aniline derivative on the reaction rate (Scheme 8, middle).  This result 

suggests that the C-H bond activation step is probably not rate limiting for the catalytic cycle.  

From the N-allyl-N-phenylmethanesulfonamide 63 containing two deuterium atoms on the allyl 

moiety (Scheme 8, bottom), the formation of 64 as a mixture of two diastereomers was observed. 

The deuterium migration seems to confirm a mechanism involving a β-D elimination followed 

by a reinsertion in the Pd-D species (See scheme 9). 
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SO2Me

+N

22 1 equiv.

SO2Me

d5

2 equiv.

PdCl2 5 mol%

CuBr (0.5 equiv.),
dioxane, Li2CO3,

140 °C, 20h

N

SO2Me

p-Tol

62 63%

d4

N

4 1 equiv.

SO2Me

N

SO2Me

p-Tol

31

+

N

22 1 equiv.

SO2Me

d5 1 equiv.

PdCl2 5 mol%

CuBr (0.5 equiv.),
dioxane, Li2CO3,

140 °C, 20h

N

SO2Me

p-Tol

62

+ d4

Ratio 31:62 56:44

p-Tol-SO2Cl

p-Tol-SO2Cl

PdCl2 5 mol%

CuBr (0.5 equiv.),
dioxane, Li2CO3,

140 °C, 20h

+

64 57%

Ph
N D

D

2 equiv.

p-Tol-SO2Cl

63 1 equiv.
N

SO2Me

p-Tol

D
D

Ratio of diastereomers 53:47  

Scheme 8. Experiments using Deuterated Derivatives 

Although the mechanism is not yet elucidated, on the basis of the preliminary mechanistic study 

and on the previous reports, a catalytic cycle can be proposed (Scheme 9).  The first step of is 

probably the oxidative addition of ArSO2Cl to a Pd(0) species and release of SO2 to afford the 

Pd(II) intermediate A, although a Pd(II)/Pd(IV) mechanism is also possible.
13

  Then, A affords B 

by coordination of the N-allyl-N-phenylmethanesulfonamide.  Insertion of the allyl C=C bond 

into the Ar-Pd bond affords C.  Then, C-H bond activation affords the 6-membered palladacycle 

D and releases LiCl/LiHCO3.  As benzylic C-H are quite acidic, D might give E via β-H 

elimination.  Finally, reinsertion in the Pd-D bond affords the 7-membered palladacycle F which 
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 13

releases, via reductive elimination, the 1,2,3,4-tetrahydroquinoline derivative and regenerates 

Pd(0). 

Ar

Pd(0)

Ar
PdClOxidative

Addition

Ar

Pd

Reductive
Elimination

A

B

C

D

-Elimination

SO2

N

MeO2S

Cl

N

MeO2S

Li2CO3
N

S
O2Me

Pd

N
MeO2S

Ar

Ar

Pd

N

Ar

MeO2S

H

Pd

N
S

Ar

Me

O
O

DD

D

D

D
D

D
D

D

D
D

D

Pd

N

MeO2S

D
Ar

D

N

MeO2S

Ar

SO2Cl

E

F

LiCl, LiHCO3

Insertion
Cl

 

Scheme 9. Proposed Catalytic Cycle 

Formation of 1,2,3,4-tetrahydroquinoline does not result from a Pd-catalyzed cyclisation of the 

β-elimination product (See, scheme 7, a).  Currently available data do not allow to explain the 

remarkable effect of copper in this reaction.  It might work in synergy with palladium for the 

desulfitative process,
14

 or activate palladium. 
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 14

Conclusions 

In summary, we report here the first palladium-catalyzed synthesis of 4-aryl-1,2,3,4-

tetrahydroquinoline derivatives via successive insertion of an alkene into a Pd-Ar bond followed 

by an intramolecular sp
2
 C-H functionalization.  The reaction is chemo- and diastereo-selective 

and proceeds with an easily accessible phosphine-free air stable palladium catalyst, and Li2CO3 

as inexpensive base associated to CuBr.  The reaction can be successful for a variety of 

substituents both on aniline, allyl and on the benzenesulfonyl moieties.  Due to the described 

usefulness of 1,2,3,4-tetrahydroquinoline derivatives, such simple reaction conditions offer a 

new attractive method for access to such structures. 

 

Experimental Section 

General procedure for the synthesis of N-allyl-N-phenylmethanesulfonamides 1-22, 54, 63: 

A mixture of the aniline derivative (5 mmol) and triethylamine (0.505 g, 5 mmol) was stirred in 

CH2Cl2 (15 mL) at 22 °C, then, R
2
SO2Cl (5 mmol) was slowly added to the mixture and the 

reaction was monitored by TLC. When a complete conversion of the starting material was 

observed, the mixture was concentrated then filtrated through a short silica column and 

evaporated to afford the desired aryl sulfamide.  A mixture of this aryl sulfamide, allyl bromide 

derivative (7.5 mmol) and K2CO3 (1.725 g, 12.5 mmol) in acetone (30 mL) was refluxed 

overnight.  After reaction cooling down, the mixture was concentrated and purified by silica gel 

chromatography (ethyl acetate/pentane) to afford the desired products 1-22, 54 and 63. 

General procedure for the synthesis of 24-53, 55-62 and 64: 
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To an oven dried 25 mL Schlenk tube under argon, N-allyl-N-phenylsulfonamides (0.5 mmol), 

arenesulfonyl chlorides (1.0 mmol), PdCl2 (4.4 mg, 0.0025 mmol), CuBr (0.035 g, 0.25 mmol), 

Li2CO3 (0.110 g, 1.5 mmol) and 1,4-dioxane (1.5 mL) were successively added.  Then, the 

reaction mixture was settled in a preheated (140 
o
C) oil bath for 20 h under stirring. Upon the 

reaction finished, the crude mixture was purified on silica chromatography (ethyl ether/ pentane, 

ethyl acetate/ pentane). 

4-p-Tolyl-1-tosyl-1,2,3,4-tetrahydroquinoline (24):  From N-allyl-N-p-

tolylbenzenesulfonamide 1 (0.144 g, 0.5 mmol) and 4-methylbenzenesulfonyl chloride (0.191 g, 

1 mmol), 24 was obtained in 83% (0.156 g) yield as a white solid: mp 107-109 °C.  
1
H NMR 

(400 MHz, CDCl3): δ 7.97 (d, J = 8.2 Hz, 1H), 7.56 (d, J = 8.3 Hz, 2H), 7.29-7.20 (m, 3H), 7.02 

(t, J = 7.6 Hz, 1H), 6.98 (d, J = 7.9 Hz, 2H), 6.78 (d, J = 7.7 Hz, 1H), 6.55 (d, J = 8.3 Hz, 2H), 

4.15-4.07 (m, 1H), 3.83 (dd, J = 8.5, 7.0 Hz, 1H), 3.80-3.70 (m, 1H), 2.45 (s, 3H), 2.31 (s, 3H), 

2.00-1.88 (m, 1H), 1.77-1.65 (m, 1H).  
13

C NMR (100 MHz, CDCl3): δ 143.6, 142.0, 137.0, 

136.8, 136.0, 132.9, 130.3, 129.7, 129.1, 128.1, 127.4, 126.8, 125.0, 124.6, 45.5, 43.0, 30.3, 21.6, 

21.0. Elemental analysis: calcd (%) for C23H23NO2S (377.50): C 73.18, H 6.14; found: C 73.30, 

H 6.00. 

 

ASSOCIATED CONTENT 

Supporting Information.  

Reaction procedures and 
1
H and 

13
C NMR of all new compounds. This material is available free 

of charge via the Internet at http://pubs.acs.org.” 

AUTHOR INFORMATION 

Corresponding Author 

E-mail:  jean-francois-soule@univ-rennes1.fr; henri.doucet@univ-rennes1.fr 

Page 15 of 18

ACS Paragon Plus Environment

ACS Catalysis

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



 16

Author Contributions 

The manuscript was written through contributions of all authors. All authors have given approval 

to the final version of the manuscript.  

ACKNOWLEDGMENT 

We thank the ministère de la recherche for a fellowship to K. Y. and the Centre National de la 

Recherche Scientifique and “Rennes Metropole” for providing financial support. 

REFERENCES 

(1) For reviews on Pd-catalyzed C-H bond activation: (a) Alberico, D.; Scott, M. E.; Lautens, 

M. Chem. Rev. 2007, 107, 174-238; (b) Satoh, T.; Miura, M. Chem. Lett. 2007, 36, 200-205; (c) 

Lewis, C.; Bergman, R. G.; Ellman, J. A. Acc. Chem. Res. 2008, 41, 1013-1025; (d) Bellina, F.; 

Rossi, R. Tetrahedron 2009, 65, 10269-10310; (e) Ackermann, L.; Vicente, R.; Kapdi, A. 

Angew. Chem. Int. Ed. 2009, 48, 9792-9826; (f) Chen, X.; Engle, K. M.; Wang, D.-H.; Yu, J.-Q. 

Angew. Chem. Int. Ed. 2009, 48, 5094-5115; (g) Joucla, L.; Djakovitch, L. Adv. Synth. Catal. 

2009, 351, 673-714; (h) Sun, C.-L.; Li, B.-J.; Shi, Z.-J. Chem. Commun. 2010, 46, 677-685; (i) 

Ackermann, L. Chem. Rev. 2011, 111, 1315-1345; (j) McMurray, L.; O’Hara, F.; Gaunt, M. J. 

Chem. Soc. Rev. 2011, 40, 1885-1898; (k) Kuhl, N.; Hopkinson, M. N.; Wencel-Delord, J.; 

Glorius, F. Angew. Chem. Int. Ed. 2012, 51, 10236-10254; (l) Yamaguchi, J.; Yamaguchi, A. D.; 

Itami, K. Angew. Chem., Int. Ed. 2012, 51, 8960-9009; (m) Neufeldt, S. R.; Sanford, M. S. Acc. 

Chem. Res. 2012, 45, 936-946; (n) Wencel-Delord, J.; Glorius, F. Nature Chem. 2013, 5, 369-

375; (o) Rossi, R.; Bellina, F.; Lessi, M.; Manzini, C. Adv. Synth. Catal. 2014, 356, 17-117; (p) 

Zhang, M.; Zhang, Y.; Jie, X.; Zhao, H.; Li, G.; Su, W. Org. Chem. Front. 2014, 1, 843-895; (q) 

Schranck, J.; Tlili, A.; Beller, M. Angew. chem. Int. Ed. 2014, 53, 9426-9428; (r) Bheeter, C. B.; 

Chen, L.; Soulé, J.-F.; Doucet, H. Cat. Sci. Technol. 2016, 6, 2005-2049. 

(2) For examples of synthesis of heterocycles via Pd-catalyzed molecular queuing processes: 

(a) Grigg, R.; Sridharan, V. Pure. & Appl. Chem. 1998, 70, 1047-1057; (b) De Meijere, A.; Von 

Zezschwitz, P.; Bräse, S. Acc. Chem. Res. 2005, 38, 413-422; (c) Gao, R.-D.; Xu, Q.-L.; Dai, L.-

X.; You, S.-L. Org. Biomol. Chem. 2016, 14, 8044-8046. For the synthesis of phenazines via Pd-

catalyzed C-H bond activation: (d) Seth, K.; Raha Roy, S.; Chakraborti, A. K. Chem. Commun. 

2016, 52, 922-925. 

(3) (a) Brown, D.; Grigg, R.; Sridharan, V.; Tambyrajah, V. Tetrahedron Lett. 1995, 36, 

1837-1840; (b) Ruck, R. T.; Huffman, M. A.; Kim, M. M.; Shevlin, M.; Kandur, W. V.; Davies, 

I. W. Angew. Chem., Int. Ed. 2008, 47, 4711-4714; (c) Satyanarayana, G.; Maichle-Mössmer, C.; 

Maier, M. E. Chem. Commun. 2009, 1571-1573; (d) René, O.; Lapointe, D.; Fagnou, K. Org. 

Lett. 2009, 11, 4560-4563; (e) Ye, S.; Liu, J.; Wu, J. Chem. Commun. 2012, 48, 5028-5030; For 

related Pd-catalysed domino Heck C-H functionalization reactions: (f) Tietze, L. F.; Hungerland, 

T.; Düfert, A.; Objartel, I.; Stalke, D. Chem. Eur. J. 2012, 18, 3286-3291; (g) Bunescu, A.; Piou, 

T.; Wang, Q.; Zhu, J. Org. Lett. 2015, 17, 334-337. 

Page 16 of 18

ACS Paragon Plus Environment

ACS Catalysis

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

http://pubs.acs.org/action/showLinks?pmid=26581451&crossref=10.1039%2FC5CC08640J
http://pubs.acs.org/action/showLinks?system=10.1021%2Fcr0509760


 17

(4) For reviews on Heck type reaction: (a) Heck, R. F. Acc. Chem. Res. 1979, 12, 146-151; 

(b) de Vries J. G. Can. J. Chem. 2001, 79, 1086-1092; (c) The Mizoroki–Heck Reaction, ed. 

Oestreich, M. Wiley, 2009; (d) Mc Cartney, D.; Guiry, P. J. Chem. Soc. Rev. 2011, 40, 5122-

5150. 

(5) For Heck type reaction with benzenesulfonyl chlorides: (a) Miura, M.; Hashimoto, H.; 

Itoh K.; Nomura, M. Tetrahedron Lett. 1989, 30, 975-976; (b) Miura, M.; Hashimoto, H.; Itoh 

K.; Nomura, M. J. Chem. Soc., Perkin Trans. 1 1990, 2207-2211; (c) Dubbaka, S. R.; Vogel, P. 

Chem. Eur. J. 2005, 11, 2633-2641. 

(6) For Heck reactions with N-allylsulfonamides and aryl halides: (a) Dong, Y.; Busacca, C. 

A. J. Org. Chem. 1997, 62, 6464-6465; (b) Proudfoot, J. R.; Patel, U. R.; Dyatkin, A. B. J. Org. 

Chem. 1997, 62, 1851-1853; (c) Wang, L.; Pan, Y.; Hu, H. Heterocycl. Commun. 2012, 18, 147-

150. 

(7) For a review on transition-metal catalyzed desulfitative couplings: Yuan, K.; Soulé, J. F.; 

Doucet, H. ACS Catal. 2015, 5, 978-991. 

(8) (a) Zhao, X.; Dimitrijevic E.; Dong, V. M. J. Am. Chem. Soc. 2009, 131, 3466-3467; (b) 

Zhao X.; Dong, V. M. Angew. Chem., Int. Ed. 2011, 50, 932-934; (c) Chen, R.; Liu, S.; Liu, X.; 

Yang L.; Deng, G.-J. Org. Biomol. Chem. 2011, 9, 7675-7679. 

(9) For a review on transition-metal mediated C-S bond activation: Wang, L.; He W.; Yu, Z. 

Chem. Soc. Rev. 2013, 42, 599-621. 

(10) For a review on the synthesis of 1,2,3,4-tetrahydroquinolines: (a) Katritzky, A. R.; 

Rachwal, S.; Rachwal, B. Tetrahedron 1996, 52, 15031-15070; For recent examples of 1,2,3,4-

tetrahydroquinolines synthesis: (b) Dorey, G.; Lockhart, B.; Lestage, P.; Casara, P. Bioorg. Med. 

Chem. Lett. 2000, 10, 935-939; (c) Liu, H.; Dagousset, G.; Masson, G.; Retailleau, P.; Zhu, J. J. 

Am. Chem. Soc. 2009, 131, 4598-4599; (d) Ramesh, E.; Manian, R. D. R. S.; Raghunathan, R.; 

Sainath, S.; Raghunathan, M. Bioorg. Med. Chem. 2009, 17, 660-666; (e) Kouznetsov, V. V.; 

Arenas, D. R. M.; Arvelo, F.; Forero, J. S. B.; Sojo, F.; Muñoz, A. Lett. Drug Des. Discovery 

2010, 7, 632-639; (f) Yan, M.; Jin, T.; Chen, Q.; Ho, H. E.; Fujita, T.; Chen, L.-Y.; Bao, M.; 

Chen, M.-W.; Asao, N.; Yamamoto Y. Org. Lett., 2013, 15, 1484-1487. 

(11) (a) Larock, R. C.; Berrios-Pena, N. G.; Fried, C. A.; Yum, E. K.; Tu, C.; Leong, W. J. 

Org. Chem. 1993, 58, 4509-4510; (b) Li, H. Y.; Horn, J.; Campbell, A.; House, D.; Nelson, A.; 

Marsden, S. P. Chem. Commun. 2014, 50, 10222-10224; (c) Dai, W.; Jiang, X.-L.; Tao, J.-Y.; 

Shi, F. J. Org. Chem. 2016, 81, 185-192.  

(12) (a) Yuan, K.; Doucet, H. Chem. Sci. 2014, 5, 392-396; (b) Loukotova, L.; Yuan, K.; 

Doucet, H. ChemCatChem 2014, 6, 1303-1309; (c) Jin, R.; Yuan, K.; Chatelain, E.; Soulé, J.-F.; 

Doucet, H. Adv. Synth. Catal. 2014, 356, 3831-3841. 

(13) For reviews on Pd(II)/Pd(IV) catalysis: (a) Muniz, K. Angew. Chem. Int. Ed. 2009, 48, 

9412-9423; (b) Canty, A. J. Dalton Trans. 2009, 10409-10417; (c) Lyons, T. W.; Sanford, M. S. 

Chem. Rev. 2010, 110, 1147-1169; (d) Topczewski, J. J.; Sanford, M. S. Chem. Sci. 2015, 6, 70-

76. 

(14) Zeng, X.; Ilies, L.; Nakamura, E. J. Am. Chem. Soc. 2011, 133, 17638-17640. 

 

 

Page 17 of 18

ACS Paragon Plus Environment

ACS Catalysis

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



 18

 

Page 18 of 18

ACS Paragon Plus Environment

ACS Catalysis

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60

http://pubs.acs.org/action/showImage?doi=10.1021/acscatal.6b02586&iName=master.img-1702.jpg&w=233&h=114
http://pubs.acs.org/action/showImage?doi=10.1021/acscatal.6b02586&iName=master.img-1702.jpg&w=233&h=114



