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1. General Information

Pd(OAc), was purchased from Strem. CuF, was purchased from Alfa Aesar. Unless
otherwise noted, other reagents were purchased from Adamas-beta, J&K, 9-Ding, and
Energy Chemical of the highest purity grade and used without further purification.
The reaction was monitored by thin-layer chromatography (TLC), performed on 0.25
mm silica gel HSGF254. The TLC plates were visualized by ultraviolet light (254 nm)
or treatment with potassium permanganate stain followed by gentle heating if
needed.'H NMR and *C NMR spectra were recorded at 25 € on a Bruker Advance
400M NMR spectrometers (CDCl; as solvent). Chemical shifts for 'H NMR
spectra are reported as 6 in units of parts per million (ppm) downfield from SiMe, (6
0.0) and relative to the signal of SiMey4 (6 0.00 singlet). Multiplicities were given as: s
(singlet); d (doublet); t (triplet); g (quartet); dd (doublet of doublets); dt (doublet of
triplets); m (multiplets) and etc. Coupling constants are reported as a J value in Hz.
3C NMR spectra are reported as & in units of parts per million (ppm) downfield from
SiMey (6 0.0) and relative to the signal of chloroform-d (3 77.00 triplet). HRMS (ESI)
spectra were recorded on Waters-XEVOG2 Q-TOF (Waters Corporation). Flash
column chromatography was performed using 300-400 mesh silica gel with the

indicated solvent system.
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2. Optimization of Reaction Conditions.

Table S1 Optimization of the palladium(ll)-catalyzed directed hydroarylation of
unactivated aliphatic alkenes 1a with trimethoxyphenylsilane 2a.*®

fo) [Pd] (cat.)
addltlve/HZO
NJ\/\ + (MeO);Si
H | a B 7

~-N 1a 2a
Entry Catalyst Additive Solvent Yield
1 Pd(OAc), LiF DCE <5
2 Pd(OAc), NaF DCE <5
3 Pd(OAc), KF DCE <5
4 Pd(OAc), CsF DCE <5
5 Pd(OAc), TBAF¢ DCE 0
6 Pd(OAc), FeF; DCE 0
7 Pd(OAc), ZnF, DCE 0
8 Pd(OAc), MnF, DCE 0
9 Pd(OAc), MgF, DCE <5
10 Pd(OAc), AgF DCE 13
11 Pd(OAc), CuF, DCE 56
12 Pd(OAc), CuF, hexane 53
13 Pd(OAc), CuF, toluene 65
14 Pd(OAc), CuF, PhCF; 67
15 Pd(OAc), CuF, dioxane 73
16 Pd(OAc), CuF, MeCN 48
17 Pd(OAc), CuF, DMF 34
18 Pd(OAc), CuF, DMSO 29
19 Pd(OAc), CuF, acetone 67
20 Pd(OAc), CuF, THF 82
219 Pd(OAc), CuF, THF 67
22 Pd(OTFA), CuF, THF 58
23 Pd(PPh;),Cl, CuF, THF <5
24 Pd(MeCN),Cl, CuF, THF 39
25 Pd(dppf)Cl, CuF, THF 13
26° Pd(OAc), CuF, THF 71
27f Pd(OAc), CuF, THF 73
28 — CuF, THF <5
29 Pd(OAc), — THF 0

“Reaction conditions: 1a (0.2 mmol), 2a (0.4 mmol, 2.0 equiv), [Pd] catalyst (10 mol%), additive (0.4 mmol,
2.0 equiv), H,O (2.0 mmol, 10 equiv), solvent (2.0 mL), stirred at 100 °C under air for 24 h. bIsolated yields.
°TBAF (1.0 mol/L in THF). At 80 °C. °Pd(OAc), (5 mol%)./H,0 (1.0 mmol, 5 equiv) was used.
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3. Structure of Substrates

Unactivated alkene substrates
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Arylsilane substrates
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4. Experimental Section

All unactivated alkene substrates 1la-1t, A-E, 6a-b were synthesized readily from the
corresponding vinyl acetic acid with 8-Aminoquinoline or arylamines according to the
reported literature methods. Arylsilanes 2a, 2a 1-VI, 21, 2q, 2v were commercially
available and used as received, other (hetero)arylsilanes 2b-2k, 2m-2p and 2w-2aw
were prepared from the corresponding Grignard reagents with tetramethyl
orthosilicate according to the literature.® Unless otherwise noted, all reactions were

performed under air atmosphere.

4.1 General Procedure for the Synthesis of Unactivated Alkene Substrates.

R, O B HATU (1.2 equiv) R, O
Rs \NLOH + 2 R3\/\HLN
N pyridine (2.0 equiv) R H |
Ry NH, DCM, RT, 12-24 h 1 N
1.2 equiv 1.0 equiv !

Following the reported literature method, corresponding vinyl acetic acid® (12 mmol,
1.2 equiv) was charged into a 250 mL RB flask containing 50 mL DCM.
8-Aminoquinoline (10 mmol, 1 equiv), pyridine (20 mmol, 2 equiv) and HATU (12
mmol, 1.2 equiv) were added sequentially and the reaction mixture was stirred at
room temperature for 12-24 h. The deep brown solution was then diluted with EtOACc
(50 mL), washed with sat. NaHCO3 (3 <50 mL), brine (1 %50 mL). The organic
phase was dried over anhydrous Na,SO,, concentrated in vacuo (T < 35 <C). The
residue was further purified by flash column chromatography on silica gel (PE/EtOAC

= 9:1) to afford the corresponding 3-alkenamides products.

4.2 General Procedure for the Preparation of Diverse (Hetero)arylsilanes.

Unless otherwise noted, all reactions were performed on a 30 mmol scale. A 100 mL,
three-neck, pear-shaped flask was fitted with an addition funnel, a reflux condenser, a
rubber septum, and a stir bar. The flask was then charged with freshly washed
magnesium turnings (0.79 g, 33 mmol), flame-dried under vacuum, and back-filled
with argon. THF (30 mL) was added to the magnesium turnings via syringe. The

addition funnel was charged with the aryl halide (30 mmol) in 10 mL THF. The
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reaction was initiated by addition of 5-10 drops of the aryl halide solution to the
magnesium turnings with stirring, followed by gentle heating. The rest of the aryl
halide solution was then added at such a rate that the THF maintained a moderate
reflux. Upon final addition, the solution was allowed to stir at room temperature until
the complete consumption of aryl halide. The arylmagnesiumhalide solution was then
transferred via cannula to a second flame-dried addition funnel, to which was fitted a
50 mL round-bottom flask containing tetraethyl orthosilicate or tetramethyl
orthosilicate (90 mmol) in 20 mL of THF. The silane solution was cooled to -30 <C,
and then the arylmagnesiumhalide solution was added dropwise (1 drop per second).
The solution was allowed to stir at the indicated temperature for about 1 h and then at
room temperature for 12 h. The crude mixture was poured into 50 mL of pentane in a
500 mL separatory funnel. The amber solution was then washed with water (50 mL),
dried over anhydrous Na,SO,, and concentrated in vacuo. Further purification of the

residue by short-path distillation gives the corresponding (hetero)arylsilanes.

4.3 General Procedure for the Palladium(ll)-Catalyzed Hydroarylation of

Unactivated Alkenes 1a with (Hetero)arylsilanes 2.

Pd(OAc), (10 mol%)
CuF2 (2 O equiv) le)
/\)L + (MeO);Si
H,0 (10 equiv) AQ

THF, 100 °C, 24 h

3
Pd(OAC); (4.5 mg, 0.02 mmol, 10 mol%), alkene substrate 1a (42.4 mg, 0.2 mmol),
(hetero)arylsilane 2 (0.4 mmol, 2.0 equiv), CuF, (40.6 mg, 0.4 mmol) were
sequentially weighed in air and paced into an oven-dried 35 mL sealed tube with a
magnetic stir bar. H,O (36 pL, 2.0 mmol) and THF (2.0 mL) were added via syringe,
and then the reaction mixture was heated to 100 °C and stirred for 24 h in an oil bath.
After cooling to ambient temperature, the reaction mixture was diluted with DCM (10
mL) and filtered through a pad of celite. The filtrate was then concentrated in vacuo
and the residue was purified by preparative TLC on silica gel with indicated eluent to

afford the desired hydroarylation products 3.
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4.4 General Procedure for the Palladium(ll)-Catalyzed Hydroarylation of
Unactivated Alkenes 1 with Trimethoxyphenylsilane 2a.

Pd(OAc), (10 mol%)

(MeO),Si _@ CuF, (2.0 equiv) R, O
+ (Me i
\/\HJ\AQ : H,0 (10 equiv) AQ
THF, 100 °C, 24 h R, R,
4

To an oven-dried sealed tube (35 mL) with a magnetic stir bar were sequentially
added Pd(OAc), (4.5 mg, 0.02 mmol, 10 mol%), alkene substrate 1 (0.2 mmol),
trimethoxyphenylsilane 2a (0.4 mmol, 2.0 equiv), CuF, (40.6 mg, 0.4 mmol). H,O (36
uL, 2.0 mmol) and THF (2.0 mL) were added via syringe. Then, the reaction mixture
was heated to 100 °C and stirred for 24 h in an oil bath. After cooling to ambient
temperature, the reaction mixture was diluted with DCM (10 mL) and filtered through
a pad of celite. The filtrate was concentrated in vacuo and the residue was purified by
preparative TLC on silica gel with indicated eluent to give the hydroarylation

products 4.
4.5 General Procedure for Large-Scale Synthesis.

Pd(OAc), (10 mol%)
CuF, (2 O equiv) (0]
/\)L + (MeO);Si =
H>0 (10 equiv) AQ

THF, 100 °C, 30 h

3a
1.06 g, 5 mmol 1.10 g, 76% yield

Pd(OACc); (112.3 mg, 0.5 mmol, 10 mol%), alkene substrate 1a (1.06 g, 5.0 mmol),
trimethoxyphenylsilane 2a (1.98 g, 10 mmol, 2.0 equiv), CuF, (1.01 g, 10 mmol, 2.0
equiv) were sequentially weighed in air and paced into an oven-dried 150 mL sealed
tube with a magnetic stir bar. H,O (0.9 mL, 50 mmol, 10 equiv) and THF (50 mL)
were added via syringe, and then the reaction mixture was heated to 100 °C and
stirred for 30 h in an oil bath. After cooling to ambient temperature, the reaction
mixture was diluted with DCM (120 mL) and filtered through a pad of celite. The
filtrate was concentrated in vacuo and the residue was purified by flash column
chromatography on silica gel (eluent: PE/EtOAc = 10/1) to afford the desired
hydroarylation product 3a (1.10 g, 76% yield) as an off-white solid.
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4.6 General Procedure for the Removal of Directing Group

o Me  NaOH (10.0 equiv) o Me
- T
N EtOH, 130 °C, 18h o

H

I/N

3l 5a, 94% yield

To an oven-dried sealed tube (35 mL) with a magnetic stir bar were subsequently
added N-(quinolin-8-yl)-4-(p-tolyl)butanamide 3l (60.9 mg, 0.2 mmol) and NaOH
(80.0 mg, 2.0 mmol). EtOH (2.0 mL) were then added via syringe and the reaction
mixture was stirred at 130 °C for 18 h in an oil bath. After cooling to room
temperature, the reaction mixture was diluted with EtOAc (20 mL) and washed with
HCI (1.0 M, 50 x 3mL). The combined organic layer was dried over anhydrous
Na,SO,4 and concentrated in vacuo. The residue was purified by preparative TLC on
silica gel using PE/EtOAc (5:1) to give the desired product 5a (33.4 mg, 94% yield)
as an off-white solid.

o OO BF3eEtO, (6.0 equiv) . O O O

EtOH,;A‘If?:C, N Eto
3w 5b, 87% yield

| N
~-N H

To an oven-dried sealed tube (35 mL) with a magnetic stir bar were subsequently
added 4-(naphthalen-2-yl)-N-(quinolin-8-yl)butanamide 3w (68.0 mg, 0.2 mmol), The
tube was then evacuated and refilled with N, three times. BF; £tO, (150 pL, 1.2
mmol) and EtOH (2.0 mL) were added via syringe. The reaction mixture was stirred
at 110 °C for 24 h in an oil bath. After cooling to ambient temperature, the mixture
was diluted with DCM (15 mL) and then quenched by Et;N (0.28 mL, 10 equiv). The
combined organic layer was dried over anhydrous Na,SO,4, concentrated in vacuo.
The residue was purified by preparative TLC on silica gel using PE/EtOAc (19:1) to
give the desired product 5b (42.2 mg, 87% yield) as a pale yellow oil.

1 O Ni(tmhd), (10 mol%) 0 O
N P MeO
| v H MeOH, 100 °C, N,
= 24 h

3v 5c, 82% yield

To an oven-dried sealed tube (35 mL) with a magnetic stir bar were subsequently
S8



added 4-(naphthalen-1-yl)-N-(quinolin-8-yl)butanamide 3v (98.2 mg, 0.288 mmol)
and Ni(tmhd), (12.2 mg, 10 mol%). The tube was evacuated and refilled with N, three
times. MeOH (2.0 mL) were then added via syringe and the reaction mixture was
stirred at 100 °C for 24 h in an oil bath. After cooling to ambient temperature, the
reaction was diluted with DCM (15 mL). The combined organic layer was dried over
anhydrous Na,SO,, concentrated in vacuo. The residue was purified by preparative
TLC on silica gel using PE/EtOAc (19:1) to give the desired product 5¢ (54.1 mg,
82% yield) as a pale yellow oil.
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5. Preliminary Mechanistic Studies

5.1 Control Experiments

o Pd(OAG), (10 mol%) o
AR sy v L () R
z N ‘ + (MeO);Si H,0 (10 equiv) O N
2a
6a

THF, 100 °C, 24 h
7a, 0% yield

Following the general procedure, the reaction was carried out with Pd(OAc), (4.5 mg,
0.02 mmol, 10 mol%), unactivated alkene substrate 6a (42.2 mg, 0.2 mmol),
trimethoxyphenylsilane 2a (0.4 mmol, 2.0 equiv), CuF, (40.6 mg, 0.4 mmol) were
sequentially weighed in air and paced into an oven-dried 35 mL sealed tube with a
magnetic stir bar. H,O (36 pL, 2.0 mmol) and THF (2.0 mL) were added via syringe,
then the reaction mixture was heated to 100 °C and stirred for 24 h in an oil bath.
After cooling to ambient temperature, the reaction mixture was diluted with DCM (10
mL), filtered through a pad of celite, concentrated in vacuo. The reaction was
monitored by TLC and detected by *H NMR, while no hydroarylation product 7a has
been found in the reaction mixture.

Pd(OAc), (10 mol%)
/\)l\ CuF; (2.0 equiv)
+ (MeO)3S|-©
H,O (10 equw) |

THF, 100 °C, 24 h

7b, 0% yield

Following the general procedure, the reaction was carried out with Pd(OACc), (4.5 mg,
0.02 mmol, 10 mol%), unactivated alkene substrate 6b (42.6 mg, 0.2 mmol),
trimethoxyphenylsilane 2a (0.4 mmol, 2.0 equiv), CuF; (40.6 mg, 0.4 mmol) were
sequentially weighed in air and paced into an oven-dried 35 mL sealed tube with a
magnetic stir bar. H,O (36 pL, 2.0 mmol) and THF (2.0 mL) were added via syringe,
then the reaction mixture was heated to 100 °C and stirred for 24 h in an oil bath.
After cooling to ambient temperature, the reaction mixture was diluted with DCM (10
mL), filtered through a pad of celite, concentrated in vacuo. The reaction was
monitored by TLC and detected by *H NMR, while no hydroarylation product 7b has

been found in the reaction mixture.
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5.2 Intermolecular Competition Experiments

(o] Si(OMe); Pd(OAc), (10 mol%) R
/\)L CuF, (2.0 equiv) Joj\/\/©/
= N * -

H | H,O (10 equiv)  AQ

NX THF, 100 °C, 12 h

1a R 31/3s =1/3.47
(1.0 equiv each)

R = Me, 3I, 18.3% vyield
CF3, 3s, 63.5% yield

Following the general procedure, Pd(OAc),; (4.5 mg, 0.02 mmol, 10 mol%), alkene
substrate 1a (42.4 mg, 0.2 mmol), trimethoxy(p-tolyl)silane 2l (0.2 mmol, 1.0 equiv),
trimethoxy(4-(trifluoromethyl)phenyl)silane 2s (0.2 mmol, 1.0 equiv), CuF, (40.6 mg,
0.4 mmol) were sequentially weighed in air and paced into an oven-dried 35 mL
sealed tube with a magnetic stir bar. H,O (36 pL, 2.0 mmol) and THF (2.0 mL) were
added via syringe, and then the reaction mixture was heated to 100 °C and stirred for
12 h in an oil bath. After cooling to ambient temperature, the reaction mixture was
diluted with DCM (10 mL) and filtered through a pad of celite. The filtrate was then
concentrated in vacuo. The residue was further purified by preparative TLC on silica
gel using DCM/EtOAC (100:1) to give the desired hydroarylation 3l and 3s mixture as
an off-white solid (56.7 mg), and the ratio of product 3l and 3s was then determined

using *H NMR analysis (31, 11.2 mg, 18.3% vield; 3s, 45.5 mg, 63.5% yield).

eSS AL ST T O AN A= SRS TANANAa="TAaS S —SB =2 0w
L R L L i Bl B B B By B e By B B B A A e e e A A B B Rl B B R R B B e B B e R B By
0T 00 00 e e R I I I ol ol ol ol i ol o o ol ol o o T o I o I T I I O O O I
i e e i o RN ) e MBI, )
w""e JOJ\/K/@CFS
I N +I N
~-N ~N
3l 3s

31/3s =1/3.47

6.94,
2,007

0 10.5 9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)
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5.3 Scrambling Experiments

SiOMe)s by0Ac); (10 mol%)

(o] )
CuF, (2.0 equiv)
Ph
AQJ\/\’ H,0 (10 equiv)
3a Le THF, 100 °C, 24 h
3

2s

CF;
Jk/\ﬂ
AQ

3s, 0%

A mixture of 4-phenyl-N-(quinolin-8-yl)butanamide 3a (58.0 mg, 0.2 mmol),

trimethoxy(4-(trifluoromethyl)phenyl)silane 2s (0.4 mmol, 2.0 equiv), Pd(OAc); (4.5

mg, 10 mol%), CuF; (40.6 mg, 0.4 mmol) were sequentially weighed in air and paced

into an oven-dried 35 mL sealed tube with a magnetic stir bar. H,O (36 pL, 2.0 mmol)

and THF (2.0 mL) were added via syringe, the reaction mixture was then heated to

100 °C and stirred for 24 h in an oil bath. After cooling to ambient temperature, the

reaction mixture was diluted with DCM (10 mL), filtered through a pad of celite,

concentrated in vacuo. The starting material 3a was recovered after 24 h, and no aryl

exchange product 3s was detected by 'H NMR analysis, demonstrating the

irreversibility of transmetalation and/or migratory insertion steps in the catalytic

cycle.
2 OBRRE IV QR IISYNRELSASRRLgR SRy
E B Y EEEEEEEREEE R el el el el oelel el el el
S o L i et S peee——
JOJ\/\@
| N
~-N
3a
|
l .
|
d
I
T i i L R b
g 5 sfzzy gL
= - A o B o ] el el
.0 10.5 9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)
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Pd(OAc), (10 mol%) 0.62D

OH H CuF, (2.0 equiv) o +
+ 2a >
AQMPh ) D,0 (10 equiv) AQJJ\/\/Ph
3a (2.0 equiv)  THF, 100 °C, 24 h d-3a

H/D scrambling was observed

A mixture of 4-phenyl-N-(quinolin-8-yl)butanamide 3a (58.0 mg, 0.2 mmol),
Pd(OACc); (4.5 mg, 10 mol%), trimethoxyphenylsilane 2a (0.4 mmol, 2.0 equiv), CuF,
(40.6 mg, 0.4 mmol) were sequentially weighed in air and paced into an oven-dried
35 mL sealed tube with a magnetic stir bar. D,O (40 uL, 2.0 mmol) and THF (2.0 mL)
were added via syringe, the reaction mixture was then heated to 100 °C and stirred for
24 h in an oil bath. After cooling to ambient temperature, the reaction mixture was
diluted with DCM (10 mL), filtered through a pad of celite, concentrated in vacuo.
The residue was purified by preparative TLC on silica gel using DCM/EtOAc (100:1)

as eluent. The deuterium incorporation result (62%) was detected by *H NMR

analysis.
R RRER 22 U239329-38800aRRaLBRE2=a
;s W e w == - o ol ol ol ol ol ol ol ol ol o S I I o o I I I
S BEFS wErLErCCECY Seigddgagdee
0.62 D
N _A_Ph
AQ
d-3a
1
IS i oy L4
= -~ Ll =] L]
3 = 2 ssa= s H
= - A o BB o ] -]
.0 10.5 90 80 70 60 50 40 30 20 10 00

f1 (ppm)
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5.4 Deuteration Experiments

Pd(OAC), (10 mol%) 0.71D
o CuF, (2.0 equiv) o +
r

Jk/\ + 2a
D,O (10 i Ph
AQ N 20 (10 equiv) AQJ\/\/

1 (2.0equiv)  tpF 400 °C, 24 h
a d-3a

To an oven-dried sealed tube (35 mL) with a magnetic stir bar were sequentially
added Pd(OAc); (4.5 mg, 0.02 mmol, 10 mol%), alkene substrate 1a (42.4 mg, 0.2
mmol), trimethoxyphenylsilane 2a (0.4 mmol, 2.0 equiv), CuF; (40.6 mg, 0.4 mmol).
D,0 (40 uL, 2.0 mmol) and THF (2.0 mL) were added via syringe. Then, the reaction
mixture was heated to 100 °C and stirred for 24 h in an oil bath. After cooling to
ambient temperature, the mixture was diluted with DCM (10 mL) and filtered through
a pad of celite. The filtrate was concentrated in vacuo and the residue was purified by
preparative TLC on silica gel using DCM/EtOAc (100:1) as eluent to give the

deuterium incorporation product 3a/d-3a as an off-white solid (43.6 mg, 75% yield).

0.927 —-o

2.37%

3.41
2,00~
1.99
1.29+

2.08=
1.06-=
2.24

1 L14%

10.5 9.0 8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)

S14



6. Experimental data
2-phenethyl-N-(quinolin-8-yl)but-3-enamide (1c)
o

| N AN
~-N H

1c Ph

Following the general procedure, the desired product 1c was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 9/1) as an off-white solid (2.56 g,
81% yield). *H NMR (400 MHz, CDCls) 5 9.98 (s, 1H), 8.82-8.76 (m, 2H), 8.14 (dd,
J=8.3, 1.6 Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.31-7.17 (m,
5H), 6.11-6.00 (m, 1H), 5.36 (t, J = 13.6 Hz, 2H), 3.20 (dd, J = 15.4, 7.6 Hz, 1H),
2.80-2.67 (m, 2H), 2.43-2.32 (m, 1H), 2.07-1.94 (m, 1H); **C NMR (100 MHz,
CDCl3) 6 171.7, 148.2, 141.5, 138.6, 136.8, 136.3, 134.5, 128.5, 127.9, 127.4, 125.9,
121.54, 121.50, 118.4, 116.4, 52.6, 33.3, 33.2; HRMS m/z [M+H]" calculated for
C21H21N,0": 317.1654, found: 317.1656.

5-methoxy-N-(quinolin-8-yl)-2-vinylpentanamide (1d)

o

I N
_N H

1d OMe

Following the general procedure, the desired product 1d was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 5/1) as an off-white solid (1.87 g,
66% yield). *H NMR (400 MHz, CDCls) & 10.00 (s, 1H), 8.83-8.76 (m, 2H), 8.14 (dd,
J=8.3, 1.6 Hz, 1H), 7.55-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 6.08-5.97 (m,
1H), 5.41-5.26 (m, 2H), 3.48-3.37 (M, 2H), 3.33 (s, 3H), 3.22 (dd, J = 15.4, 7.4 Hz,
1H), 2.14-2.01 (m, 1H), 1.83-1.62 (m, 3H); 3C NMR (100 MHz, CDCl5) & 171.9,
148.2, 138.6, 136.9, 136.3, 134.5, 127.9, 127.3, 121.5, 121.4, 118.1, 116.4, 72.5, 58.5,
53.2, 28.7, 27.3; HRMS m/z [M+H]" calculated for C;7H1N,0O,": 285.1603, found:
285.1605.
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(E)-N-(quinolin-8-yl)hept-3-enamide (1h)

(o)

NJJ\/§/\/Me

I H

~-N
1h

Following the general procedure, the desired product 1h was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 9/1) as an off-white solid (1.96 g,
77% yield). *H NMR (400 MHz, CDCls) & 10.07 (s, 1H), 8.82-8.73 (m, 2H), 8.14 (dd,
J=8.3, 1.5 Hz, 1H), 7.55-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 5.87-5.79 (m,
1H), 5.79-5.70 (m, 1H), 3.27 (d, J = 6.7 Hz, 2H), 2.15 (g, J = 6.9 Hz, 2H), 1.60-1.47
(m, 2H), 0.99 (t, J = 7.4 Hz, 3H); ©*C NMR (100 MHz, CDCl;) 5 170.0, 148.1, 138.5,
137.0, 136.2, 134.5, 127.9, 127.3, 122.4, 121.5, 121.4, 116.3, 42.2, 34.8, 22.4, 13.7,
HRMS m/z [M+H]" calculated for C1sH1gN,O": 255.1497, found: 255.1502.

(E)-8-chloro-N-(quinolin-8-yl)oct-3-enamide (1k)

NJ\/W\/CI

I H

~N
1k

Following the general procedure, the desired product 1k was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 9/1) as pale yellow oil (2.20 g,
73% vyield). 'H NMR (400 MHz, CDCl3) & 10.02 (s, 1H), 8.82-8.73 (m, 2H), 8.14 (d,
J = 8.3 Hz, 1H), 7.55-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 5.87-5.74 (m, 2H),
3.64 (t, J = 6.7 Hz, 2H), 3.29 (d, J = 5.6 Hz, 2H), 2.37-2.29 (m, 2H), 1.99 (p, J = 6.8
Hz, 2H); BC NMR (100 MHz, CDCls3) 6 169.6, 148.2, 138.5, 136.3, 134.9, 134.3,
127.9, 127.3, 123.9, 121.53, 121.51, 116.3, 44.3, 42.0, 32.0, 29.7; HRMS m/z
[M+H]" calculated for C17H2CIN,O": 303.1264, found: 303.1266.

(E)-N-(quinolin-8-yl)trideca-3,12-dienamide (1)

NS Z
NJJ\/\/\H/\/
| H 5

~-N
11
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Following the general procedure, the desired product 11 was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 9/1) as a brown oil (2.39 g, 71%
yield). 'H NMR (400 MHz, CDCls) § 10.06 (s, 1H), 8.82-8.73 (m, 2H), 8.14 (dd, J =
8.3, 1.5 Hz, 1H), 7.55-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 5.88-5.69 (m, 3H),
5.03-4.89 (m, 2H), 3.27 (d, J = 6.8 Hz, 2H), 2.16 (dd, J = 14.2, 6.9 Hz, 2H), 2.02 (q, J
= 6.9 Hz, 2H), 1.56-1.44 (m, 2H), 1.41-1.25 (m, 8H); **C NMR (100 MHz, CDCl3) &
171.0, 148.1, 139.1, 138.5, 137.1, 136.2, 134.5, 127.9, 127.3, 122.2, 121.5, 121.4,
116.3, 114.1, 42.1, 33.7, 32.7, 29.4, 29.2, 29.1, 29.0, 28.9; HRMS m/z [M+H]"
calculated for C,,H,N,0": 337.2280, found: 337.2282.

(E)-N-(quinolin-8-yl)dec-3-enamide (10)

Following the general procedure, the desired product 1o was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 9/1) as a pale yellow oil (2.43 g,
82% yield). 'H NMR (400 MHz, CDCl3) 6 10.06 (s, 1H), 8.77 (d, J = 5.7 Hz, 2H),
8.15 (d, J = 8.3 Hz, 1H), 7.57-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 5.88-5.79
(m, 1H), 5.79-5.69 (m, 1H), 3.27 (d, J = 6.9 Hz, 2H), 2.16 (dd, J = 14.3, 7.0 Hz, 2H),
1.54-1.45 (m, 2H), 1.40-1.27 (m, 6H), 0.88 (t, J = 6.7 Hz, 3H); *C NMR (100 MHz,
CDCl3) 6 170.1, 148.1, 138.6, 137.2, 136.2, 134.5, 127.9, 127.4, 122.2, 121.5, 121.4,
116.3, 42.2, 32.7, 31.8, 29.3, 28.9, 22.6, 14.1; HRMS m/z [M+H]" calculated for
Ci9H25N,0™: 297.1967, found: 297.1970.

(E)-N-(quinolin-8-yl)dodec-3-enamide (1p)

(0]
N
Jl\/\/\H?Me

1p

| N
~-N H

Following the general procedure, the desired product 1p was isolated by flash column

chromatography on silica gel (eluent: PE/EtOAc = 9/1) as a pale yellow oil (2.14 g,
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66% yield). 'H NMR (400 MHz, CDCls) 6 10.06 (s, 1H), 8.82-8.74 (m, 2H), 8.14 (dd,
J=8.3, 1.5 Hz, 1H), 7.56-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 5.88-5.79 (m,
1H), 5.78-5.69 (m, 1H),, 3.27 (d, J = 7.0 Hz, 2H), 2.16 (dd, J = 14.3, 6.9 Hz, 2H),
1.55-1.45 (m, 2H), 1.40-.22 (m, 10H), 0.87 (t, J = 6.8 Hz, 3H); *C NMR (100 MHz,
CDCl3) 8 170.1, 148.1, 138.6, 137.2, 136.2, 134.5, 127.9, 127.4, 122.1, 121.5, 121.4,
116.3, 42.2, 32.7, 31.9, 29.5, 29.3, 29.2, 22.6, 14.1; HRMS m/z [M+H]" calculated
for Co1HaoN20™: 325.2280, found: 325.2280.

(E)-N-(quinolin-8-yl)tetradec-3-enamide (1q)

Following the general procedure, the desired product 1q was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 9/1) as a yellow oil (2.75 g, 78%
yield). *H NMR (400 MHz, CDCl5) § 10.06 (s, 1H), 8.79-8.76 (m, 2H), 8.15 (dd, J =
8.3, 1.5 Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 5.88-5.79 (m, 1H),
5.78-5.70 (m, 1H), 3.27 (d, J = 6.9 Hz, 2H), 2.16 (dd, J = 14.3, 7.0 Hz, 2H), 1.54-1.45
(m, 2H), 1.40-1.21 (m, 14H), 0.87 (t, J = 6.9 Hz, 3H); *C NMR (100 MHz, CDCl5)
0 170.1, 148.1, 138.6, 137.3, 136.2, 134.5, 127.9, 127.4, 122.2, 121.5, 121.4, 116.3,
42.2,32.7, 31.9, 29.61, 29.56, 29.32, 29.30, 29.27, 22.7, 14.1; HRMS m/z [M+H]"
calculated for Cp3sH33N,O™: 353.2593, found: 353.2594.

(E)-4-(4-(tert-butyl)phenyl)-N-(quinolin-8-yl)but-3-enamide (1s)

o 'Bu
N

1s

I N
_N H

Following the general procedure, the desired product 1s was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 9/1) as a brown solid (1.62 g, 47%
yield). *H NMR (400 MHz, CDCl3) & 10.06 (s, 1H), 8.75 (dd, J = 14.4, 5.7 Hz, 2H),
8.14 (d, J = 8.2 Hz, 1H), 7.57-7.47 (m, 2H), 7.46-7.33 (m, 5H), 6.70 (d, J = 15.8 Hz,
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1H), 6.51-6.40 (m, 1H), 3.49 (d, J = 7.2 Hz, 2H), 1.33 (s, 9H); **C NMR (100 MHz,
CDCls) & 169.4, 150.8, 148.2, 138.5, 136.3, 134.7, 134.4, 134.2, 127.9, 127.4, 126.2,
1255, 121.5, 116.4, 42.4, 34.6, 31.3; HRMS m/z [M+H]" calculated for CpsHzsN,0":
345.1967, found: 345.1963.

(E)-4-(naphthalen-2-yl)-N-(quinolin-8-yl)but-3-enamide (1t)

1t

O
Following the general procedure, the desired product 1t was isolated by flash column
chromatography on silica gel (eluent: PE/EtOAc = 9/1) as an off-white solid (1.83 g,
54% vyield). *H NMR (400 MHz, CDCl3) 5 10.11 (s, 1H), 8.79 (dd, J = 7.4, 1.3 Hz,
1H), 8.71 (dd, J = 4.2, 1.6 Hz, 1H), 8.13 (dd, J = 8.3, 1.5 Hz, 1H), 7.85-7.77 (m, 4H),
7.68 (dd, J = 8.8, 1.2 Hz, 1H), 7.57-7.38 (m, 5H), 6.87 (d, J = 15.8 Hz, 1H), 6.68-6.58
(m, 1H), 3.56 (dd, J = 7.2, 0.9 Hz, 2H); *C NMR (100 MHz, CDCl3) & 169.3, 148.2,
138.5, 136.3, 135.0, 134.43, 134.38, 133.6, 133.1, 128.2, 128.0, 127.9, 127.7, 127.4,
126.30, 126.25, 125.9, 123.7, 122.8, 121.60, 121.57, 116.4, 42.4; HRMS m/z

[M+H]" calculated for C,3H19N,O": 339.1497, found: 339.1495.

4-phenyl-N-(quinolin-8-yl)butanamide (3a)*

S
N
| H

~N
3a

Following the general procedure, the desired product 3a was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as an off-white solid (47.6 mg, 82%
yield). *H NMR (400 MHz, CDCls) § 9.79 (s, 1H), 8.81-8.77 (m, 2H), 8.14 (dd, J =
8.2, 1.3 Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.2, 4.2 Hz, 1H), 7.32-7.27 (m, 2H),
7.26-7.17 (m, 3H), 2.77 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H), 2.21-2.11 (m,
2H); *C NMR (100 MHz, CDCls) § 171.4, 148.1, 141.5, 138.3, 136.3, 134.5, 128.5,
128.4,127.9, 127.4,125.9, 121.5, 121.3, 116.4, 37.3, 35.2, 27.0.

S19



N-(quinolin-8-yl)-4-(o-tolyl)butanamide (3b)*

IS
N
I H

~N Me
3b

Following the general procedure, the desired product 3b was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as an off-white solid (41.7 mg, 69%
yield). 'H NMR (400 MHz, CDCls) & 9.80 (s, 1H), 8.83-8.75 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.56-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 7.21-7.17 (m, 1H),
7.16-7.08 (m, 3H), 2.75 (t, J = 7.5 Hz, 2H), 2.62 (t, J = 7.4 Hz, 2H), 2.33 (s, 3H),
2.16-2.07 (m, 2H); BC NMR (100 MHz, CDCl3) 6 171.3, 148.1, 139.7, 138.3, 136.3,
136.0, 134.5, 130.2, 129.0, 127.9, 127.4, 126.1, 125.9, 121.5, 121.3, 116.4, 37.6, 32.6,
25.7,19.3.

4-(2-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3c)*

IS
N
I H

~N OMe
3c

Following the general procedure, the desired product 3c was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a yellow oil (49.9 mg, 78% vield). 'H
NMR (400 MHz, CDCls) 6 9.80 (s, 1H), 8.85-8.77 (m, 2H), 8.15 (dd, J = 8.3, 1.6 Hz,
1H), 7.57-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.23-7.17 (m, 2H), 6.90 (t, J =
7.4 Hz, 1H), 6.85 (d, J = 8.4 Hz, 1H), 3.81 (s, 3H), 2.79 (t, J = 7.4 Hz, 2H), 2.59 (t, J
= 7.6 Hz, 2H), 2.20-2.10 (m, 2H); *C NMR (100 MHz, CDCls) § 171.7, 157.5,
148.0, 138.3, 136.3, 134.6, 130.1, 129.8, 127.9, 127.4, 127.2, 1215, 121.2, 120.4,
116.4, 110.2, 55.2, 37.6, 29.6, 25.6.

N-(quinolin-8-yl)-4-(2-(trifluoromethyl)phenyl)butanamide (3d)

IS
N
I H

Z N CF3
3d
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Following the general procedure, the desired product 3d was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as an off-white solid (58.1 mg, 81%
yield). *H NMR (400 MHz, CDCl5) & 9.82 (s, 1H), 8.83-8.76 (m, 2H), 8.15 (dd, J =
8.3, 1.5 Hz, 1H), 7.62 (d, J = 7.9 Hz, 1H), 7.56-7.41 (m, 5H), 7.28 (t, J = 7.6 Hz, 1H),
2.97-2.91 (m, 2H), 2.65 (t, J = 7.5 Hz, 2H), 2.22-2.12 (m, 2H); *C NMR (100 MHz,
CDCl3) 6 171.0, 148.1, 140.4, 138.3, 136.3, 134.5, 131.8, 131.1, 128.5 (d, J = 29.5
Hz), 127.9, 126.0, 125.9 (q, J = 5.7 Hz), 123.3, 121.6, 121.4, 116.4, 37.5, 31.9, 27.1,
YF NMR (376 MHz, CDCl;) & -59.48; HRMS m/z [M+H]" calculated for
CaoH1sF3N,0™: 359.1371, found: 359.1378.

N-(quinolin-8-yl)-4-(2-(trifluoromethoxy)phenyl)butanamide (3e)

o)
N
_N H OCF,
3e

Following the general procedure, the desired product 3e was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as an off-white solid (63.3 mg, 84%
yield). *"H NMR (400 MHz, CDCls) § 9.83 (s, 1H), 8.86-8.77 (m, 2H), 8.17 (dd, J =
8.3, 1.6 Hz, 1H), 7.58-7.49 (m, 2H), 7.46 (dd, J = 8.3, 4.2 Hz, 1H), 7.39-7.34 (m, 1H),
7.29-7.22 (m, 3H), 2.90-2.83 (m, 2H), 2.63 (t, J = 7.5 Hz, 2H), 2.23-2.13 (m, 2H); *C
NMR (100 MHz, CDCls3) 6 171.1, 148.1, 147.7, 138.3, 136.3, 134.5, 133.9, 130.8,
127.9, 127.4, 127.4, 126.8, 121.5, 121.4, 120.6 (d, J = 255.6 Hz), 120.5, 116.4, 37.3,
29.1, 25.6; 1°F NMR (376 MHz, CDCls) & -56.95; HRMS m/z [M+H]" calculated
for CoH1gF3N20,": 375.1320, found: 375.1314.

4-(3-fluorophenyl)-N-(quinolin-8-yl)butanamide (3f)**

A,

3f

I N
_N H

Following the general procedure, the desired product 3f was isolated by preparative

TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a colorless oil (47.9 mg, 78%
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yield). *H NMR (400 MHz, CDCls) & 9.79 (s, 1H), 8.84-8.74 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.24 (dt, J = 7.9,
5.8 Hz, 1H), 7.01 (d, J = 7.6 Hz, 1H), 6.95 (d, J = 10.0 Hz, 1H), 6.89 (td, J = 8.4, 2.4
Hz, 1H), 2.76 (t, J = 7.6 Hz, 2H), 2.57 (t, J = 7.4 Hz, 2H), 2.19-2.10 (m, 2H); *C
NMR (100 MHz, CDCls) 6 171.1, 162.9 (d, J = 243.9 Hz), 148.1, 144.1 (d, J = 7.1
Hz), 138.3, 136.3, 134.4, 129.8 (d, J = 8.3 Hz), 127.9, 127.4, 124.2 (d, J = 2.7 Hz),
121.6, 121.1, 116.4, 115.4 (d, J = 20.7 Hz), 112.8 (d, J = 20.9 Hz), 37.1, 34.8 (d, J =
1.6 Hz), 26.7; *F NMR (376 MHz, CDCls) § -113.71.

N-(quinolin-8-yl)-4-(m-tolyl)butanamide (3g)*?

w
Me

39

O
Following the general procedure, the desired product 3g was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as an off-white solid (39.4 mg, 65%
yield). *H NMR (400 MHz, CDCls) 8 9.79 (s, 1H), 8.82-8.76 (m, 2H), 8.15 (dd, J =
8.3, 1.6 Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.19 (t, J = 7.5 Hz,
1H), 7.07-6.99 (m, 3H), 2.73 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.5 Hz, 2H), 2.32 (s, 3H),
2.20-2.11 (m, 2H); *C NMR (100 MHz, CDCls) § 171.5, 148.1, 141.4, 138.3, 137.9,
136.3, 134.5, 129.4, 128.3, 127.9, 127.4, 126.7, 125.6, 121.5, 121.3, 116.4, 37.3, 35.1,

27.0,21.4.

4-(3-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3h)*

S 2
OMe

3h

i N
N H
Following the general procedure, the desired product 3h was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a yellow oil (48.8 mg, 76% yield). *H
NMR (400 MHz, CDCls) 6 9.79 (s, 1H), 8.80-8.77 (m, 2H), 8.14 (dd, J = 8.3, 1.6 Hz,

1H), 7.56-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.21 (t, J = 7.8 Hz, 1H),
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6.86-6.78 (m, 2H), 6.75 (dd, J = 8.2, 2.4 Hz, 1H), 3.78 (s, 3H), 2.75 (t, J = 7.5 Hz,
2H), 2.57 (t, J = 7.5 Hz, 2H), 2.20-2.10 (m, 2H); *C NMR (100 MHz, CDCl3) &
171.4, 159.7, 148.1, 143.1, 138.3, 136.3, 134.5, 129.3, 127.9, 127.4, 121.5, 121.4,
121.0, 116.4, 114.2, 111.4, 55.1, 37.2, 35.2, 26.9.

N-(quinolin-8-yl)-4-(3-(trifluoromethyl)phenyl)butanamide (3i)*?

S 2
CF

3i

O :
Following the general procedure, the desired product 3i was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a white solid (51.9 mg, 72%
yield). *H NMR (400 MHz, CDCls) & 9.81 (s, 1H), 8.83-8.74 (m, 2H), 8.15 (dd, J =
8.3, 1.4 Hz, 1H), 7.57-7.48 (m, 3H), 7.47-7.37 (m, 4H), 2.86-2.79 (m, 2H), 2.59 (t, J =
7.3 Hz, 2H), 2.22-2.13 (m, 2H); *C NMR (100 MHz, CDCl;) & 171.0, 148.1, 142.4,
138.3, 136.4, 134.4, 131.9, 130.7 (d, J = 31.7 Hz), 128.8, 127.9, 127.4, 125.6, 125.2
(0, J = 3.9 Hz), 122.9 (q, J = 3.9 Hz), 121.6, 121.5, 116.5, 37.1, 35.0, 26.8; “F NMR

(376 MHz, CDCl3) & -62.54.

4-(4-fluorophenyl)-N-(quinolin-8-yl)butanamide (3j)*

F
Jol\)\/©/
N

3

~-N

Following the general procedure, the desired product 3j was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a yellow oil (48.8 mg, 76% vyield).
'H NMR (400 MHz, CDCl3) 6 9.78 (s, 1H), 8.82-8.75 (m, 2H), 8.15 (dd, J = 8.3, 1.6
Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.21-7.15 (m, 2H),
7.00-6.93 (M, 2H), 2.73 (t, J = 7.6 Hz, 2H), 2.56 (t, J = 7.4 Hz, 2H), 2.17-2.08 (m,
2H); *C NMR (100 MHz, CDCls) § 171.2, 161.3 (d, J = 242.0 Hz), 148.1, 138.3,
137.1 (d, J = 3.1 Hz), 136.3, 134.4, 129.8 (d, J = 7.7 Hz), 127.9, 127.4, 121.5 (d, J =
15.4 Hz), 116.4, 115.2, 115.0, 37.1, 34.3, 27.1; F NMR (376 MHz, CDCls) &
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-117.56.

4-(4-chlorophenyl)-N-(quinolin-8-yl)butanamide (3k)*°

wm
N

I H

~-N
3k

Following the general procedure, the desired product 3k was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 50/1) as a white solid (49.6 mg, 76% yield).
'H NMR (400 MHz, CDCls) § 9.80 (s, 1H), 8.85-8.78 (m, 2H), 8.18 (dd, J = 8.3, 1.6
Hz, 1H), 7.59-7.50 (m, 2H), 7.47 (dd, J = 8.3, 4.2 Hz, 1H), 7.30-7.25 (m, 2H),
7.21-7.17 (m, 2H), 2.79-2.73 (m, 2H), 2.59 (t, J = 7.4 Hz, 2H), 2.20-2.11 (m, 2H); *C
NMR (100 MHz, CDCls) 6 171.4, 148.1, 139.9, 138.3, 136.4, 134.4, 131.7, 129.9,
128.5,127.9, 127.4,121.6, 121.4, 116.4, 37.1, 34.5, 26.9.

N-(quinolin-8-yl)-4-(p-tolyl)butanamide (31)**

JOJ\)\/©/M6
N

I H

~-N
3l

Following the general procedure, the desired product 3l was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as an off-white solid (43.6 mg, 72%
yield). *H NMR (400 MHz, CDCls) 6 9.78 (s, 1H), 8.82-8.75 (m, 2H), 8.14 (dd, J =
8.3, 1.7 Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.15-7.08 (m, 4H),
2.73 (t, J = 7.5 Hz, 2H), 2.56 (t, J = 7.5 Hz, 2H), 2.31 (s, 3H), 2.19-2.10 (m, 2H); **C
NMR (100 MHz, CDCl3) 6 171.5, 148.1, 138.4, 138.3, 136.3, 135.4, 134.5, 129.1,
128.4,127.9, 127.4,121.5, 121.3, 116.4, 37.3, 34.7, 27.1, 21.0.

4-(4-isopropylphenyl)-N-(quinolin-8-yl)butanamide (3m)

i
P
w r
N

| H

~-N
3m
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Following the general procedure, the desired product 3m was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a yellow oil (50.2 mg, 76% yield).
'H NMR (400 MHz, CDCls) 5 9.78 (s, 1H), 8.83-8.76 (m, 2H), 8.14 (dd, J = 8.3, 1.6
Hz, 1H), 7.56-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.20-7.13 (m, 4H), 2.88
(hept, J = 6.9 Hz, 1H), 2.77-2.71 (m, 2H), 2.58 (t, J = 7.5 Hz, 2H), 2.20-2.10 (m, 2H),
1.24 (d, J = 6.9 Hz, 6H); **C NMR (100 MHz, CDCl3) & 171.5, 148.1, 146.5, 138.7,
138.3, 136.3, 134.5, 128.5, 127.9, 127.4, 126.4, 121.5, 121.3, 116.4, 37.4, 34.8, 33.7,
27.0, 24.0; HRMS m/z [M+H]" calculated for CxH,sN,O": 333.1967, found:
333.1966.

4-(4-butylphenyl)-N-(quinolin-8-yl)butanamide (3n)

wBu

3n

I N
_N H

Following the general procedure, the desired product 3n was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a yellow oil (36.7 mg, 53% yield).
'H NMR (400 MHz, CDCl5) § 9.81 (s, 1H), 8.85-8.79 (m, 2H), 8.18 (dd, J = 8.3, 1.6
Hz, 1H), 7.59-7.50 (m, 2H), 7.47 (dd, J = 8.3, 4.2 Hz, 1H), 7.20-7.12 (m, 4H), 2.77 (t,
J =75 Hz, 2H), 2.60 (t, J = 7.5 Hz, 4H), 2.23-2.13 (m, 2H), 1.66-1.57 (m, 2H), 1.38
(dg, J = 14.6, 7.3 Hz, 2H), 0.95 (t, J = 7.3 Hz, 3H); *C NMR (100 MHz, CDCl3) &
1715, 148.1, 140.5, 138.6, 138.3, 136.3, 134.5, 128.4, 127.9, 127.4, 121.5, 121.3,
116.4, 37.4, 35.2, 34.8, 33.7, 27.1, 22.4, 13.9; HRMS m/z [M+H]" calculated for
Ca3H27N,0™: 347.2123, found: 347.2121.

4-(4-(tert-butyl)phenyl)-N-(quinolin-8-yl)butanamide (30)*

wBu
N

I H

N
2 30

Following the general procedure, the desired product 3o was isolated by preparative

TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a yellow oil (41.3 mg, 60% vyield).
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'H NMR (400 MHz, CDCls)  9.78 (s, 1H), 8.82-8.75 (m, 2H), 8.14 (dd, J = 8.3, 1.6
Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.34-7.29 (m, 2H),
7.20-7.15 (m, 2H), 2.74 (t, J = 7.5 Hz, 2H), 2.58 (t, J = 7.5 Hz, 2H), 2.20-2.11 (m,
2H), 1.31 (s, 9H); *C NMR (100 MHz, CDCl;) & 171.5, 148.7, 148.1, 138.4, 138.3,
136.3, 134.5, 128.2, 127.9, 127.4, 125.3, 121.5, 121.3, 116.4, 37.4, 34.7, 34.3, 31.2,
27.0.

4-([1,1*-biphenyl]-4-y1)-N-(quinolin-8-yl)butanamide (3p)**

Ph
JOJ\)\/©/
N

I H

~-N
3p

Following the general procedure, the desired product 3p was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 50/1) as a white solid (47.8 mg, 65% yield).
'H NMR (400 MHz, CDCls) 5 9.80 (s, 1H), 8.82-8.75 (m, 2H), 8.13 (dd, J = 8.3, 1.6
Hz, 1H), 7.59-7.46 (m, 6H), 7.44-7.39 (m, 3H), 7.34-7.28 (m, 3H), 2.80 (t, J = 7.5 Hz,
2H), 2.60 (t, J = 7.4 Hz, 2H), 2.19 (p, J = 7.5 Hz, 2H); *C NMR (100 MHz, CDCls)
0 171.3, 148.1, 141.0, 140.6, 138.9, 138.3, 136.3, 134.5, 129.0, 128.7, 127.9, 127.4,
127.1,126.98, 126.95, 121.5, 121.4, 116.4, 37.3, 34.8, 26.9.

4-(4-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3q)*

wome

3q

I N
_N H

Following the general procedure, the desired product 3q was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a yellow oil (48.2 mg, 75% vield). *H
NMR (400 MHz, CDCls) 6 9.78 (s, 1H), 8.82-8.75 (m, 2H), 8.15 (dd, J = 8.3, 1.6 Hz,
1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.17-7.13 (m, 2H), 6.87-6.80
(m, 2H), 3.78 (s, 3H), 2.71 (t, J = 7.5 Hz, 2H), 2.56 (t, J = 7.5 Hz, 2H), 2.12 (p, J =
7.5 Hz, 2H); *C NMR (100 MHz, CDCl3) & 171.5, 157.9, 148.1, 138.3, 136.3, 134.5,
133.5,129.4, 127.9,127.4, 121.5, 121.3, 116.4, 113.8, 55.2, 37.3, 34.3, 27.2.
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4-(4-(methylthio)phenyl)-N-(quinolin-8-yl)butanamide (3r)*

wsnﬂe

3r

I N
_N H

Following the general procedure, the desired product 3r was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a yellow oil (30.9 mg, 46% yield). *H
NMR (400 MHz, CDCl3) § 9.78 (s, 1H), 8.82-8.74 (m, 2H), 8.16 (dd, J = 8.3, 1.5 Hz,
1H), 7.57-7.48 (m, 2H), 7.46 (dd, J = 8.3, 4.2 Hz, 1H), 7.23-7.15 (m, 5H), 2.73 (t, J =
7.5 Hz, 2H), 2.57 (t, J = 7.4 Hz, 2H), 2.47 (s, 3H), 2.14 (p, J = 7.5 Hz, 2H); *C NMR
(100 MHz, CDCl3) 6 171.3, 148.1, 138.6, 138.4, 136.4, 135.5, 134.5, 129.1, 128.0,
127.4,127.3,121.6, 121.4, 116.5, 37.2, 34.6, 27.0, 16.3.

N-(quinolin-8-yl)-4-(4-(trifluoromethyl)phenyl)butanamide (3s)**

WCFS

3s

I N
_N H

Following the general procedure, the desired product 3s was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 50/1) as an off-white solid (48.6 mg, 68%
yield). *H NMR (400 MHz, CDCls) 6 9.79 (s, 1H), 8.82-8.75 (m, 2H), 8.15 (dd, J =
8.3, 1.6 Hz, 1H), 7.58-7.48 (m, 4H), 7.45 (dd, J = 8.3, 4.2 Hz, 1H), 7.34 (d, J = 8.0 Hz,
2H), 2.82 (t, J = 7.6 Hz, 2H), 2.58 (t, J = 7.3 Hz, 2H), 2.22-2.12 (m, 2H); *C NMR
(100 MHz, CDCl3) 6 171.0, 148.1, 145.6, 138.3, 136.4, 134.4, 128.8, 128.4 (d, J =
32.3 Hz), 127.9, 127.4, 125.3 (q, J = 3.8 Hz), 124.3 (d, J = 270.0 Hz), 121.6, 121.5,
116.5, 37.0, 34.9, 26.7; **F NMR (376 MHz, CDCls) 5 -62.32.

N-(quinolin-8-yl)-4-(4-(trifluoromethoxy)phenyl)butanamide (3t)*

ST o
N

I H

~-N
3t

Following the general procedure, the desired product 3t was isolated by preparative
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TLC on silica gel (eluent: DCM/EtOAc = 50/1) as an off-white solid (56.0 mg, 75%
yield). '"H NMR (400 MHz, CDCls) & 9.82 (s, 1H), 8.85-8.78 (m, 2H), 8.18 (dd, J =
8.3, 1.6 Hz, 1H), 7.60-7.50 (m, 2H), 7.47 (dd, J = 8.3, 4.2 Hz, 1H), 7.30-7.25 (m, 2H),
7.19-7.13 (m, 2H), 2.83-2.77 (m, 2H), 2.60 (t, J = 7.4 Hz, 2H), 2.22-2.13 (m, 2H); *C
NMR (100 MHz, CDCls) § 171.1, 148.1, 147.5, 140.2, 138.3, 136.4, 134.4, 129.8,
127.9, 127.4,121.6, 121.5, 120.9, 120.5 (d, J = 255.0 Hz), 116.5, 37.1, 34.4, 26.9; °F
NMR (376 MHz, CDCls) & -57.91.

N-(quinolin-8-yl)-4-(4-vinylphenyl)butanamide (3u)

FAT

3u

I N
_N H

Following the general procedure, the desired product 3u was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a yellow oil (43.8 mg, 69% yield).
'H NMR (400 MHz, CDCls)  9.78 (s, 1H), 8.82-8.75 (m, 2H), 8.15 (dd, J = 8.3, 1.6
Hz, 1H), 7.57-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.34 (d, J = 8.1 Hz, 2H),
7.20 (d, J = 8.1 Hz, 2H), 6.69 (dd, J = 17.6, 10.9 Hz, 1H), 5.70 (dd, J = 17.6, 0.8 Hz,
1H), 5.20 (d, J = 10.9 Hz, 1H), 2.76 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.4 Hz, 2H),
2.21-2.10 (m, 2H); **C NMR (100 MHz, CDCls) 6 171.3, 148.1, 141.2, 138.3, 136.6,
136.3, 135.4, 134.5, 128.7, 127.9, 127.4, 126.3, 121.5, 121.4, 116.4, 113.0, 37.2, 34.9,
26.9; HRMS m/z [M+H]" calculated for Cy;H,;N,O": 317.1654, found: 317.1650.

4-(naphthalen-1-yl)-N-(quinolin-8-yl)butanamide (3v)*

o] OO

Following the general procedure, the desired product 3v was isolated by preparative

Iz

~-N
3v

TLC on silica gel (eluent: DCM/EtOAc = 50/1) as an off-white solid (53.3 mg, 78%
yield). *H NMR (400 MHz, CDCls) & 9.79 (s, 1H), 8.84-8.74 (m, 2H), 8.15-8.07 (m,
2H), 7.86-7.81 (m, 1H), 7.71 (dt, J = 7.0, 3.6 Hz, 1H), 7.55-7.44 (m, 4H), 7.44-7.35
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(m, 3H), 3.26-3.18 (m, 2H), 2.64 (t, J = 7.3 Hz, 2H), 2.33-2.23 (m, 2H); *C NMR
(100 MHz, CDCls) & 171.3, 148.1, 138.3, 137.6, 136.3, 134.5, 133.9, 131.9, 128.7,
127.9,127.4,126.8, 126.2, 125.8, 125.5, 125.4, 123.8, 121.5, 121.4, 116.5, 37.5, 32.3,
26.3.

4-(naphthalen-2-yl)-N-(quinolin-8-yl)butanamide (3w)*?

LA

3w

Iz

~-N

Following the general procedure, the desired product 3w was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 50/1) as an off-white solid (42.6 mg, 63%
yield). *H NMR (400 MHz, CDCl5) & 9.83 (s, 1H), 8.87-8.77 (m, 2H), 8.17 (dd, J =
8.3, 1.6 Hz, 1H), 7.86-7.77 (m, 3H), 7.71 (s, 1H), 7.60-7.41 (m, 6H), 2.97 (t, J= 7.5
Hz, 2H), 2.64 (t, J = 7.4 Hz, 2H), 2.29 (p, J = 7.4 Hz, 2H); *C NMR (100 MHz,
CDCl3) 6 171.4, 148.1, 139.0, 138.3, 136.3, 134.5, 133.6, 132.1, 128.0, 127.9, 127.6,
127.44, 127.40, 127.3, 126.7, 125.9, 125.2, 121.5, 121.4, 116.4, 37.2, 35.3, 26.8.

4-(benzo[d][1,3]dioxol-5-yI)-N-(quinolin-8-yl)butanamide (3x)*°

ISP GR

3x

I N
_N H

Following the general procedure, the desired product 3x was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 5/1) as a yellow oil (41.7 mg, 62% vyield). *H
NMR (400 MHz, CDCls) 6 9.78 (s, 1H), 8.83-8.75 (m, 2H), 8.14 (dd, J = 8.3, 1.6 Hz,
1H), 7.56-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 6.76-6.70 (m, 2H), 6.67 (dd, J
=7.9, 1.6 Hz, 1H), 5.90 (s, 2H), 2.68 (t, J = 7.5 Hz, 2H), 2.55 (t, J = 7.4 Hz, 2H), 2.11
(p, J = 7.5 Hz, 2H); 3C NMR (100 MHz, CDCl5) § 171.4, 148.1, 147.6, 145.7, 138.3,
136.3, 135.3, 134.5, 127.9, 127.4, 121.5, 121.34, 121.30, 116.4, 109.0, 108.1, 100.7,
37.1,34.9, 27.2.
4-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)-N-(quinolin-8-yl)butanamide (3y)
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~-N
3y

Following the general procedure, the desired product 3y was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 5/1) as a yellow oil (40.9 mg, 59% yield). *H
NMR (400 MHz, CDCl3) § 9.78 (s, 1H), 8.82-8.74 (m, 2H), 8.15 (dd, J = 8.3, 1.7 Hz,
1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 6.80-6.75 (m, 2H), 6.70 (dd, J
= 8.2, 2.0 Hz, 1H), 4.23 (s, 4H), 2.66 (t, J = 7.5 Hz, 2H), 2.56 (t, J = 7.5 Hz, 2H),
2.16-2.07 (m, 2H); **C NMR (100 MHz, CDCls) § 171.4, 148.1, 143.3, 141.8, 138.3,
136.3, 134.8, 134.5, 127.9, 127.4, 121.53, 121.47, 121.3, 117.1, 117.0, 116.4, 64.4,
64.3, 37.2, 34.4, 27.1; HRMS m/z [M+H]" calculated for CyH»1N,O3": 349.1552,
found: 349.1543.

4-(2,3-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3z)

(o)
N Me
H

~-N Me
3z

Following the general procedure, the desired product 3z was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a colorless oil (42.6 mg, 67%
yield). *"H NMR (400 MHz, CDCls) & 9.80 (s, 1H), 8.82-8.76 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.56-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 7.07-6.99 (m, 3H),
2.81-2.74 (m, 2H), 2.61 (t, J = 7.4 Hz, 2H), 2.27 (s, 3H), 2.24 (s, 3H), 2.14-2.05 (m,
2H); BC NMR (100 MHz, CDCl3) 6 171.4, 148.1, 139.6, 138.3, 136.9, 136.3, 134.6,
134.5, 127.9, 127.8, 127.4, 127.1, 125.3, 121.5, 121.3, 116.4, 37.6, 33.4, 26.1, 20.7,
15.0; HRMS m/z [M+H]" calculated for C»1H»3N,O": 319.1810, found: 319.1811.

4-(3-fluoro-2-methylphenyl)-N-(quinolin-8-yl)butanamide (3aa)*

£
N F
H

Me

I/N

3aa
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Following the general procedure, the desired product 3aa was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a colorless oil (55.0 mg, 85%
yield). *H NMR (400 MHz, CDCls) 8 9.79 (s, 1H), 8.82-8.75 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.56-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.12-7.03 (m, 1H),
6.97 (d, J = 7.4 Hz, 1H), 6.87 (t, J = 8.9 Hz, 1H), 2.80-2.73 (m, 2H), 2.61 (t, J = 7.3
Hz, 2H), 2.24 (d, J = 2.2 Hz, 3H), 2.14-2.04 (m, 2H); **C NMR (100 MHz, CDCl3) &
171.1, 161.5 (d, J = 241.5 Hz), 148.1, 142.2 (d, J = 3.9 Hz), 138.3, 136.3, 134.4,
127.9, 127.4, 126.4 (d, J = 9.0 Hz), 124.5 (d, J = 2.9 Hz), 123.1 (d, J = 15.7 Hz),
121.5,121.4, 116.4, 112.7 (d, J = 23.2 Hz), 37.3, 32.5 (d, J = 2.7 Hz), 25.8, 10.4 (d, J
=5.9 Hz); ®F NMR (376 MHz, CDCl5) § -116.49.

4-(2,4-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3ab)

wme
N
| H

~N Me

Following the general procedure, the desired product 3ab was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a colorless oil (42.4 mg, 67%
yield). *H NMR (400 MHz, CDCls) 6 9.79 (s, 1H), 8.82-8.75 (m, 2H), 8.14 (dd, J =
8.3, 1.7 Hz, 1H), 7.55-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 7.08 (d, J = 7.5 Hz,
1H), 6.98-6.92 (m, 2H), 2.75-2.68 (m, 2H), 2.61 (t, J = 7.4 Hz, 2H), 2.30 (s, 3H), 2.28
(s, 3H), 2.14-2.05 (m, 2H); *C NMR (100 MHz, CDCls) & 171.4, 148.1, 138.3,
136.6, 136.3, 135.8, 135.5, 134.5, 131.0, 129.0, 127.9, 127.4, 126.5, 121.5, 121.3,
116.4, 37.6, 32.2, 25.9, 20.8, 19.2; HRMS m/z [M+H]" calculated for C,;H23N,0™:
319.1810, found: 319.1811.

4-(4-methoxy-2-methylphenyl)-N-(quinolin-8-yl)butanamide (3ac)

o OMe
N
H

Me

I/N

3ac

Following the general procedure with 2ac (3.0 equiv), the desired product 3ac was
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isolated by preparative TLC on silica gel (eluent: PE/EtOAc = 9/1) as a pale yellow
oil (42.0 mg, 63% yield). *"H NMR (400 MHz, CDCl3) § 9.79 (s, 1H), 8.82-8.75 (m,
2H), 8.15 (dd, J = 8.3, 1.6 Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H),
7.10 (d, J = 8.2 Hz, 1H), 6.72-6.66 (m, 2H), 3.76 (s, 3H), 2.74-2.66 (m, 2H), 2.60 (t, J
= 7.4 Hz, 2H), 2.31 (s, 3H), 2.12-2.03 (m, 2H); *C NMR (100 MHz, CDCls) § 171.4,
157.8, 148.1, 138.3, 137.3, 136.3, 134.5, 131.9, 129.9, 127.9, 127.4, 121.5, 121.3,
116.4, 115.9, 111.0, 55.2, 37.6, 31.8, 26.1, 19.6; HRMS m/z [M+H]" calculated for
Ca1H23N20,": 335.1760, found: 335.1757.

4-(5-fluoro-2-methylphenyl)-N-(quinolin-8-yl)butanamide (3ad)
F

ﬁ\*/@
N
I H

~N Me
3ad

Following the general procedure, the desired product 3ad was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a colorless oil (44.0 mg, 68%
yield). *H NMR (400 MHz, CDCl5) & 9.81 (s, 1H), 8.82-8.75 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.57-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.06 (dd, J = 8.3,
6.0 Hz, 1H), 6.92 (dd, J = 9.9, 2.7 Hz, 1H), 6.79 (td, J = 8.4, 2.8 Hz, 1H), 2.75-2.68
(m, 2H), 2.62 (t, J = 7.3 Hz, 2H), 2.27 (s, 3H), 2.14-2.05 (m, 2H); *C NMR (100
MHz, CDCls3) 6 171.1, 162.3 (d, J = 241.4 Hz), 148.1, 141.7 (d, J = 6.8 Hz), 138.3,
136.3, 134.4, 1315 (d, J = 3.1 Hz), 131.3 (d, J = 7.8 Hz), 127.9, 127.4, 121.6, 121.4,
116.4, 115.4 (d, J = 20.7 Hz), 112.5 (d, J = 20.5 Hz), 37.3, 32.6 (d, J = 1.4 Hz), 25.4,
18.5; 'F NMR (376 MHz, CDCl3) & -118.05; HRMS m/z [M+H]" calculated for
Ca0H20FN,O™: 323.1560, found:323.1563.

4-(2,5-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3ae)
Me

W
N
I H

N M
2 3ae €

Following the general procedure, the desired product 3ae was isolated by preparative
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TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a colorless oil (44.6 mg, 70%
yield). *H NMR (400 MHz, CDCls) 6 9.81 (s, 1H), 8.83-8.75 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.56-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 7.05-6.99 (m, 2H),
6.92 (dd, J = 7.6, 1.4 Hz, 1H), 2.75-2.68 (m, 2H), 2.62 (t, J = 7.4 Hz, 2H), 2.29 (s,
6H), 2.14-2.06 (m, 2H); *C NMR (100 MHz, CDCls) 5 171.4, 148.1, 139.5, 138.3,
136.3, 135.3, 134.5, 132.8, 130.1, 129.8, 127.9, 127.4, 126.7, 121.5, 121.3, 116.5,
37.6, 32.6, 25.8, 20.9, 18.8; HRMS m/z [M+H]" calculated for CyH,3N,O":
319.1810, found: 319.1812.

4-(4-fluoro-3-methylphenyl)-N-(quinolin-8-yl)butanamide (3af)

F
S
N Me
I H

~-N
3af

Following the general procedure, the desired product 3af was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a colorless oil (52.2 mg, 81%
yield). *H NMR (400 MHz, CDCls) & 9.78 (s, 1H), 8.82-8.75 (m, 2H), 8.15 (dd, J =
8.3, 1.6 Hz, 1H), 7.57-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.06-6.96 (m, 2H),
6.94-6.87 (m, 1H), 2.69 (t, J = 7.5 Hz, 2H), 2.55 (t, J = 7.4 Hz, 2H), 2.23 (d, J = 1.8
Hz, 3H), 2.16-2.07 (m, 2H); *C NMR (100 MHz, CDCls) & 171.3, 159.9 (d, J =
240.9 Hz), 148.1, 138.3, 136.8 (d, J = 3.6 Hz), 136.3, 134.5, 131. 4 (d, J = 4.9 Hz),
127.9,127.4,127.1 (d, J = 7.7 Hz), 124.5 (d, J = 17.0 Hz), 121.5, 121.4, 116.4, 114.7
(d, J=22.0 Hz), 37.1, 34.3, 27.1, 14.5 (d, J = 3.4 Hz); °F NMR (376 MHz, CDCl5) §
-121.99; HRMS m/z [M+H]" calculated for CyoHxFN,O": 323.1560, found:
323.1562.

4-(4-chloro-3-methylphenyl)-N-(quinolin-8-yl)butanamide (3ag)

Iz

~-N
3ag

Following the general procedure, the desired product 3ag was isolated by preparative
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TLC on silica gel (eluent: DCM/EtOAc = 50/1) as a pale yellow oil (54.1 mg, 80%
yield). '"H NMR (400 MHz, CDCls) § 9.77 (s, 1H), 8.82-8.74 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.56-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.23 (d, J = 8.1 Hz,
1H), 7.09 (d, J = 1.6 Hz, 1H), 6.99 (dd, J = 8.1, 2.0 Hz, 1H), 2.69 (t, J = 7.5 Hz, 2H),
2.55 (t, J = 7.4 Hz, 2H), 2.32 (s, 3H), 2.17-2.07 (m, 2H); *C NMR (100 MHz,
CDCl3) 6 171.2, 148.1, 140.0, 138.3, 136.3, 135.8, 134.4, 131.8, 131.2, 128.9, 127.9,
127.4, 127.3, 121.5, 121.4, 116.4, 113.8, 37.1, 34.4, 26.9, 19.9; HRMS m/z [M+H]"
calculated for CyoH»0CIN,O™: 339.1264, found: 339.1261.

4-(4-methoxy-3-methylphenyl)-N-(quinolin-8-yl)butanamide (3ah)

oM
SO SN

N Me
I H

2N 3ah

Following the general procedure with 2ah (3.0 equiv), the desired product 3ah was
isolated by preparative TLC on silica gel (eluent: PE/EtOAc = 9/1) as a yellow oil
(35.3 mg, 53% yield). *H NMR (400 MHz, CDCls) § 9.78 (s, 1H), 8.83-8.76 (m, 2H),
8.15 (dd, J = 8.3, 1.6 Hz, 1H), 7.57-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H),
7.04-6.99 (m, 2H), 6.75 (d, J = 8.5 Hz, 1H), 3.80 (s, 3H), 2.68 (t, J = 7.5 Hz, 2H),
2.56 (t, J = 7.5 Hz, 2H), 2.19 (s, 3H), 2.17-2.08 (m, 2H); *C NMR (100 MHz,
CDCI3) 6 171.6, 156.1, 148.1, 138.4, 136.3, 134.6, 133.1, 130.9, 127.9, 127.4, 126.54,
126.46, 121.5, 121.3, 116.4, 110.0, 55.4, 37.3, 34.3, 16.2; HRMS m/z [M+H]"
calculated for C,1H23N,0,": 335.1760, found: 335.1750.

4-(4-fluoro-2-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3ai)

o F
N
H

OMe
3ai

I/N

Following the general procedure, the desired product 3ai was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a yellow oil (53.7 mg, 79% vield). *H
NMR (400 MHz, CDCl3) 8 9.78 (s, 1H), 8.83-8.74 (m, 2H), 8.14 (dd, J = 8.3, 1.6 Hz,
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1H), 7.56-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.10 (t, J = 7.4 Hz, 1H),
6.62-6.53 (m, 2H), 3.77 (s, 3H), 2.71 (t, J = 7.4 Hz, 2H), 2.56 (t, J = 7.5 Hz, 2H),
2.15-2.04 (m, 2H); *C NMR (100 MHz, CDCl5) & 171.6, 162.2 (d, J = 241.6 Hz),
158.4 (d, J = 9.5 Hz), 148.0, 138.3, 136.3, 134.5, 130.4 (d, J = 9.7 Hz), 127.9, 127.4,
125.4 (d, J = 3.2 Hz), 121.5, 121.3, 116.4, 106.3 (d, J = 20.6 Hz), 98.7 (d, J = 25.4
Hz), 55.4, 37.5, 29.0, 25.6; °F NMR (376 MHz, CDCls) & -114.46; HRMS m/z
[M+H]" calculated for CoH20FN,0,": 339.1509, found: 339.1506.

4-(2,4-dimethoxyphenyl)-N-(quinolin-8-yl)butanamide (3aj)

o OMe
N
H

OMe

I/N

3aj

Following the general procedure, the desired product 3aj was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 5/1) as a yellow oil (37.2 mg, 53% vyield). *H
NMR (400 MHz, CDCls) 6 9.78 (s, 1H), 8.82-8.76 (m, 2H), 8.14 (dd, J = 8.3, 1.6 Hz,
1H), 7.55-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.08 (d, J = 8.0 Hz, 1H),
6.45-6.39 (M, 2H), 3.78 (s, 3H), 3.77 (s, 3H), 2.70 (t, J = 7.4 Hz, 2H), 2.59-2.52 (m,
2H), 2.14-2.05 (m, 2H); **C NMR (100 MHz, CDCl5) § 171.8, 159.3, 158.4, 148.0,
138.3, 136.3, 134.6, 130.3, 127.9, 127.4, 122.3, 121.5, 121.2, 116.4, 103.8, 98.5, 55.3,
55.2, 37.6, 29.0, 25.8; HRMS m/z [M+H]" calculated for CyH»3N,03": 351.1709,
found: 351.1707.

4-(3,4-dimethoxyphenyl)-N-(quinolin-8-yl)butanamide (3ak)

oM
SO S
N OMe
I H

~-N
3ak

Following the general procedure with 2ak (3.0 equiv), the desired product 3ak was
isolated by preparative TLC on silica gel (eluent: PE/EtOAc = 5/1) as a yellow oil
(41.5 mg, 59% yield). 'H NMR (400 MHz, CDCls) § 9.78 (s, 1H), 8.82-8.75 (m, 2H),
8.16 (dd, J = 8.3, 1.6 Hz, 1H), 7.57-7.48 (m, 2H), 7.45 (dd, J = 8.3, 4.2 Hz, 1H),
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6.82-6.75 (m, 3H), 3.86 (s, 3H), 3.85 (s, 3H), 2.72 (t, J = 7.5 Hz, 2H), 2.58 (t, J = 7.4
Hz, 2H), 2.15 (p, J = 7.5 Hz, 2H); *C NMR (100 MHz, CDCls) § 171.5, 148.9,
148.1, 147.3, 138.3, 136.3, 134.5, 134.1, 127.9, 127.4, 121.6, 121.4, 120.4, 116.4,
111.9, 111.3, 55.9, 55.8, 37.2, 34.8, 27.2; HRMS m/z [M+H]" calculated for
C21H23N205": 351.1709, found: 351.1708.

4-(3,5-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3al)*?

Following the general procedure, the desired product 3al was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (40.7 mg, 64%
yield). *H NMR (400 MHz, CDCls) & 9.78 (s, 1H), 8.82-8.76 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.56-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 6.88-6.82 (m, 3H),
2.69 (t, J = 7.5 Hz, 2H), 2.56 (t, J = 7.4 Hz, 2H), 2.28 (s, 6H), 2.14 (p, J = 7.5 Hz, 2H);
BC NMR (100 MHz, CDCl3) 6 171.5, 148.0, 141.4, 138.3, 137.8, 136.3, 134.5, 127.9,
127.6,127.4,126.4,121.5, 121.3, 116.4, 37.3, 35.0, 27.0, 21.2.

4-(3-fluoro-5-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3am)

F

m
OMe

3am

I N
_N H

Following the general procedure, the desired product 3am was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a pale yellow oil (47.0 mg, 69% vyield).
'H NMR (400 MHz, CDCl3) § 9.79 (s, 1H), 8.82-8.73 (m, 2H), 8.15 (dd, J = 8.3, 1.6
Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 6.60-6.54 (m, 2H), 6.46
(dt, J = 10.7, 2.3 Hz, 1H), 3.76 (s, 3H), 2.72 (t, J = 7.5 Hz, 2H), 2.57 (t, J = 7.4 Hz,
2H), 2.14 (p, J = 7.5 Hz, 2H); *C NMR (100 MHz, CDCls) & 171.1, 163.6 (d, J =
243.0 Hz), 160.9 (d, J = 11.4 Hz), 148.1, 144.6 (d, J = 9.2 Hz), 138.3, 136.3, 134.5,
127.9, 127.4, 121.6, 121.4, 116.4, 111.0 (d, J = 2.5 Hz), 107.7 (d, J = 21.2 Hz), 99.2
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(d, J = 24.9 Hz), 55.4, 37.1, 35.1 (d, J = 2.0 Hz), 26.6; °F NMR (376 MHz, CDCls) &
-112.36; HRMS m/z [M+H]" calculated for CyH»0FN,O,": 339.1509, found:
339.1505.

N-(quinolin-8-yl)-4-(2,4,5-trimethylphenyl)butanamide (3an)

~-N

Following the general procedure, the desired product 3an was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 50/1) as a pale yellow oil (36.3 mg, 55%
yield). *"H NMR (400 MHz, CDCls) § 9.80 (s, 1H), 8.82-8.76 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.57-7.47 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 6.96 (s, 1H), 6. 91
(s, 3H), 2.73-2.66 (m, 2H), 2.61 (t, J = 7.4 Hz, 2H), 2.27 (s, 3H), 2.19 (s, 3H), 2.19 (s,
3H), 2.14-2.04 (m, 2H); *C NMR (100 MHz, CDCl3) § 171.5, 148.1, 138.3, 136.9,
136.3, 134.5, 134.0, 133.8, 133.1, 131.6, 130.5, 127.9, 127.4, 1215, 121.3, 116.4,
37.6, 32.2, 26.0, 19.12, 19.06, 18.6; HRMS m/z [M+H]" calculated for CyH,sN,0™:
333.1967, found: 333.1965.

4-(4-methoxy-3,5-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3a0)*

wwe
N Me
H

3ao

I/N

Following the general procedure, the desired product 3ao was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a pale yellow oil (59.2 mg, 56% vyield).
'H NMR (400 MHz, CDCl3) 6 9.78 (s, 1H), 8.82-8.76 (m, 2H), 8.15 (dd, J = 8.3, 1.6
Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 6.87 (s, 2H), 3.69 (s, 3H),
2.65 (t, J = 7.5 Hz, 2H), 2.56 (t, J = 7.4 Hz, 2H), 2.25 (s, 6H), 2.12 (p, J = 7.5 Hz, 2H);
3C NMR (100 MHz, CDCls) § 171.5, 155.2, 148.1, 138.3, 136.7, 136.3, 134.5, 130.5,
128.9,127.9, 127.4,121.5, 121.3, 116.4, 59.6, 37.3, 34.5, 27.1, 16.0.

4-mesityl-N-(quinolin-8-yl)butanamide (3ap)
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Following the general procedure with 2ap (3.0 equiv), the desired product 3ap was
isolated by preparative TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale
yellow oil (12.1 mg, 18% vyield). 'H NMR (400 MHz, CDCls) & 9.82 (s, 1H),
8.83-8.76 (m, 2H), 8.15 (dd, J = 8.3, 1.6 Hz, 1H), 7.57-7.47 (m, 2H), 7.45 (dd, J = 8.3,
4.2 Hz, 1H), 6.83 (s, 2H), 2.77-2.70 (m, 2H), 2.68 (t, J = 7.2 Hz, 2H), 2.32 (s, 6H),
2.24 (s, 3H), 2.02-1.94 (m, 2H); *C NMR (100 MHz, CDCls) § 171.3, 148.1, 138.4,
136.3, 136.1, 135.4, 135.1, 134.5, 128.9, 128.0, 127.4, 121.5, 121.3, 116.5, 38.2, 28.9,
24.9, 20.8, 19.7; HRMS m/z [M+H]" calculated for CxH2sN,O": 333.1967, found:
333.1968.

N-(quinolin-8-yl)-4-(thiophen-2-yl)butanamide (3aq)*?

I H

~N

Following the general procedure with 2ar (3.0 equiv), the desired product 3ag was
isolated by preparative TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale
yellow oil (29.1 mg, 49% yield). '"H NMR (400 MHz, CDCls) & 9.79 (s, 1H),
8.81-8.76 (m, 2H), 8.15 (dd, J = 8.3, 1.6 Hz, 1H), 7.57-7.47 (m, 2H), 7.44 (dd, J = 8.3,
4.2 Hz, 1H), 7.14 (dd, J = 5.1, 1.1 Hz, 1H), 6.95-6.92 (m, 1H), 6.88-6.83 (m, 1H),
3.00 (t, J = 7.4 Hz, 2H), 2.62 (t, J = 7.4 Hz, 2H), 2.21 (p, J = 7.5 Hz, 2H); *C NMR
(100 MHz, CDCl3) 6 171.1, 148.1, 144.2, 138.3, 136.3, 134.5, 127.9, 127.4, 126.8,
124.6,123.2, 121.6, 121.4, 116.5, 37.0, 29.2, 27.3.

4-(5-methylthiophen-2-yl)-N-(quinolin-8-yl)butanamide (3ar)

(o]
A D-we
N S

I H

~-N
Following the general procedure with 2ar (3.0 equiv), the desired product 3ar was
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isolated by preparative TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale
yellow oil (32.9 mg, 53% vyield). '"H NMR (400 MHz, CDCls) & 9.81 (s, 1H),
8.85-8.78 (m, 2H), 8.18 (dd, J = 8.3, 1.6 Hz, 1H), 7.59-7.50 (m, 2H), 7.47 (dd, J = 8.3,
4.2 Hz, 1H), 6.65 (d, J = 3.3 Hz, 1H), 6.60-6.57 (m, 1H), 2.93 (t, J = 7.3 Hz, 2H),
2.64 (t, J = 7.4 Hz, 2H), 2.46 (s, 3H), 2.19 (p, J = 7.4 Hz, 2H); *C NMR (100 MHz,
CDCl3) 6 171.2, 148.1, 142.0, 138.3, 137.6, 136.3, 134.5, 127.9, 127.4, 124.7, 124 .4,
121.6, 121.4, 116.4, 37.0, 29.4, 27.3, 15.3; HRMS m/z [M+H]" calculated for
C1gH19N,0S™: 311.1218, found: 311.1222.

4-(3-methylthiophen-2-yl)-N-(quinolin-8-yl)butanamide (3as)

S

Following the general procedure with 2as (3.0 equiv), the desired product 3as was
isolated by preparative TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale
yellow oil (32.4 mg, 52% yield). *H NMR (400 MHz, CDCls) & 9.79 (s, 1H),
8.83-8.74 (m, 2H), 8.15 (dd, J = 8.3, 1.7 Hz, 1H), 7.56-7.47 (m, 2H), 7.44 (dd, J = 8.3,
4.2 Hz, 1H), 7.04 (d, J = 5.1 Hz, 1H), 6.79 (d, J = 5.1 Hz, 1H), 2.89 (t, J = 7.5 Hz,
2H), 2.62 (t, J = 7.4 Hz, 2H), 2.21-2.11 (m, 2H), 2.17 (s, 3H); *C NMR (100 MHz,
CDCI3) 6 171.1, 148.1, 138.3, 137.3, 136.3, 134.5, 133.1, 130.0, 127.9, 127.4, 121.6,
121.4, 121.2, 116.5, 37.0, 27.2, 27.0, 13.6; HRMS m/z [M+H]" calculated for
C1gH19N,0S™: 311.1218, found: 311.1218.
N-(quinolin-8-yl)-4-(thiophen-3-yl)butanamide (3at)*?

~N

Following the general procedure , the desired product 3at was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (44.3 mg, 75%
yield). *H NMR (400 MHz, CDCls) 6 9.79 (s, 1H), 8.80-8.77 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.55-7.47 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.27-7.24 (m, 1H),
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7.02-6.98 (m, 2H), 2.79 (t, J = 7.5 Hz, 2H), 2.58 (t, J = 7.4 Hz, 2H), 2.16 (p, J = 7.5
Hz, 2H); *C NMR (100 MHz, CDCl3) & 171.3, 148.1, 141.8, 138.3, 136.3, 134.5,
128.1, 127.9, 127.4, 125.4, 121.5, 121.3, 120.5, 116.4, 37.3, 29.5, 26.2.

4-(benzofuran-5-yl)-N-(quinolin-8-yl)butanamide (3au)*

Following the general procedure, the desired product 3au was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a pale yellow oil (36.4 mg, 55% yield).
'H NMR (400 MHz, CDCls)  9.78 (s, 1H), 8.82-8.75 (m, 2H), 8.16 (dd, J = 8.3, 1.5
Hz, 1H), 7.59 (d, J = 2.2 Hz, 1H), 7.57-7.48 (m, 2H), 7.47-7.40 (m, 3H), 7.17 (dd, J =
8.4, 1.5 Hz, 1H), 6.70 (dd, J = 2.1, 0.8 Hz, 1H), 2.86 (t, J = 7.5 Hz, 2H), 2.58 (t, J =
7.4 Hz, 2H), 2.20 (p, J = 7.5 Hz, 2H); *C NMR (100 MHz, CDCl3) 5 171.5, 153.7,
148.1, 145.1, 138.4, 136.4, 135.9, 134.5, 128.0, 127.6, 127.4, 125.0, 121.6, 1214,
120.7,116.5, 111.1, 106.4, 37.2, 35.1, 27.6.

4-(benzo[b]thiophen-5-yl)-N-(quinolin-8-yl)butanamide (3av)

Following the general procedure, the desired product 3av was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as a pale yellow oil (43.2 mg, 62% yield).
'H NMR (400 MHz, CDCl3) § 9.78 (s, 1H), 8.82-8.75 (m, 2H), 8.15 (dd, J = 8.3, 1.5
Hz, 1H), 7.80 (d, J = 8.3 Hz, 1H), 7.69 (s, 1H), 7.57-7.47 (m, 2H), 7.44 (dd, J = 8.3,
4.2 Hz, 1H), 7.41 (d, J = 5.4 Hz, 1H), 7.28-7.22 (m, 2H), 2.89 (t, J = 7.5 Hz, 2H),
2.59 (t, J = 7.4 Hz, 2H), 2.22 (p, J = 7.5 Hz, 2H); °C NMR (100 MHz, CDCls) &
1714, 148.1, 140.0, 138.4, 137.6, 137.5, 136.3, 134.5, 128.0, 127.4, 126.5, 1254,
123.6, 123.2, 122.4, 121.6, 121.4, 116.5, 37.2, 35.1, 27.3; HRMS m/z [M+H]"
calculated for Co;H19N,OS™: 347.1218, found: 347.1215.
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2-methyl-4-phenyl-N-(quinolin-8-yl)butanamide (4b)*

(o]

N
N " me

4b

Following the general procedure, the desired product 4b was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as an off-white solid (45.6 mg, 75%
yield). 'H NMR (400 MHz, CDCls) & 9.87 (s, 1H), 8.86-8.78 (m, 2H), 8.16 (dd, J =
8.3, 1.6 Hz, 1H), 7.57-7.48 (m, 2H), 7.45 (dd, J = 8.3, 4.2 Hz, 1H), 7.30-7.16 (m, 5H),
2.82-2.67 (m, 2H), 2.67-2.58 (m, 1H), 2.27-2.16 (m, 1H), 1.91-1.81 (m, 1H), 1.36 (d,
J = 6.9 Hz, 3H); BC NMR (100 MHz, CDCl3) 6 175.0, 148.1, 141.7, 138.5, 136.3,
134.5,128.5, 128.4, 127.9, 127.4, 125.9, 121.6, 121.4, 116.5, 42.3, 36.0, 33.6, 18.2.

2-phenethyl-4-phenyl-N-(quinolin-8-yl)butanamide (4c)

0
N
_N H Ph
4c

Following the general procedure, the desired product 4c was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 50/1) as a pale yellow solid (57.5 mg, 73%
yield). 'H NMR (400 MHz, CDCls) & 9.88 (s, 1H), 8.87 (dd, J = 7.3, 1.4 Hz, 1H),
8.82 (dd, J = 4.2, 1.6 Hz, 1H), 8.17 (dd, J = 8.3, 1.6 Hz, 1H), 7.59-7.50 (m, 2H), 7.46
(dd, J = 8.3, 4.2 Hz, 1H), 7.28-7.22 (m, 4H), 7.21-7.14 (m, 6H), 2.80-2.70 (m, 2H),
2.70-2.60 (m, 2H), 2.57-2.48 (m, 1H), 2.26-2.14 (m, 2H), 1.96-1.84 (m, 2H); *C
NMR (100 MHz, CDCIs) 6 174.0, 148.2, 141.7, 138.5, 136.3, 134.4, 128.5, 128.4,
128.0, 127.4, 125.9, 121.6, 121.5, 116.6, 47.9, 34.9, 33.7; HRMS m/z [M+H]"
calculated for Co;H,7N,O™: 395.2123, found: 395.2122.

5-methoxy-2-phenethyl-N-(quinolin-8-yl)pentanamide (4d)

o)
| N
2N OMe

4d
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Following the general procedure, the desired product 4d was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as an off-white solid (55.7 mg, 77% yield).
'H NMR (400 MHz, CDCl3) & 9.91 (s, 1H), 8.85 (dd, J = 7.3, 1.6 Hz, 1H), 8.82 (dd,
J=4.2,1.6 Hz, 1H), 8.16 (dd, J = 8.3, 1.6 Hz, 1H), 7.58-7.49 (m, 2H), 7.46 (dd, J =
8.3, 4.2 Hz, 1H), 7.30-7.15 (m, 5H), 3.45-3.33 (m, 2H), 3.30 (s, 3H), 2.82-2.72 (m,
1H), 2.71-2.61 (m, 1H), 2.58-2.48 (m, 1H), 2.24-2.13 (m, 1H), 1.94-1.83 (m, 2H),
1.73-1.64 (m, 3H); BC NMR (100 MHz, CDCl3) 6 174.3, 148.1, 141.7, 138.5, 136.3,
134.5, 128.5, 128.4, 128.0, 127.4, 125.8, 121.6, 121.4, 116.6, 72.6, 58.5, 48.2, 34.8,
33.7, 30.1, 27.5; HRMS m/z [M+H]" calculated for C,3H2;N,O,": 363.2073, found:
363.2070.

3-methyl-4-phenyl-N-(quinolin-8-yl)butanamide (4e)*°

OMe

N
H

l/N

de

Following the general procedure, the desired product 4e was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as an off-white solid (23.2 mg, 38%
yield). *H NMR (400 MHz, CDCls) 6 9.78 (s, 1H), 8.82-8.76 (m, 2H), 8.14 (dd, J =
8.3, 1.6 Hz, 1H), 7.55-7.46 (m, 2H), 7.44 (dd, J = 8.3, 4.2 Hz, 1H), 7.31-7.26 (m, 2H),
7.26-7.17 (m, 3H), 2.78 (dd, J = 13.1, 6.1 Hz, 1H), 2.62-2.55 (m, 2H), 2.56-2.46 (m,
1H), 2.37 (dd, J = 13.9, 7.6 Hz, 1H), 1.05 (d, J = 6.4 Hz, 3H); *C NMR (100 MHz,
CDCl3) 6 171.0, 148.1, 140.3, 138.3, 136.3, 134.5, 129.3, 128.2, 127.9, 127.4, 126.0,
121.5,121.3, 116.4, 45.0, 43.0, 32.7, 19.6.

4-phenyl-N-(quinolin-8-yl)pentanamide (4f)4ID

$ IO
N
I H

~N Me
4f

Following the general procedure, the desired product 4f was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (43.5 mg, 72%

yield). 'H NMR (400 MHz, CDCls) § 9.69 (s, 1H), 8.80-8.73 (m, 2H), 8.14 (dd, J =
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8.3, 1.7 Hz, 1H), 7.55-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 7.34-7.29 (m, 2H),
7.27-7.18 (m, 3H), 2.88-2.88 (m, 1H), 2.43 (t, J = 7.7 Hz, 2H), 2.22-2.12 (m, 1H),
2.12-2.01 (m, 1H), 1.33 (d, J = 6.9 Hz, 3H); *C NMR (100 MHz, CDCls) & 171.6,
148.0, 146.4, 138.3, 136.3, 134.5, 128.5, 127.9, 127.4, 127.1, 126.2, 1215, 121.3,
116.4, 39.5, 36.2, 33.7, 22.5.

4-phenyl-N-(quinolin-8-yl)hexanamide (4g)4b

)
I N
_N H

49 Me

Following the general procedure, the desired product 4g was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (from cis: 44.9
mg, 71% yield; from trans: 46.4 mg, 73% yield). '"H NMR (400 MHz, CDCl3) & 9.68
(s, 1H), 8.83-8.76 (m, 2H), 8.16 (dd, J = 8.3, 1.6 Hz, 1H), 7.58-7.48 (m, 2H), 7.45 (dd,
J = 8.3, 42 Hz, 1H), 7.37-7.31 (m, 2H), 7.27-7.21 (m, 3H), 2.62-2.53 (m, 1H),
2.47-2.36 (m, 2H), 2.35-2.26 (m, 1H), 2.09-1.98 (m, 1H), 1.83-1.74 (m, 1H),
1.74-1.61 (m, 1H), 0.83 (t, J = 7.4 Hz, 3H); *C NMR (100 MHz, CDCl3) § 171.7,
148.0, 144.6, 138.3, 136.3, 134.5, 128.4, 127.9, 127.8, 127.4, 126.2, 121.5, 121.3,
116.4,47.3, 36.1, 31.9, 29.9, 12.1.

4-phenyl-N-(quinolin-8-yl)heptanamide (4h)

(o]
N
~N H Me
4h

Following the general procedure, the desired product 4h was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (51.5 mg, 78%
yield). *H NMR (400 MHz, CDCls) § 9.65 (s, 1H), 8.76 (dd, J = 4.3, 1.6 Hz, 2H),
8.13 (dd, J = 8.3, 1.7 Hz, 1H), 7.55-7.45 (m, 2H), 7.42 (dd, J = 8.3, 4.2 Hz, 1H),
7.33-7.28 (m, 2H), 7.23-7.18 (m, 3H), 2.69-2.59 (m, 1H), 2.40-2.33 (m, 2H),
2.30-2.19 (m, 1H), 2.05-1.94 (m, 1H), 1.72-1.59 (m, 2H), 1.27-1.12 (m, 2H), 0.84 (t, J
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= 7.3 Hz, 3H); BCc NMR (100 MHz, CDCl3) 6 171.7, 148.0, 144.9, 138.3, 136.3,
134.5, 128.4, 127.9, 127.8, 127.4, 126.2, 121.5, 121.3, 116.4, 45.3, 39.3, 36.1, 32.2,
20.6, 14.1; HRMS m/z [M+H]" calculated for CxH,sN,O": 333.1967, found:

333.1963.
5,5-dimethyl-4-phenyl-N-(quinolin-8-yl)hexanamide (4i)*
o
(N ; Me”1~Me
4i we

Following the general procedure with 3.0 equiv of trimethoxyphenylsilane 2a, the
desired product 4i was isolated by preparative TLC on silica gel (eluent: DCM/EtOACc
= 100/1) as a pale yellow oil (42.5 mg, 61% vyield). *"H NMR (400 MHz, CDCls) §
9.58 (s, 1H), 8.79-8.72 (m, 2H), 8.13 (dd, J = 8.3, 1.6 Hz, 1H), 7.54-7.45 (m, 2H),
7.42 (dd, J = 8.3, 4.2 Hz, 1H), 7.33-7.26 (m, 2H), 7.25-7.18 (m, 3H), 2.48-2.10 (m,
5H), 0.92 (s, 9H); *C NMR (100 MHz, CDCl3) § 171.9, 148.0, 142.1, 138.3, 136.3,

134.6, 127.9, 127.8, 127.4, 126.2, 121.5, 121.2, 116.3, 56.2, 36.9, 34.0, 28.2, 25.2.

4-phenyl-N-(quinolin-8-yl)octanamide (4j)*

(o)
| N
~N Me

4

Following the general procedure, the desired product 4j was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (47.9 mg, 69%
yield). *H NMR (400 MHz, CDCls) § 9.68 (s, 1H), 8.83-8.77 (m, 2H), 8.17 (dd, J =
8.3, 1.7 Hz, 1H), 7.58-7.49 (m, 2H), 7.46 (dd, J = 8.3, 4.2 Hz, 1H), 7.36-7.31 (m, 2H),
7.27-7.20 (m, 3H), 2.70-2.60 (m, 1H), 2.46-2.33 (m, 2H), 2.33-2.23 (m, 1H),
2.08-1.97 (m, 1H), 1.78-1.61 (m, 2H), 1.36-1.19 (m, 3H), 1.19-1.09 (m, 1H), 0.85 (t, J
= 7.1 Hz, 3H); *C NMR (100 MHz, CDCl3) & 171.7, 148.0, 145.0, 138.3, 136.3,
134.5, 128.4, 127.9, 127.8, 127.4, 126.2, 121.5, 121.3, 116.4, 45.5, 36.8, 36.1, 32.3,
29.7,22.7, 14.0.
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7-chloro-4-phenyl-N-(quinolin-8-yl)heptanamide (4k)

(o)
| N
~N cl

4k

Following the general procedure, the desired product 4k was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 50/1) as a pale yellow oil (52.4 mg, 71%
yield). 'H NMR (400 MHz, CDCls) & 9.68 (s, 1H), 8.83-8.74 (m, 2H), 8.17 (dd, J =
8.3, 1.6 Hz, 1H), 7.58-7.49 (m, 2H), 7.46 (dd, J = 8.3, 4.2 Hz, 1H), 7.38-7.31 (m, 2H),
7.28-7.21 (m, 3H), 3.49 (t, J = 6.5 Hz, 2H), 2.74-2.64 (m, 1H), 2.47-2.36 (m, 2H),
2.35-2.23 (m, 1H), 2.11-2.00 (m, 1H), 1.97-1.85 (m, 1H), 1.84-1.58 (m, 3H); *C
NMR (100 MHz, CDCls) 6 171.4, 148.0, 143.9, 138.3, 136.3, 134.5, 128.7, 127.9,
127.7,127.4,126.5, 121.5, 121.3, 116.4, 45.0, 44.9, 35.9, 34.2, 32.2 30.6; HRMS m/z
[M+H]" calculated for C,H24CIN,O": 367.1577, found: 367.1576.

4-phenyl-N-(quinolin-8-yl)non-8-enamide (4l)
o)

I N
_N H

4 |

Following the general procedure, the desired product 4l was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a yellow oil (57.1 mg, 69% yield).
'H NMR (400 MHz, CDCl3) & 9.68 (s, 1H), 8.82-8.77 (m, 2H), 8.17 (dd, J = 8.3, 1.6
Hz, 1H), 7.58-7.49 (m, 2H), 7.46 (dd, J = 8.3, 4.2 Hz, 1H), 7.37-7.31 (m, 2H),
7.26-7.21 (m, 3H), 5.81 (ddt, J = 16.9, 10.2, 6.7 Hz, 1H), 5.05-4.90 (m, 2H),
2.69-259 (m, 1H), 2.44-2.36 (m, 2H), 2.33-2.24 (m, 1H), 2.09-1.97 (m, 3H),
1.76-1.60 (m, 3H), 1.38-1.16 (m, 10H); *C NMR (100 MHz, CDCl5) § 171.7, 148.0,
144.9, 139.2, 138.3, 136.3, 134.5, 128.4, 127.9, 127.8, 127.4, 126.2, 121.5, 121.3,
116.4, 114.0, 45.5, 37.1, 36.1, 33.7, 32.3, 29.6, 29.3, 29.0, 28.9, 27.5; HRMS m/z
[M+H]" calculated for C,gH3sN,O": 415.2749, found: 415.2754.

5,9-dimethyl-4-phenyl-N-(quinolin-8-yl)dec-8-enamide (4m)*
45



Iz

~-N Me

I
4m Me” "Me

Following the general procedure with 3.0 equiv of trimethoxyphenylsilane 2a, the
desired product 4m was isolated by preparative TLC on silica gel (eluent:
DCM/EtOAc = 50/1) as a pale yellow oil (40.2 mg, 50% yield). *H NMR (400 MHz,
CDCl3) 6 9.61 (s, 1H), 8.81-8.71 (m, 2H), 8.13 (dd, J = 8.3, 1.6 Hz, 1H), 7.54-7.46
(m, 2H), 7.42 (dd, J = 8.3, 4.2 Hz, 1H), 7.33-7.27 (m, 2H), 7.24-7.16 (m, 3H),
5.14-4.93 (m, 1H), 2.58-2.47 (m, 1H), 2.40-2.24 (m, 3H), 2.14-1.86 (m, 3H),
1.80-1.70 (m, 1H), 1.70-1.56 (m, 6H), 1.38-1.26 (m, 1H), 1.21-1.05 (m, 1H), 0.98 (d,
J = 6.7 Hz, 2H), 0.76 (d, J = 6.8 Hz, 1H); *C NMR (100 MHz, CDCls)  171.82,
171.78, 148.0, 143.7, 143.0, 138.3, 136.3, 134.6, 131.2, 131.1, 128.8, 128.6, 128.3,
128.2,127.9, 127.4, 126.14, 126.10, 124.7, 121.5, 121.3, 116.4, 51.0, 50.7, 38.3, 38.1,
36.5, 36.4, 34.8, 34.4, 28.8, 27.7, 25.69, 25.65, 25.57, 25.55, 17.7, 17.6, 17.0, 16.8.

4-phenyl-N-(quinolin-8-yl)nonanamide (4n)*?

o

I N
_N H

4n Me

Following the general procedure, the desired product 4n was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (52.1 mg, 72%
yield). *H NMR (400 MHz, CDCls) § 9.65 (s, 1H), 8.80-8.74 (m, 2H), 8.14 (dd, J =
8.2, 1.4 Hz, 1H), 7.55-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 7.35-7.27 (m, 2H),
7.21 (t, J = 6.5 Hz, 3H), 2.62 (tt, J = 10.0, 5.1 Hz, 1H), 2.44-2.30 (m, 2H), 2.30-2.20
(m, 1H), 2.05-1.95 (m, 1H), 1.74-1.60 (m, 2H), 1.32-1.10 (m, 6H), 0.82 (t, J = 6.3 Hz,
3H); *C NMR (100 MHz, CDCl3) § 171.7, 148.0, 144.9, 138.3, 136.3, 134.6, 128.5,
127.9,127.8, 127.4, 126.2, 121.5, 121.3, 116.4, 45.6, 37.1, 36.1, 32.3, 31.9, 27.2, 22.5,
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14.0.

4-phenyl-N-(quinolin-8-yl)decanamide (40)

(o]
N
H

l/N

40 Me

Following the general procedure, the desired product 40 was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (53.1 mg, 70%
yield). *H NMR (400 MHz, CDCls) & 9.65 (s, 1H), 8.79-8.74 (m, 2H), 8.13 (dd, J =
8.3, 1.6 Hz, 1H), 7.54-7.45 (m, 2H), 7.42 (dd, J = 8.3, 4.2 Hz, 1H), 7.34-7.28 (m, 2H),
7.23-7.17 (m, 3H), 2.62 (tt, J = 10.1, 5.1 Hz, 1H), 2.41-2.32 (m, 2H), 2.31-2.20 (m,
1H), 2.05-1.94 (m, 1H), 1.74-1.57 (m, 2H), 1.30-1.09 (m, 8H), 0.83 (t, J = 6.9 Hz,
3H); *C NMR (100 MHz, CDCl3) 6 171.7, 148.0, 145.0, 138.3, 136.3, 134.5, 128.4,
127.9,127.8, 127.4, 126.1, 121.5, 121.3, 116.4, 45.6, 37.1, 36.1, 32.3, 31.7, 29.3, 27.5,
22.6, 14.0; HRMS m/z [M+H]" calculated for CysH3N,O": 375.2436, found:
375.2437.

4-phenyl-N-(quinolin-8-yl)dodecanamide (4p)

(o]
N
H

l/N

4p Me

Following the general procedure, the desired product 4p was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (52.2 mg, 65%
yield). *H NMR (400 MHz, CDCls) § 9.65 (s, 1H), 8.79-8.74 (m, 2H), 8.13 (dd, J =
8.3, 1.6 Hz, 1H), 7.54-7.46 (m, 2H), 7.43 (dd, J = 8.3, 4.2 Hz, 1H), 7.34-7.27 (m, 2H),
7.23-7.18 (m, 3H), 2.62 (tt, J = 10.0, 5.2 Hz, 1H), 2.42-2.31 (m, 2H), 2.30-2.20 (m,
1H), 2.05-1.94 (m, 1H), 1.74-1.58 (m, 2H), 1.30-1.13 (m, 12H), 0.85 (t, J = 6.9 Hz,
3H); *C NMR (100 MHz, CDCl3) § 171.7, 148.0, 145.0, 138.3, 136.3, 134.5, 128.4,

127.9, 127.8, 127.4, 126.1, 121.5, 121.3, 116.4, 45.6, 37.1, 36.1, 32.3, 31.8, 29.7, 29.4,
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29.2, 27.5, 22.6, 14.1; HRMS m/z [M+H]" calculated for Cy;H3sN,O": 403.2749,
found: 403.2751.

4-phenyl-N-(quinolin-8-yl)tetradecanamide (4q)

o

I N
_N H

4q Me

Following the general procedure, the desired product 4q was isolated by preparative
TLC on silica gel (eluent: DCM/EtOAc = 100/1) as a pale yellow oil (54.4 mg, 63%
yield). *H NMR (400 MHz, CDCls) & 9.65 (s, 1H), 8.78-8.74 (m, 2H), 8.14 (dd, J =
8.2, 1.3 Hz, 1H), 7.55-7.46 (m, 2H), 7.43 (dd, J = 8.2, 4.2 Hz, 1H), 7.34-7.27 (m, 2H),
7.23-7.17 (m, 3H), 2.61 (dt, J = 14.6, 5.0 Hz, 1H), 2.42-2.32 (m, 2H), 2.30-2.19 (m,
1H), 2.05-1.94 (m, 1H), 1.74-1.59 (m, 2H), 1.32-1.13 (m, 16H), 0.87 (t, J = 6.9 Hz,
3H); BC NMR (100 MHz, CDCl3) 6 171.7, 148.0, 145.0, 138.3, 136.3, 134.6, 128.5,
127.9, 127.8, 127.4, 126.2, 1215, 121.3, 116.4, 45.6, 37.1, 36.1, 32.3, 31.9, 29.7,
29.59, 29.56, 29.5, 29.3, 27.5, 22.7, 14.1; HRMS m/z [M+H]" calculated for
Ca9H20N,0": 431.3062, found: 431.3057.

4,4-diphenyl-N-(quinolin-8-yl)butanamide (4r)*°
PP
© 0 Q

4r

Iz

Following the general procedure, the desired product 4r was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as an off-white solid (54.7 mg, 75% vyield).
'H NMR (400 MHz, CDCl3) 6 9.69 (s, 1H), 8.81-8.72 (m, 2H), 8.13 (dd, J = 8.3, 1.6
Hz, 1H), 7.55-7.46 (m, 2H), 7.42 (dd, J = 8.3, 4.2 Hz, 1H), 7.33-7.25 (m, 8H),
7.22-7.16 (m, 2H), 4.05 (t, J = 7.6 Hz, 1H), 2.62-2.55 (m, 2H), 2.54-2.49 (m, 2H); *C
NMR (100 MHz, CDCl3) 6 171.2, 148.0, 144.2, 138.3, 136.3, 134.5, 128.5, 127.9,

127.4,126.3, 121.5, 121.4, 116.4, 50.5, 36.3, 30.0.
S48



4-(4-(tert-butyl)phenyl)-4-phenyl-N-(quinolin-8-yl)butanamide (4s)

Following the general procedure, the desired product 4s was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as an off-white solid (59.0 mg, 70% yield).
'H NMR (400 MHz, CDCl5) § 9.68 (s, 1H), 8.79-8.73 (m, 2H), 8.13 (dd, J = 8.3, 1.6
Hz, 1H), 7.55-7.45 (m, 2H), 7.42 (dd, J = 8.3, 4.2 Hz, 1H), 7.33-7.26 (m, 6H),
7.24-7.15 (m, 3H), 4.01 (t, J = 7.6 Hz, 1H), 2.63-2.49 (m, 4H), 1.27 (s, 9H); *C
NMR (100 MHz, CDCls) 6 171.3, 149.0, 148.0, 1445, 141.1, 138.3, 136.3, 134.5,
128.5, 127.93, 127.90, 127.5, 127.4, 126.2, 125.4, 121.5, 121.3, 116.4, 50.2, 36.4,
34.3, 31.3, 31.1; HRMS m/z [M+H]" calculated for CH31N,O": 423.2436, found:
423.2433.

4-(naphthalen-2-yl)-4-phenyl-N-(quinolin-8-yl)butanamide (4t)

Following the general procedure, the desired product 4t was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as an off-white solid (55.1 mg, 66% yield).
'H NMR (400 MHz, CDCl5) § 9.69 (s, 1H), 8.78 (dd, J = 7.5, 1.3 Hz, 1H), 8.72 (dd,
J=4.2,1.7 Hz, 1H), 8.12 (dd, J = 8.3, 1.6 Hz, 1H), 7.81-7.72 (m, 4H), 7.55-7.46 (m,
2H), 7.45-7.32 (m, 6H), 7.29 (dd, J = 10.3, 5.0 Hz, 2H), 7.21-7.16 (m, 1H), 4.21 (t, J
= 7.8 Hz, 1H), 2.74-2.65 (m, 2H), 2.58-2.52 (m, 2H); **C NMR (100 MHz, CDCls) §
171.3, 148.0, 144.1, 141.6, 138.3, 136.3, 134.5, 133.5, 132.2, 128.6, 128.3, 128.0,
127.9, 127.8, 127.5, 127.4, 126.6, 126.4, 126.1, 126.0, 125.5, 121.5, 121.4, 116.4,

50.5, 36.3, 30.8; HRMS m/z [M+H]" calculated for CagHxsN,O™: 417.1967, found:
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417.1959.

4-(p-tolyl)butanoic acid (5a) (CAS:4521-22-6)

HO

5a

Following the general procedure, the desired product 5a was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 9/1) as an off-white solid (33.4 mg, 94% yield).
'H NMR (400 MHz, CDCl3) & 7.12-7.04 (m, 4H), 2.63 (t, J = 7.6 Hz, 2H), 2.36 (t, J
= 7.5 Hz, 2H), 2.31 (s, 3H), 1.94 (p, J = 7.5 Hz, 2H); *C NMR (100 MHz, CDCl3) &
179.9,138.1, 135.5, 129.1, 128.3, 34.5, 33.3, 26.3, 21.0.

ethyl 4-(naphthalen-2-yl)butanoate (5b)>?

BeYee

5b

Following the general procedure, the desired product 5b was isolated by preparative
TLC on silica gel (eluent: PE/EtOAc = 95/5) as a pale yellow oil (42.2 mg, 87% yield).
'H NMR (400 MHz, CDCls) & 7.82-7.74 (m, 3H), 7.61 (s, 1H), 7.47-7.39 (m, 2H),
7.32 (dd, J = 8.4, 1.2 Hz, 1H), 4.12 (q, J = 7.1 Hz, 2H), 2.81 (t, J = 7.6 Hz, 2H), 2.35
(t, J = 7.5 Hz, 2H), 2.04 (p, J = 7.5 Hz, 2H), 1.24 (t, J = 7.1 Hz, 3H); *C NMR (100
MHz, CDCI;) 6 173.5, 138.9, 133.6, 132.1, 127.9, 127.6, 127.4, 127.2, 126.6, 125.9,
125.2,60.2, 35.3, 33.6, 26.4, 14.2.

methyl 4-(naphthalen-1-yl)butanoate (5¢c)>°

SO
MeO ‘
5c

Following the general procedure, the desired product 5¢ was isolated by preparative
TLC on silica gel (eluent: PE/EtOAC = 95/5) as a pale yellow oil (54.1 mg, 82% vyield).
'H NMR (400 MHz, CDCls) 5 8.05 (d, J = 8.3 Hz, 1H), 7.86-7.82 (m, 1H), 7.71 (d, J
= 8.2 Hz, 1H), 7.54-7.43 (m, 2H), 7.41-7.36 (m, 1H), 7.30 (d, J = 6.8 Hz, 1H), 3.67 (s,
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3H), 3.15-3.07 (m, 2H), 2.41 (t, J = 7.3 Hz, 2H), 2.14-2.04 (m, 2H); *C NMR (100
MHz, CDCls) § 173.9, 137.5, 133.9, 131.8, 128.7, 126.8, 126.1, 125.8, 125.5, 123.7,
51.5, 33.7, 32.3, 25.8.
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7. 'H and *C NMR Spectra of Products

2-phenethyl-N-(quinolin-8-yl)but-3-enamide (1c)
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5-methoxy-N-(quinolin-8-yl)-2-vinylpentanamide (1d)
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(E)-N-(quinolin-8-yl)hept-3-enamide (1h)
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(E)-8-chloro-N-(quinolin-8-yl)oct-3-enamide (1k)
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(E)-N-(quinolin-8-yltrideca-3,12-dienamide (1)
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(E)-N-(quinolin-8-yl)dec-3-enamide (10)
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(E)-N-(quinolin-8-yl)dodec-3-enamide (1p)
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(E)-N-(quinolin-8-yl)tetradec-3-enamide (1q)
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(E)-4-(4-(tert-butyl)phenyl)-N-(quinolin-8-yl)but-3-enamide (1)
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(E)-4-(naphthalen-2-yl)-N-(quinolin-8-yl)but-3-enamide (1t)
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4-phenyl-N-(quinolin-8-yl)butanamide (3a)
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N-(quinolin-8-yl)-4-(o-tolyl)butanamide (3b)
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4-(2-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3c)

g,

SI'T
LT'T
612
LS'T
652~
19T/
F.iﬁ
6L'T
1874
15
98'9
06'9
76'9
0T'L
ITL
ITL
WL
£P'L
PhL
'L
6L
05'LA

TS'LA
PSL-
£1'8
rIg-L
G6L'8
E.m;v
088
08°g/

08°6—

'H NMR (400 MHz, CDCly)

OMe

3c

ZT

~N

10T
00T
=00°T

=86°C

[
Loy
=T
€01

o1’z

=€0°1

=€0°C

5670

7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)

8.0

9.0

10.5

8557/
65677
T9°LE

SI'Ss—

89°9L
00 LLF
e’

TTOTI
65911
S€'0T1 \
T
sPITI
LULTL
6E°LTI JY
68'LTI )ar
$8'6Z1
80°0€1
85PEL
8791
1eser/
00°8P1 —

IS'LST—

L TLT—

13C NMR (100 MHz, CDCl,)

OMe

ZT

~-N

3c

0

90 80 70 60 50 40 30 20 10

f1 (ppm)

170 150 130 110

190

S64



N-(quinolin-8-yl)-4-(2-(trifluoromethyl)phenyl)butanamide (3d)
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N-(quinolin-8-yl)-4-(2-(trifluoromethoxy)phenyl)butanamide (3e)

mv.«.;

05°LA
TS'LA
5L
¥S'LA
95'L-
SI'8
91'8-L
18'8-
8 m;,v
88
8'8

€8'6—

'"H NMR (400 MHz, CDCl,)

OCF,

~-N

00T
ST
00T

_J

3e

Er6°0

0.0

1.0

7.0 6.0 5.0 4.0 3.0 2.0
f1 (ppm)

8.0

9.0

10.5

LssT
€167
9TLE,

89°9L
00 LLF

it
9r"0zI
LETTI
ST
16121
9L'0T1 -
9€°LTT 1
HLTI
06°LT1
€8°0€1E
£6°€€1|
IFEL|
0£°9€T
TE'RET—

SO'LFL
90°'8F1

90°1LT—

13C NMR (100 MHz, CDCl,)

3e

ZT

~N

0

90 80 70 60 50 40 30 20 10

f1 (ppm)

170 150 130 110

190

S67



—-56.95
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4-(3-fluorophenyl)-N-(quinolin-8-yl)butanamide (3f)
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19F NMR (376 MHz, CDCl)
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N-(quinolin-8-yl)-4-(m-tolyl)butanamide (3g)
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4-(3-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3h)
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N-(quinolin-8-yl)-4-(3-(trifluoromethyl)phenyl)butanamide (3i)
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19F NMR (376 MHz, CDCl,)
w
N CF,
I _n H
3i
0 220 -40 -60 -80 -100 -130 -160
f1 (ppm)

S74



4-(4-fluorophenyl)-N-(quinolin-8-yl)butanamide (3j)
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4-(4-chlorophenyl)-N-(quinolin-8-yl)butanamide (3k)
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N-(quinolin-8-yl)-4-(p-tolyl)butanamide (3I)
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4-(4-isopropylphenyl)-N-(quinolin-8-yl)butanamide (3m)
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4-(4-butylphenyl)-N-(quinolin-8-yl)butanamide (3n)
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4-(4-(tert-butyl)phenyl)-N-(quinolin-8-yl)butanamide (30)

'H NMR (400 MHz, CDCl;)
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4-([1,1'-biphenyl]-4-yl)-N-(quinolin-8-yl)butanamide (3p)
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4-(4-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3q)

'H NMR (400 MHz, CDCl;)
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4-(4-(methylthio)phenyl)-N-(quinolin-8-yl)butanamide (3r)
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N-(quinolin-8-yl)-4-(4-(trifluoromethyl)phenyl)butanamide (3s)
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N-(quinolin-8-yl)-4-(4-(trifluoromethoxy)phenyl)butanamide (3t)
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N-(quinolin-8-yl)-4-(4-vinylphenyl)butanamide (3u)
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4-(naphthalen-1-yl)-N-(quinolin-8-yl)butanamide (3v)
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4-(naphthalen-2-yl)-N-(quinolin-8-yl)butanamide (3w)
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4-(benzo[d][1,3]dioxol-5-yI)-N-(quinolin-8-yl)butanamide (3x)
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4-(2,3-dihydrobenzo[b][1,4]dioxin-6-yl)-N-(quinolin-8-yl)butanamide (3y)
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4-(2,3-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3z)
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4-(3-fluoro-2-methylphenyl)-N-(quinolin-8-yl)butanamide (3aa)

'H NMR (400 MHz, CDCl,)
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4-(2,4-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3ab)
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4-(4-methoxy-2-methylphenyl)-N-(quinolin-8-yl)butanamide (3ac)
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4-(5-fluoro-2-methylphenyl)-N-(quinolin-8-yl)butanamide (3ad)

'H NMR (400 MHz, CDCl,)
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4-(2,5-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3ae)
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4-(4-fluoro-3-methylphenyl)-N-(quinolin-8-yl)butanamide (3af)

8b'L
0S°L

IS°LA|

£5L-
£I'8y
PIg-L
8L'8
mp.muw
6.8
oLg!

8L'6—

'H NMR (400 MHz, CDCls)

Me

3af

66T

|u 00"

we:.ﬂ
L66°1

=16°0

7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)

8.0

9.0

10.5

PEPL
V

L¥PL

LT
6ThE
PILE~

89°9L

00 LLF

&5
I8¥11
w9l
8€°17T1
S TTI
FO'LTI
LTI
6ELTL

TO'LTL

Il
1€l

L

L

|

IFFEL

L

£E'0ET
0€'8€T—

920°8FT—

S9'851~
90° 191

0€'TLT—

13C NMR (100 MHz, CDCl,)

Me

3af

~-N

0

90 80 70 60 50 40 30 20 10

f1 (ppm)

170 150 130 110

190

5102



19F NMR (376 MHz, CDCl,)
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4-(4-chloro-3-methylphenyl)-N-(quinolin-8-yl)butanamide (3ag)
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4-(4-methoxy-3-methylphenyl)-N-(quinolin-8-yl)butanamide (3ah)
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4-(4-fluoro-2-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3ai)
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19F NMR (376 MHz, CDCl,)
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4-(2,4-dimethoxyphenyl)-N-(quinolin-8-yl)butanamide (3aj)
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4-(3,4-dimethoxyphenyl)-N-(quinolin-8-yl)butanamide (3ak)
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4-(3,5-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3al)
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4-(3-fluoro-5-methoxyphenyl)-N-(quinolin-8-yl)butanamide (3am)
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N-(quinolin-8-yl)-4-(2,4,5-trimethylphenyl)butanamide (3an)
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4-(4-methoxy-3,5-dimethylphenyl)-N-(quinolin-8-yl)butanamide (3a0)
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4-mesityl-N-(quinolin-8-yl)butanamide (3ap)

¥6'Ty
96°1
L6
86°1
66°1
007
702+
PTT
€T
99°7
89°C
69'C4
LT

€L'T
PL'T

STL
ShL
P
SPL
9L
8h'i]
0SL
05°L1
TS
PS'LA W
95°L

P8y
PIg-L

6L'8
ﬁ.mw
08'8

08°8-

86—

'"H NMR (400 MHz, CDCl,)

Me

'_l\lle

(o]

Me

3ap

ZT

I/N

€8°1
Nwm.m
=88'S
w\am._
161

=98°1

L0'1
M:.N
=001

=661

=E£6°0

7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)

8.0

9.0

10.5

bL 6~
SL0T
€6'PT
0687

9I'8€—

89°9L
00 LLF
e’

81911,
PEITI
¥S12I+
€hLTIA
SGLTLA|
88871
£S°PET
G0'SET
E.mmrﬁr
60'9€1
pEOErS
SE'8EL!
80°8H1—

0€TLT—

13C NMR (100 MHz, CDCl;)

Me

|_|\Ile

(o}

Me

3ap

ZT

I/N

0

90 80 70 60 50 40 30 20 10

f1 (ppm)

170 150 130 110

190

S115



N-(quinolin-8-yl)-4-(thiophen-2-yl)butanamide (3aq)
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4-(5-methylthiophen-2-yl)-N-(quinolin-8-yl)butanamide (3ar)
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4-(3-methylthiophen-2-yl)-N-(quinolin-8-yl)butanamide (3as)
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N-(quinolin-8-yl)-4-(thiophen-3-yl)butanamide (3at)
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4-(benzofuran-5-yl)-N-(quinolin-8-yl)butanamide (3au)
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4-(benzo[b]thiophen-5-yl)-N-(quinolin-8-yl)butanamide (3av)
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2-methyl-4-phenyl-N-(quinolin-8-yl)butanamide (4b)
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2-phenethyl-4-phenyl-N-(quinolin-8-yl)butanamide (4c)
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5-methoxy-2-phenethyl-N-(quinolin-8-yl)pentanamide (4d)
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3-methyl-4-phenyl-N-(quinolin-8-yl)butanamide (4e)

0’1
201
S€'T
LET
[
|34
T
LS'T

M-

65'T1
09°Z
191
9'T
9T
8L'7+
082
;.Nw
6IL
7L
1TL
WL
YTL
YTL
9L
LTL
LTL
6TL
€L
PrL]
SHL
9L
LbL
8FL
oFL
0S'L
IS'L-
5L
psLd

|
9s°L
SI'8
SI'8

g | =
g 27 3
N o
m T
[

= Z
,nln\ \
& _
V.4

=

96'T
£86°1

10T
£0'T
=001

E86°1

=T6°0

25 1.5 0.5 -0.5

3.5

45
f1 (ppm)

8.5 7.5 6.5 55

9.5

65°61—

S9°TE—

SOEF-
66°bF-"

89'9L+
00°LL—F
e’

0F°91I
PETTL|
TSI
96'ST1
6ELTL|
T6'LTI
€Tszr
8T'6T1 H
mv.vm%
1€°9€1

T€°8€L]r
6Tor1
Lo'8p1’

00° 1LY —

13C NMR (100 MHz, CDCl,)

OMe H

4e

~-N

0

90 80 70 60 50 40 30 20 10

f1 (ppm)

170 150 130 110

190

S125



4-phenyl-N-(quinolin-8-yl)pentanamide (4f)
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4-phenyl-N-(quinolin-8-yl)hexanamide (49)
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4-phenyl-N-(quinolin-8-yl)heptanamide (4h)
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5,5-dimethyl-4-phenyl-N-(quinolin-8-yl)hexanamide (4i)
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4-phenyl-N-(quinolin-8-yl)octanamide (4j)
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7-chloro-4-phenyl-N-(quinolin-8-yl)heptanamide (4k)
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4-phenyl-N-(quinolin-8-yl)non-8-enamide (4l)

vl
£€°1
Sl
0L°1{
00°Z |
W
0T

£0°71
voz
S0°Z
LE'TH
867

6£'C
6£'C
or'Z

!
£6'F
S6'F1
9%
LGP
0°S+
L

YL

YTL

STL

9TL

8TL1
€L
pe'L
PE'L

9€°L |
PrL
SP'L-
op'L
LhL
0s°L
1S°L
L]
sl
s5]
s1g )
orsl
81 .i
81'8

8L'8
6L'8
6L'8
08'8
08'8
89°6

M-

—T—

'H NMR (400 MHz, CDCl;)

ZT

~-N

4]

Erpron

r 08°C

r9r'e

80°'1
€6°'1
POl

66°0

ore
LTT
SI1
€€°T
00°1

LUK

860

8.0 7.0 6.0 5.0 4.0 3.0 2.0 1.0 0.0
f1 (ppm)

9.0

10.5

6FLT
SE'8T
£0°6T1
6T 6T
8567
STIE
£LEE-
01°9¢-F
60°LE!
pSSE—

13C NMR (100 MHz, CDCl;)

|

“

4

I

~-N

4]

|

b

|

150

0

90 80 70 60 50 40 30 20 10

f1 (ppm)

110

130

170

190

5132



5,9-dimethyl-4-phenyl-N-(quinolin-8-yl)dec-8-enamide (4m)
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4-phenyl-N-(quinolin-8-yl)nonanamide (4n)
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4-phenyl-N-(quinolin-8-yl)decanamide (40)
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4-phenyl-N-(quinolin-8-yl)dodecanamide (4p)
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4-phenyl-N-(quinolin-8-yl)tetradecanamide (4q)
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4,4-diphenyl-N-(quinolin-8-yl)butanamide (4r)
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4-(4-(tert-butyl)phenyl)-4-phenyl-N-(quinolin-8-yl)butanamide (4s)
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4-(naphthalen-2-yl)-4-phenyl-N-(quinolin-8-yl)butanamide (4t)
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4-(p-tolyl)butanoic acid (5a)
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ethyl 4-(naphthalen-2-yl)butanoate (5b)

@iy
A
&t
$0'T+
90z-L
£E°T

'H NMR (400 MHz, CDCl,)

EtO

5b

=80°¢

e ——— 0" ]

—— /660

Mz&.n
- s
- _ 66°0

00

75 6.5 55 45 3.5 25 15 0.5 05
f1 (ppm)

8.5

9.5

TP

LEIT-
LEL Y
STSE—

PT09—

89'9L+
00°LL—F
e’

81'STI4
06'ST1
LS'OTI /»W
WL
oF'LTI w
8S°LTI _:
P6'LTI
90°Z€1|
rsestd
06'8€1’

LPE€LT—

13C NMR (100 MHz, CDCls)

EtO

5b

0

90 80 70 60 50 40 30 20 10

f1 (ppm)

170 150 130 110

190

5142



methyl 4-(naphthalen-1-yl)butanoate (5c)
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