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ABSTRACT: A highly efficient and practical protocol for
palladacycle-catalyzed decarboxylative coupling of alkynyl
carboxylic acids with aryl chlorides was developed. The reaction
could proceed smoothly in air within 3 h under optimized
reaction conditions (1 mol % of palladacycle, 4 mol % of Xphos,
2.0 equiv of K,COj in xylene/H,0), affording the corresponding
internal alkynes in mostly good to excellent yields. Remarkably,
this result represents the first successful examples of this type of
decarboxylative cross-coupling using electron-poor, electron-
neutral and even inactive sterically hindered electron-rich aryl

chlorides as the starting materials.

B INTRODUCTION

The Sonogashira reaction as one of the most useful and reliable
tools for the formation of C(sp)—C(sp*) bonds' has been
widely applied in the synthesis of pharmaceuticals, natural
products, and advanced functional materials.” However, the
Sonogashira coupling could not be applicable to the electron-
poor terminal alkynes and typically requires copper salts as the
cocatalyst, which would result in the homocoupling of terminal
alkynes.> To overcome these drawbacks and limitations,
decarboxylative coupling of alkynyl carboxylic acids with aryl
halides as a new C(sp)—C(sp®>) bond-forming reaction has
attracted much attention within recent years.4 Typically, this
new palladium- or copper-catalyzed reaction would take alkynyl
carboxylic acids instead of terminal alkynes as the coupling
partner. In 2008, Lee and co-workers introduced the first
successful decarboxylative coupling of alkynyl carboxylic acids
with aryl iodides or bromides using the Pd,dba;/dppf catalytic
system.* Since then, significant progress has been achieved by
using palladium (e.g, Pd,dba;;CHCl;, Pd,dba;, and Pd-
(PPh;),CL,) or copper (e.g, CuBr, Cul, and Cul/Fe(acac);)
as the catalyst in Lee, Mao, You, and others’ groups (Scheme
12).**"8 However, the substrate scope in these reports is mainly
limited to aryl iodides and bromides, and the decarboxylative
coupling using more commercial available aryl chlorides as the
starting material is still relatively rare. In 2010, Li and co-
workers reported the first examples of decarboxylative coupling
involving aryl chloride as the coupling partner with the aid of
Pd(OAc),/Xphos (2-dicyclohexylphosphino-2’,4’,6'-triisopro-
pylbiphenyl) as the catalyst system.” This reaction was
effective for the more active electron-poor 4-chloroacetophe-
none and electron-neutral chlorobenzene. However, for inactive
electron-rich substrate of 4-chloroanisole, only a relatively low
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Scheme 1. Decarboxylative Coupling of Alkynyl Carboxylic
Acids with Aryl Halides
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yield (19%) was obtained (Scheme 1b). Therefore, a generally
applicable catalytic system for aryl chlorides as a fascinating
research area is still rich in challenges and opportunities
(Scheme 1c).

In recent years, our group focuses research interests on the
application of a family of palladacyclic catalyst: cyclopalladated
ferrocenylimines, which have exhibited high catalytic activity in
various reactions (Figure 1).° Inspired by the previous

e
o

Figure 1. Palladacycle: cyclopalladated ferrocenylimine.
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promising reports and our own results, herein we would
attempt to explore the possibility of cyclopalladated ferroceny-
limine-catalyzed decarboxylative coupling using aryl chlorides
including inactive electron-rich aryl chlorides as the starting
material, which would enhance the application scope of the
decarboxylative coupling.

B RESULTS AND DISCUSSION

Initially, the reaction of 4-chloroanisole (la) and phenyl-
propiolic acid (2a) was selected as the model reaction and
performed using Cs,COj; as a base in THF in the presence of
Xphos as the ligand at 80 °C (Li’s reaction conditions4h), and a
relatively low yield of 29% was obtained (Table 1, entry 1).

Table 1. Screening Optimal Conditions”

MeOOCH@%COOH

Palladacycle
Ligand

o =)

Base, solvent

1a 2a air 3aa

T yield
entry ligand (mol %) base solvent (°C) (%)
1> Xphos (4) Cs,CO;, THF 80 29
2 PPh, (4) Cs,CO, THE 80 <5
3 'BuyP-HBF, Cs,CO; THF 80 <5

4)
4 Davephos (4) Cs,CO; THF 80 <5
S Ruphos(4) Cs,CO; THF 80 15
6 Xphos (4) Cs,CO;  toluene 120 63
7 Xphos (4) Cs,CO;  xylene 120 68
8 Xphos (4) Cs,CO;  xylene/H,0 1.5:0.5 120 85
9 Xphos (4) Cs,CO;  xylene/H,0 1.0:1.0 120 90
10  Xphos (4) Cs,CO;  xylene/H,0 0.5:1.5 120 82
11 Xphos (4) Cs,CO; H,0 120 )
12 Xphos (4) K,CO;  xylene/H,0 120 95
1.0:1.0

13 Xphos (2) K,CO;  xylene/H,0 1.0:1.0 120 81
14 - K,CO,  xylene/H,0 1.0:10 120 <5
1S Xphos (4) K,CO;  xylene/H,0 1.0:1.0 80 <S
16°  Xphos (4) K,CO;  xylene/H,0 1.0:1.0 120 <S
179 Xphos (4) K,CO;  xylene/H,0 1.0:1.0 120 68
18°  Xphos (4) K,CO;  xylene/H,0 1.0:1.0 120 21
19 Xphos (4) K,CO;  xylene/H,0 1.0:1.0 120 18
208  Xphos (4) K,CO;  xylene/H,0 1.0:1.0 120 <S
21" Xphos (10) K,CO; xylene/H,0 1.0:1.0 120 <5

“Reaction conditions: 4-chloroanisole (0.4 mmol), phenylpropiolic
acid (0.5 mmol), palladacycle (1 mol %), ligand (4 mol %) and base
(0.8 mmol) in solvent (2.0 mL) under air for 3 h. bFor 12 h under
nitrogen atmosphere. “Without palladium source. 9Pd(OAc), (2 mol
%) was used instead of the palladacycle. “PdCl, (2 mol %) was used
instead of the palladacycle.f Pd,dba; (1 mol %) was used instead of the
palladacycle. #Ni(dppe)Cl, (S mol %) was used instead of the
palladacycle. " Cul (5 mol %) was used instead of the palladacycle.

Subsequently, the effect of different other ligands such as PPh;,
‘BuyP-HBF,, Davephos (2-dicyclohexylphosphino-2'-(IN,N-
dimethylamino)biphenyl), and Ruphos (2-dicyclohexylphos-
phino-2/,6'-diisopropoxy-1,1"-biphenyl) was also screened, and
unfortunately, even lower yields than that of Xphos were
observed (Table 1, entries 2—S5). Then, solvents effect was also
checked and fortunately, when the nonpolar solvents of toluene
and xylene were employed, the yields could be enhanced to
63% and 68%, respectively (Table 1, entries 6 and 7). To our
delight, the yields significantly changed with the addition of
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water to these catalytic systems (Table 1, entries 8—10). For
example, when the ratios of xylene/H,0 were changed to
1.5:0.5, 1.0:1.0, and 0.5:1.5 the corresponding products were
obtained in yields of 85%, 90%, and 82% (Table 1, entries 8—
10). However, when the reaction was conducted in neat water,
no product was observed (Table 1, entry 11). Obviously,
xylene/H,O (1.0:1.0) as the solvent is best choice for this
reaction (Table 1, entries 8—11). Subsequently, K,CO; was
used as a base instead of Cs,CO,, and the isolated yield was
even up to 95% (Table 1, entry 12). When the reaction was
performed at a lower ligand loading of 2 mol %, the relatively
lower yield of 81% was obtained (Table 1, entry 13). However,
the reaction under ligand-free conditions or at a lower
temperature of 80 °C did not occur at all, which indicated
both the ligand and temperature played essential role in this
reaction (Table 1, entries 14 and 15). Finally, some controlling
experiments on palladium source were also performed (Table 1,
entries 16—21). Under the palladium-free conditions, the
reaction did not take place (Table 1, entry 16). Some
commercially available palladium catalysts (e.g, Pd(OAc),,
PdCl,, and Pd,dba;) were also evaluated in this decarboxylative
coupling, and the desired coupling products were obtained in
relatively lower yields of 68%, 21%, and 18%, respectively
(Table 1, entries 17—19). However, other metal catalysts such
as Ni(dppe)Cl, and Cul did not exhibit catalytic activity in this
reaction (Table 1, entries 20 and 21).

With the optimized conditions in hand, the substrate scope
of aryl chlorides was then explored, and the results are
summarized in Table 2. Generally, electronic effect had no
significant influence on this decarboxylative coupling, and the
reactions of electron-rich, electron-neutral, and electron-poor
aryl chlorides could afford the corresponding products in good
to excellent yields (Table 2, entries 1—20). It was noteworthy
that the sterically hindered substrates (le—i) also successfully
coupled with phenylpropiolic acid (2a) in excellent isolated
yield (Table 2, entries 4—8). Especially, even for the substrates
bearing the two ortho sterically hindered substituents such as 2-
chloro-m-xylene (1h) and 2-chloromesitylene (1i), the
corresponding products could also be afforded in up to high
yields of 90% and 89%, respectively (Table 2, entries 7 and 8).
Moreover, base-sensitive groups (e.g., COOCH;, CH;CO, CN,
and CHO) or other functional groups such as NO, and CF,
could be well tolerated in this decarboxylative coupling (Table
2, entries 12—18). In addition, the coupling of aromatic
heterocyclic chlorides such as 3-chloropyridine (1t) and 2-
chlorothiophene (1u) could also proceed smoothly, affording
the corresponding internal alkynes in high yields of 87% and
95%, respectively (Table 2, entries 19 and 20). However, when
the substrate bore a hydroxyl group such as 4-chlorophenol
(1v), the reaction failed to give the desired product (Table 2,
entry 21).

Subsequently, the scope of arylpropiolic acids was also
explored, and the results in Table 3 indicated that electronic or
steric effect has no crucial influence on this decarboxylative
coupling. For example, arylpropiolic acids bearing either
electron-donating or electron-withdrawing groups on the aryl
ring moiety could be efficiently converted into the correspond-
ing products in moderate to good yields (Table 3, entries 1—S5).
Moreover, the yield of sterically hindered o-methylphenylpro-
piolic acid (2c) with 4-chloroanisole (1a) was up to 87%
(Table 3, entry 2).

Finally, the decarboxylative coupling of aliphatic propiolic
acids was also investigated, and both 2-octynoic acid (2g) and
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Table 2. Decarboxylative Coupling of Phenylpropiolic Acid with Aryl Chlorides”

Palladacycle
_ 720\ Xphos . -
Ar—Clir( /= COoH KoCOj, xylene/H,0 A=\
1 2a 120 °C, 3 h, air 3
Ent Aryl chlorid Product Yield
ntr cnloriae roauc
y ry %)
cl —
A m () =ADww  *
R o= "
(1c) (3ca)
3 2 > — 91
“ (1d) O T O (3da)
4 — 88
C§~CI (1e) . T . (3ea)
s = m "
@CI (1) (3fa)
: : =0 .
(19) (3ga)
) : =0 .
(1h) (3ha)
‘ : =0, v
(1i) (3ia)
/ /
—N —N
O ”
: =0
(1) (3ja)
< >—| —
10 © (1k) O O (3ka) 4
Wa: (=4
11 95
&) w W, -
12 MeOZC@CI MeO,C O —— O 84
(1m) (3ma)
13 OZNOCI (1n) ON O = O (3na) 9
o) o)
O = om
(10) (30a)
15 Nc~< >—C| (1p) NC O = O (3pa) 9
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Table 2. continued

Yield

Entry Aryl chloride Product
(%)

C

L 93
) =4 em
N

o 91
)= cen

(3ta)

N
20 @m (= 95

S (1u) S (3ua)

e S S o S S
(1v) (3va)

“Reaction conditions: aryl chlorides (0.4 mmol), phenylproplohc acid (0.5 mmol), palladacycle (1 mol %), Xphos (4 mol %) and K,CO; (0.8 mmol)
in xylene/H,0 (1.0 mL/1.0 mL) at 120 °C under air for 3 h. Xylene (2.0 mL) as the solvent under nitrogen atmosphere.

Table 3. Decarboxylative Coupling of Aryl Propiolic Acids with 4-Chloroanisole”

Palladacycle
Xphos
MeO—@—CHAI’ ——COOH Meo©%Ar
K,CO3, xylene/H,0
1a 2 120 °C, 3 h, air 3
Entry Aryl propiolic acid Product Yield(%)

=, =,
2 — — 87

Cymcoony, oo

(2c) (3ac)
72 N _

3 =S - UOO(Zd) O - O oMe(:iad) 88

(e o om
K, W i

(3ae)

(2e)

b R
5 Fac—©—c00|-(|2f) FaC Q = O OMe o 70

“Reaction conditions: 4-chloroanisole (0.4 mmol), arylpropiolic ac1d (0.5 mmol), palladacycle (1 mol %), Xphos (4 mol %), and K,CO; (0.8 mmol)
in xylene/H,0 (1.0 mL/1.0 mL) at 120 °C under air for 3 h. “Xylene (2.0 mL) as the solvent under nitrogen atmosphere.

2-butynoic acid (2h) could be efficiently coupled with aryl rich and electron-deficient aryl chlorides could successfully
chlorides, affording the corresponding products in moderate to undergo the decarboxylative coupling, which indicates that the
excellent yields (Table 4). It is worth noting that both electron- electronic effect of aryl chlorides has no obvious influence on
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Table 4. Decarboxylative Coupling of Aryl Chlorides with Aliphatic Propiolic Acids®

Palladacycle
Xphos .
Ar—Cl+ R———-~COOH >Ar———R
1 2 K5COg3, xylene/H,0 3
120 °C, 3 h, air
Entry Aryl chloride R Product Yield(%)
MeO Cl -Cs n-CeHi—=— < >
! © O (1a) n-Cstin (2¢) o (3ag) ol
- CoH—=—=
: OCI () Ot e T 11‘©7(3b9) ”
-CsH—— < >—NO
3 NOZOCI (my  CHn @) (ang) 94
(o] o]
4 >_©7C| n-CsHy; (2g) "£5H11+©_< 98
(10) (309)
A =N
5 ch (1t) n-CsHy, (Zg) n-C5H11T<\:/) (3tg) 91
7\ / \
6 QCI (1u) n-CsHyy (2g)  n-CsHyq (3ug) 81
MeO Cl
7 e { } (1) CH; (2h) 4< } ® (3ah) 52
NO Cl
8 2@ (1n) CH; (2h) 4@ %(3nh) 80

“Reaction conditions: aryl chloride (0.4 mmol), aliphatic propiolic acid (0.5 mmol), palladacycle (1 mol %), Xphos (4 mol %), and K,CO; (0.8

mmol) in xylene/H,0 (1.0 mL/1.0 mL) at 120 °C under air for 3 h.

Scheme 2. Controlling Experiments for Mechanistic Studies

(a) Ph%QOMe

Isolated yield: 94%

(b) Ph%@OMe

Palladacycle (1 mol%)

L4 (4 mol%), K,CO3
N,, xylene, 120 °C

Palladacycle (1 mol%)
L4 (4 mol%), K,CO3

Isolated yield: 95%

air, xylene/H,0 (1 '1) 120 °C

Pr PCy,

Palladacycle (1 mol%)

R (c)
Lz (4 mo'%), K2003
Ph COCH N,, xylene, 120 °C
+ ]
MeO@CI Palladacycle (1 mol%)
R (d)

Lz (4 mol%), KzCO3
air, xylene/H,0O (1:1), 120 °C

'Pr PCy,
L2 11

this reaction (Table 4, entries 1—4, 7, and 8). Moreover,
aromatic heterocyclic chlorides such as 3-chloropyridine (1t)
and 2-chlorothiophene (1u) were also reactive partners in this
coupling (Table 4, entries S and 6).

To reveal the real ligand and the role of the air in this
reaction, some controlling experiments for mechanistic studies
were carried out and are presented in Scheme 2. First, we
performed the reaction in xylene under nitrogen atmosphere
using the alkyl phosphine ligand (L,) as the ligand, and to our
surprise, the isolated yield was up to 94% (Scheme 2a), which
was almost the same as that in the mixed solvent of xylene/
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water under air (Scheme 2b). As we know, the alkylphosphine
ligand (L;) could easily be oxidized to the phosphine oxide (L,)
in air. Therefore, we tried to utilize the phosphine oxide (L,) as
the ligand directly, but unfortunately, the reaction did not occur
at all either in xylene under nitrogen atmosphere or in the
mixed solvent of xylene/water under air (Scheme 2c and d).
These discoveries indicated that the real ligand must be the
alkylphosphine ligand (L,), and this catalytic system should be
performed under oxidant (including air)-free conditions.

On the basis of the above-mentioned results, a possible
mechanism of palladacycle-catalyzed decarboxylative coupling
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reaction is outlined in Scheme 3. In 2010, our previous report
has indicated that palladacycle was just a reservoir of

Scheme 3. Proposed Mechanism of Palladacycle-Catalyzed
Decarboxylative Coupling Reaction

Palladacycle
L=Xphos
R= A ArCI
3 PdL, 1
|
Ar Ar
dL, L,Pd
// v n Ci
R
Q
— — Kt
Ar R C-OK
szq K2003
€0, m o R—==—COOH
KCI 2
O)\

catalytically active Pd(0) species in the coupling reaction.**
Thus, the first step would be the release of Pd(0) species from
palladacycle to form the catalytically active Pd(0)L, (I) with the
assist of the alkyl phosphine ligand. Then, the oxidative
addition of aryl chloride (1) to Pd(0)L, would take place to
form the intermediate II. Subsequently, the ligand-exchange
reaction between intermediate II and alkynyl carboxylic acid
anion which was generated by the reaction of alkynyl acids and
K,CO; could occur to afford intermediate III. After the
intermediate III underwent the decarboxylative reaction to
release one molecular CO, to form the intermediate IV, the
reductive elimination of the intermediate IV would afford the
corresponding products (3) and regenerate the catalytically
active catalyst Pd(0)L, to fulfill the catalytic cycle.

B CONCLUSIONS

In summary, we have developed a highly efficient and generally
applicable protocol for the decarboxylative coupling of alkynyl
carboxylic acids with aryl chlorides under the catalyst system of
cyclopalladated ferrocenylimine (1 mol %)/Xphos (4 mol %).
It is noteworthy that the scope of the substrate could be
extended to electron-poor, electron-neutral, and even inactive
sterically hindered electron-rich aryl chlorides and the reaction
could be operated under air, all of which would make the
decarboxylative coupling more economical and practical in the
industrial process in the future.

B EXPERIMENTAL SECTION

General Methods. 'H and "*C NMR spectra were recorded with
CDCIl; as the solvent and TMS as an internal standard. The
cyclopalladated ferrocenylimine was synthesized according to the
reported literature.’® The other chemicals were bought from
commercial sources and used as received unless otherwise noted.

General Procedure for the Palladacycle-Catalyzed Decarbox-
ylative Coupling of Alkynyl Carboxylic Acids with Aryl Chlorides.
Aryl chloride (0.4 mmol), alkynyl carboxylic acid (0.5 mmol), K,CO4
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(2 equiv), palladacycle (1 mol %), and Xphos (4 mol %) were added
to a 10 mL round-bottomed flask, and then a mixed solvent of 1.0 mL
of xylene and 1.0 mL of H,O was added. The mixture was stirred at
120 °C for 3 h under air. After the reaction was complete, the mixture
was washed with brine and extracted with ethyl acetate three times.
The combined organic layer was dried with anhydrous Na,SO, and
evaporated in vacuum. The crude product was purified by flash
chromatography on silica gel using hexane or hexane/ethyl acetate
(1:10) as the eluent to give the pure product.
1-Methoxy-4-(phenylethynyl)benzene (3aa):° light yellow solid
(79 mg, 95%); mp 57—59 °C; 'H NMR (400 MHz, CDCl;) & 3.80 (s,
3H), 6.86 (d, J = 8.7 Hz, 2H), 7.30—7.32 (m, 3H), 7.46 (d, ] = 8.8 Hz,
2H), 7.49—7.51 (m, 2H); *C NMR (100 MHz, CDCL;) § 55.3, 88.1,
89.4, 114.0, 115.4, 123.7, 128.0, 128.3, 131.5, 133.1, 159.7.
1-Methyl-4-(phenylethynyl)benzene (3ba):” white solid (70 mg,
92%); mp 68—70 °C; 'H NMR (400 MHz, CDCly) § 2.38 (s, 3H),
7.16 (d, ] = 7.9 Hz, 2H), 7.33—7.35 (m, 3H), 7.44 (d, ] = 8.1 Hz, 2H),
7.53—7.55 (m, 2H); *C NMR (100 MHz, CDCl,) & 21.5, 88.7, 89.6,
1202, 123.5, 128.1, 128.3, 129.1, 131.5, 131.5, 138.4.
1-Methyl-3-(phenylethynyl)benzene (3ca):” colorless oil (68 mg,
89%); '"H NMR (400 MHz, CDCl,) 6 2.38 (s, 3H), 7.17 (d, ] = 7.56
Hz, 1H), 7.26 (t, J = 7.6 Hz, 1H), 7.35—7.40 (m, SH), 7.55—7.57 (m,
2H); *C NMR (100 MHz, CDCl;) § 21.2, 89.1, 89.6, 123.1, 123.4,
1282, 128.2, 128.3, 128.7, 129.1, 131.6, 132.2, 138.0.
1,2-Dimethyl-4-(phenylethynyl)benzene (3da):® white solid (75
mg, 91%); mp 61—62 °C; 'H NMR (400 MHz, CDCL;) § 2.28 (s,
3H), 2.29 (s, 3H), 7.12 (d, ] = 7.7 Hz, 1H), 7.30 (d, ] = 7.8 Hz, 1H),
7.32=7.37 (m, 4H), 7.53—=7.55 (m, 2H); *C NMR (100 MHz,
CDClL;) & 19.6, 19.8, 88.5, 89.7, 120.5, 123.6, 128.0, 128.3, 129.1,
129.7, 131.6, 132.7, 136.7, 137.2.
1-Methyl-2-(phenylethynyl)benzene (3ea):” colorless oil (68 mg,
88%); 'H NMR (400 MHz, CDCl;) § 2.55 (s, 3H), 7.17—7.21 (m,
1H), 7.25 (d, ] = 44 Hz, 2H), 7.36—7.39 (m, 3H), 7.51-7.57 (m,
3H); *C NMR (100 MHz, CDCl;) § 20.8, 88.4, 93.4, 123.1, 123.6,
125.6, 128.2, 128.3, 128.4, 129.5, 131.6, 131.9, 140.2.
1,2-Dimethyl-3-(phenylethynyl)benzene (3fa):” colorless oil (75
mg, 91%); 'H NMR (400 MHz, CDCL;) § 2.32 (s, 3H), 2.49 (s, 3H),
7.07—7.15 (m, 2H), 7.34—7.41 (m, 4H), 7.55-7.57 (m, 2H); *C
NMR (100 MHz, CDCl,) § 17.5, 20.4, 89.1, 92.7, 123.1, 123.7, 125.4,
128.1, 128.4, 129.8, 130.0, 131.5, 136.8, 138.6.
1,4-Dimethyl-2-(phenylethynyl)benzene (3ga):® light yellow solid
(78 mg, 95%); mp 77—79 °C; '"H NMR (400 MHz, CDCl,)  2.34 (s,
3H), 2.51 (s, 3H), 7.07 (d, J = 7.8 Hz, 1H), 7.15 (d, ] = 7.8 Hz, 1H),
7.34—7.40 (m, 4H), 7.55-7.58 (m, 2H); *C NMR (100 MHz,
CDCl;) § 20.3, 20.8, 88.6, 93.0, 122.8, 123.7, 128.1, 128.4, 129.3,
129.4, 131.5, 132.3, 135.1, 137.1.
1,3-Dimethyl-2-(phenylethynyl)benzene (3ha):'® colotless oil (74
mg, 90%); '"H NMR (400 MHz, CDCl;) § 2.56 (s, 6H), 7.10—7.16
(m, 3H), 7.37-7.39 (m, 3H), 7.57-7.59 (m, 2H); *C NMR (100
MHz, CDCL) & 21.1, 87.1, 97.8, 122.9, 123.8, 126.7, 127.7, 128.0,
128.3, 131.3, 140.2.
1,3,5-Trimethyl-2-(phenylethynyl)benzene (3ia):** colorless oil
(79 mg, 89%); 'H NMR (400 MHz, CDCl;) 6 2.33 (s, 3H), 2.51
(s, 6H), 6.92 (s, 2H), 7.34—7.40 (m, 3H), 7.55—7.58 (m, 2H); 13C
NMR (100 MHz, CDCL,;) § 21.0, 21.3, 87.3, 97.0, 120.0, 124.0, 127.6,
127.9, 128.3, 131.3, 137.7, 140.1.
N,N-Dimethyl-3-(phenylethynyl)aniline (3ja):"" colorless oil (79
mg, 89%); '"H NMR (400 MHz, CDCL;) § 2.97 (s, 6H), 6.71—6.74
(m, 1H), 6.92 (d, ] = 7.4 Hz, 2H), 7.22 (t, ] = 7.7 Hz, 1H), 7.32—7.35
(m, 3H), 7.54—7.56 (m, 2H); *C NMR (100 MHz, CDCl,) § 40.4,
88.2,90.3, 112.8, 115.2, 119.9, 123.4, 123.5, 128.0, 128.2, 129.0, 131.5,
150.3.
1,2-Diphenylethyne (3ka):” white solid (67 mg, 94%); mp 60—62
°C; '"H NMR (400 MHz, CDCL,) § 7.36—7.40 (m, 6H), 7.56—7.58
(m, 4H); ®C NMR (100 MHz, CDCL,) & 89.4, 123.3, 128.3, 1284,
131.6.
1-(Phenylethynyl)naphthalene (3la):'? colorless oil (87 mg, 95%);
'H NMR (400 MHz, CDCL,) § 7.33—7.37 (m, 3H), 7.40—7.52 (m,
2H), 7.56—7.65 (m, 3H), 7.85 (d, ] = 7.1 Hz, 1H), 7.80—7.84 (m,
2H), 8.44 (d, ] = 8.3 Hz, 1H); *C NMR (100 MHz, CDCl,) & 87.6,
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94.4, 121.0, 123.5, 125.3, 126.3, 126.5, 126.8, 128.4, 128.4, 128.5,
128.8, 130.4, 131.7, 133.3, 133.3.

Methyl 4-(phenylethynyl)benzoate (3ma):*° light yellow solid (79
mg, 84%); mp 120—122 °C; '"H NMR (400 MHz, CDCl,) § 3.93 (s,
3H), 7.36 (t, ] = 4.0 Hz, 3H), 7.53—7.56 (m, 2H), 7.59 (d, ] = 8.3 Hz,
2H), 8.02 (d, ] = 8.4 Hz, 2H); *C NMR (100 MHz, CDCl;) § 52.2,
88.5,92.3, 122.6, 127.9, 128.4, 128.7, 129.4, 129.4, 131.4, 131.6, 166.5.

1-Nitro-4-(phenylethynyl)benzene (3na):'* light yellow solid (88
mg, 99%); mp 114—116 °C; '"H NMR (400 MHz, CDCL,) 6 7.39—
7.41 (m, 3H), 7.56—7.59 (m, 2H), 7.65—7.68 (m, 2H), 8.20—8.23 (m,
2H); *C NMR (100 MHz, CDCl,) & 87.6, 94.7, 122.1, 123.6, 128.6,
129.3, 130.3, 131.9, 132.3, 147.0.

1-[4-(Phenylethynyl)phenyllethanone (30a):™* yellow solid (78
mg, 89%); mp 94—96 °C; 'H NMR (400 MHz, CDCL;) § 2.60 (s,
3H), 7.35—7.37 (m, 3H), 7.54—7.56 (m, 2H), 7.60 (d, ] = 8.3 Hz,
2H), 7.93 (d, ] = 8.3 Hz, 2H); *C NMR (100 MHz, CDCL,) & 26.6,
88.6, 92.7, 122.6, 1282, 128.4, 128.8, 131.7, 131.7, 136.2, 197.3.

4-(Phenylethynyl)benzonitrile (3pa):'* yellow solid (75 mg, 92%);
mp 102—103 °C; 'H NMR (400 MHz, CDCl,) § 7.37—7.38 (m, 3H),
7.53—7.55 (m, 2H), 7.58=7.64 (m, 4H); *C NMR (100 MHz,
CDCl,;) & 87.8, 93.8, 111.5, 118.6, 122.3, 128.3, 128.6, 129.2, 131.8,
132.1, 132.1.

4-(Phenylethynyl)benzaldehyde (3qa):”® yellow solid (74 mg,
90%); mp 96—98 °C; 'H NMR (400 MHz, CDCL;) 6 7.36—7.38 (m,
3H), 7.54—7.57 (m, 2H), 7.66 (d, ] = 8.2 Hz, 2H), 7.86 (d, ] = 8.2 Hz,
2H), 10.0 (s, 1H); *C NMR (100 MHz, CDCl,) & 88.5, 93.4, 122.5,
128.5, 129.0, 129.5, 129.6, 131.8, 132.1, 135.4, 191.4.

1-(Phenylethynyl)-3-(trifluoromethyl)benzene (3ra):'® colorless
oil (92 mg, 93%); 'H NMR (400 MHz, CDCL,) 7.39 (t, J = 2.92
Hz, 3H), 7.47—-7.51 (m, 1H), 7.56—7.60 (m, 3H), 7.71 (d, J = 7.6 Hz,
2H), 7.82 (s, 1H); '*C NMR (100 MHz, CDCl,) & 88.2, 91.3, 123.0,
1242 (q, ] = 270.8 Hz), 124.7, 1252 (q, ] = 3.7 Hz), 128.8 (g, ] = 3.7
Hz), 1289, 129.2, 129.3, 131.4 (q, ] = 32.0 Hz), 132.1, 135.1.

1-Nitro-3-(phenylethynyl)benzene (3sa):” light yellow solid (81
mg, 91%); mp 68—70 °C; 'H NMR (400 MHz, CDCl;) § 7.38—7.40
(m, 3H), 7.51-7.57 (m, 3H), 7.82 (d, ] = 7.72 Hz, 1H), 8.16—8.19
(m, 1H), 8.37 (s, 1H); 3C NMR (100 MHz, CDCl;) § 86.7, 91.7,
122.0, 122.7, 125.0, 126.2, 128.3, 128.9, 129.2, 131.6, 137.0, 147.9.

3-(Phenylethynyl)pyridine (3ta):*® colorless oil (62 mg, 87%); 'H
NMR (400 MHz, CDCl;) § 7.26—7.29 (m, 1H), 7.36—7.37 (m, 3H),
7.53—7.56 (m, 2H), 7.79—7.81 (m, 1H), 8.54 (d, ] = 3.8 Hz, 1H), 8.77
(s, 1H); C NMR (100 MHz, CDCl,) § 85.9, 92.6, 120.5, 122.5,
123.0, 128.4, 128.8, 131.7, 138.4, 148.5, 152.2.

2-(Phenylethynyl)thiophene (3ua):* light yellow solid (70 mg,
95%); mp 48—50 °C; 'H NMR (400 MHz, CDCl;) § 7.02—7.05 (m,
1H), 7.30—7.32 (m, 2H), 7.37—7.38 (m, 3H), 7.55 (d, ] = 3.9 Hz,
2H); 3C NMR (100 MHz, CDCL,) 6 82.7, 93.1, 123.0, 123.4, 127.2,
127.3, 128.5, 128.5, 131.5, 132.0.

1-Methoxy-4-(4-tolylethynyl)benzene (3ab):"” light yellow solid
(82 mg, 92%); mp 118—120 °C; 'H NMR (400 MHz, CDCL;) § 2.36
(s, 3H), 3.82 (s, 3H), 6.86 (d, ] = 8.8 Hz, 2H), 7.13 (d, ] = 8.0 Hg,
2H), 7.40 (d, J = 8.1 Hz, 2H), 7.45 (d, ] = 8.9 Hz, 2H); 3*C NMR
(100 MHz, CDCl,) § 21.5, 55.3, 88.2, 88.7, 114.0, 115.6, 120.5, 129.1,
131.3, 133.0, 138.0, 159.5.

1-[(4-Methoxyphenyl)ethynyl]-2-methylbenzene (3ac):'® light
yellow solid (77 mg, 87%); mp 74—75 °C; 'H NMR (400 MHe,
CDCl,) 6 2.52 (s, 3H), 3.82 (s, 3H), 6.89 (d, J = 8.8 Hz, 2H), 7.14—
7.25 (m, 3H), 7.48—7.50 (m, 3H); *C NMR (100 MHz, CDCl;) §
20.8, 55.4, 87.1, 93.4, 114.1, 115.8, 123.4, 125.6, 128.0, 129.5, 131.7,
133.0, 140.0, 160.0.

1-tert-Butyl-4-[(4-methoxyphenyl)ethynyllbenzene (3ad):'® light
yellow solid (92 mg, 88%); mp 118—120 °C; 'H NMR (400 MHz,
CDCly) 6 1.32 (s, 9H), 3.82 (s, 3H), 6.87 (d, ] = 8.8 Hz, 2H), 7.35 (d,
J = 8.4 Hz, 2H), 7.43—7.47 (m, 4H); *C NMR (100 MHz, CDCl;) §
312, 34.8, 55.3, 88.2, 88.7, 114.0, 115.7, 120.6, 125.3, 131.2, 133.0,
151.2, 160.0.

1-[(4-Methoxyphenyl)ethynylinaphthalene (3ae):*° light yellow
oil (87 mg, 85%); '"H NMR (400 MHz, CDCL;) 5 3.86 (s, 3H), 6.95
(d, J = 8.8 Hz, 2H), 7.45—7.49 (m, 1H), 7.53—7.57 (m, 1H), 7.60—
7.63 (m, 3H), 7.77 (d, ] = 6.8 Hz, 1H), 7.83—7.89 (m, 2H), 8.47 (d, ]
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= 8.4 Hz, 1H); "*C NMR (100 MHz, CDCl;) § 55.4, 86.3, 94.4, 114.1,
115.6, 121.3, 125.3, 126.3, 126.4, 126.7, 128.3, 128.4, 130.1, 133.2,
133.3, 159.8.

1-Methoxy-4-[[4-(trifluoromethyl)phenyl]ethynyl]lbenzene
(3af):*" yellow solid (78 mg, 70%); mp 113—115 °C; 'H NMR (400
MHz, CDCl,) § 3.83 (s, 3H), 6.88—6.90 (m, 2H), 7.47—7.49 (m, 2H),
7.56—7.61 (m, 4H); *C NMR (100 MHz, CDCl;) & 55.3, 86.9, 92.0,
114.2, 114.7, 124.0 (q, J = 2704 Hz), 1253 (q, ] = 3.8 Hz), 127.5,
129.6 (q, J = 32.4 Hz), 131.6, 133.3, 160.1.

1-(Hept-1-ynyl)-4-methoxybenzene (3ag):*® colorless oil (73 mg,
91%); '"H NMR (400 MHz, CDCl,) § 0.92 (t, ] = 7.1 Hz, 3H), 1.31—
1.46 (m, 4H), 1.56—1.63 (m, 2H), 2.38 (t, J = 7.1 Hz, 2H), 3.78 (s,
3H), 6.80 (d, J = 8.7 Hz, 2H), 7.32 (d, ] = 8.7 Hz, 2H); 3C NMR
(100 MHz, CDCl,) & 14.0, 19.4, 22.3, 28.6, 31.2, 55.3, 80.2, 88.8,
113.8, 116.3, 132.9, 159.0.

1-(Hept-1-ynyl)-4-methylbenzene (3bg):* colorless oil (69 mg,
93%); '"H NMR (400 MHz, CDCl;) § 0.92 (t, ] = 7.2 Hz, 3H), 1.32—
1.48 (m, 4H), 1.58—1.65 (m, 2H), 2.33 (s, 3H), 2.40 (t, ] = 7.1 Hz,
2H), 7.09 (d, ] = 7.9 Hz, 2H), 7.30 (d, ] = 7.9 Hz, 2H); 3C NMR
(100 MHz, CDCl;) § 14.0, 19.4, 21.4, 22.3, 28.6, 31.2, 80.6, 89.7,
121.1, 129.0, 131.4, 137.4.

1-(Hept-1-ynyl)-4-nitrobenzene (3ng):22 colorless oil (82 mg,
94%); '"H NMR (400 MHz, CDCl;) 6§ 0.91 (t, ] = 7.0 Hz, 3H), 1.30—
1.45 (m, 4H), 1.57—1.64 (m, 2H), 2.42 (t, ] = 7.1 Hz, 2H), 7.49 (d, ] =
8.4 Hz, 2H), 8.12 (d, ] = 8.4 Hz, 2H); '*C NMR (100 MHz, CDCl;) §
14.0, 19.5, 22.2, 28.1, 31.1, 79.3, 96.8, 123.5, 131.2, 132.2, 146.6.

1-[4-(Hept-1-ynyl)phenylJethanone (309):*° colorless oil (84 mg,
98%); 'H NMR (400 MHz, CDCl,) 6 0.90 (t, J = 7.1 Hz, 3H), 1.30—
1.45 (m, 4H), 1.56—1.63 (m, 2H), 2.40 (t, ] = 7.1 Hz, 2H), 2.55 (s,
3H), 743 (d, J = 8.2 Hz, 2H), 7.84 (d, ] = 8.2 Hz, 2H); *C NMR
(100 MHz, CDCl;) § 14.0, 19.5, 22.2, 26.6, 28.3, 31.1, 80.1, 94.5,
128.2, 129.2, 131.6, 135.6, 197.4.

3-(Hept-1-ynyl)pyridine (3tg):*® colorless oil (63 mg, 91%); 'H
NMR (400 MHz, CDCl;) 6 0.93 (t, J = 7.1 Hz, 3H), 1.32—1.47 (m,
4H), 1.58—1.66 (m, 2H), 2.42 (t, J = 7.1 Hz, 2H), 7.18—7.22 (m, 1H),
7.65—7.67 (m, 1H), 8.47 (dd, ] = 1.2, 4.7 Hz, 1H), 8.62 (d, ] = 1.0 Hz,
1H); *C NMR (100 MHz, CDCl;) § 14.0, 19.4, 22.2, 28.3, 31.1, 94.1,
121.2, 122.9, 138.4, 147.9, 152.3.

2-(Hept-1-ynyl)thiophene (3ug):* colorless oil (58 mg, 81%); 'H
NMR (400 MHz, CDCl;) § 0.92 (t, ] = 7.1 Hz, 3H), 1.31—1.46 (m,
4H), 1.57—1.64 (m, 2H), 2.42 (t, ] = 7.1 Hz, 2H), 6.92—6.94 (m, 1H),
7.11-7.16 (m, 2H); *C NMR (100 MHz, CDCl;) 6 14.0, 19.7, 22.3,
28.3, 31.2, 73.7, 94.6, 124.3, 125.8, 126.8, 130.9.

1-Methoxy-4-(prop-1-ynyl)benzene (3ah):* colorless oil (30 mg,
52%); "H NMR (400 MHz, CDCl;) § 2.05 (s, 3H), 3.82 (s, 3H), 6.83
(d, J = 8.7 Hz, 2H), 7.35 (d, ] = 8.7 Hz, 2H); *C NMR (100 MHz,
CDCl,) 6 4.3, 55.3, 79.4, 84.1, 113.9, 116.2, 132.8, 159.0.

1-Nitro-4-(prop-1-ynyl)benzene (3nh):> yellow solid (52 mg,
80%); mp 103—104 °C; '"H NMR (400 MHz, CDCl;) § 2.10 (s, 3H),
7.50 (d, ] = 8.7 Hz, 2H), 8.15 (d, ] = 8.7 Hz, 2H); '*C NMR (100
MHz, CDCL,) 6 4.9, 78.9, 92.6, 123.9, 125.3, 130.0, 132.6.
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