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Compound 6a 5-((E)-2-(Benzo[d][1,3]dioxol-5-yl)vinyl)-2-methyl-3-

(trifluoromethyl)isoxazolidin-4-yl)(piperidin-1-yl)methanones

O 6aA: *H NMR (600 MHz, CDCls): & 6.94 (d, J = 1.4 Hz,
N 1H), 6.83 (dd, J = 8.0, 1.5 Hz, 1H), 6.78 (d, J = 8.0 Hz,
oﬁK(i\C% 1H), 6.66 (d, J = 15.8 Hz, 1H), 6.02 (m, 1H), 5.99 (s, 2H),
0 NNV CHs 4.93 (t, J = 8.3 Hz, 1H), 4.13(m, 1H), 3.72 (m, 2H), 3.56
<OI>/\ (m, 1H), 3.45 (m, 2H), 3.02 (s, 3H), 1.57 (m, 6H); *F
NMR (565 MHz, CDCls): & -74.67 (d, J = 7.9 Hz); *C NMR (151 MHz, CDCls): d
167.00 (s), 148.20 (s), 148.10 (s), 135.82 (s), 129.96 (s), 127.12 (g, J = 280.1.0 Hz),
121.89 (s), 121.49 (s), 108.40 (s), 105.82 (s), 101.30 (s), 83.32 (s), 72.76 (q, J = 29.8
Hz), 53.13 (s), 47.61 (s), 45.20 (8), 43.99 (S), 26.74 (S), 25.63 (S), 24.29 (S).
'H NMR (600 MHz, CD5CN): & 7.04 (s, 1H), 6.88 (d, J = 8.0 Hz, 1H), 6.80 (d, J = 8.0 Hz, 1H),
6.68 (d, J = 15.8 Hz, 1H), 6.11 (dd, J = 15.8, 8.5 Hz, 1H), 5.96 (s, 2H), 4.84 (t, J = 8.5 Hz,
1H), 4.19 (qd, J = 8.4, 4.9 Hz, 1H), 3.79 (dd, J = 8.4, 4.9 Hz, 1H), 3.68 (ddd, J = 12.9, 6.7,
3.8 Hz, 1H), 3.41 (dddd, J = 21.7, 9.6, 6.7, 4.3 Hz, 3H), 2.89 (s, 3H), 1.54 (q, J = 5.8 Hz, 2H),
1.54 — 1.39 (m, 2H), 1.39 — 1.30 (m, 2H); **F NMR (565 MHz, CD;CN): & -75.08 (d, J = 8.6
Hz); **C NMR (151 MHz, CD;CN): & 167.74 (s), 149.30 (s), 149.12 (s), 136.60 (s), 131.45
(s), 126.75 (q, J = 278.3 Hz), 123.29 (s), 123.09 (s), 109.23 (s), 106.72 (s), 102.68 (s), 84.30
(s), 73.32 (q, J = 29.5 Hz), 53.75 (s), 48.20 (s), 45.82 (s), 44.50 (s), 27.65 (s), 26.56 (S),
25.08 (s).

O 6aB: 'H NMR (600 MHz, CDCly): & 6.83 (s, 1H), 6.74 (d,

N J =80 Hz, 1H), 6.66 (d, J = 8.0 Hz, 1H), 6.61 (d, J =

04\({“3 15.8 Hz, 1H), 5.87 (s, 2H), 5.81 (dd, J = 15.8, 7.1 Hz,

o Sl gN"CH 1H), 5.13 (t, J = 8.5 Hz, 1H), 3.44 (m, 6H), 2.86 (s, 3H),

<oj©/\ 1.51 (m, 6H): 1°F NMR (565 MHz, CDCls): & -70.60 (d, J
= 7.0 Hz).

'H NMR (600 MHz, CDsCN): & 7.00 (d, J = 1.7 Hz, 1H), 6.86 (dd, J = 8.0, 1.7 Hz,
1H), 6.79 (d, J = 8.0 Hz, 1H), 6.58 (d, J = 15.8 Hz, 1H), 6.00 (dd, J = 15.8, 7.9 Hz,
1H), 5.95 (d, J = 2.8 Hz, 2H), 5.02 (t, J = 8.8 Hz, 1H), 3.97 (p, J = 8.5 Hz, 1H), 3.73 (,
J=9.3 Hz, 1H), 3.53 (dd, J = 12.6, 5.8 Hz, 2H), 3.41 (ddt, J = 16.1, 8.9, 3.5 Hz, 2H),



2.84 (s, 3H), 1.66 — 1.39 (m, 6H); **F NMR (565 MHz, CDsCN): & -71.39 (d, J = 8.2
Hz): *C NMR (151 MHz, CD3CN): d 164.81 (s), 149.27 (s), 148.84 (s), 134.94 (s),
131.74 (s), 125.76 (g, J = 280.2 Hz), 125.64 (s), 122.71(s), 109.21 (s), 106.53 (s),
102.59 (s), 83.76 (s), 69.88 (g, J = 28.8 Hz), 50.56 (s), 47.91 (s), 47.23 (s), 43.53 (s),
27.02 (s), 26.22 (s), 25.14 (S).

Compound 6bA 5-((E)-2-(Benzo[d][1,3]dioxol-5-yl)vinyl)-2-benzyl-3-

(trifluoromethyl)isoxazolidin-4-yl)(piperidin-1-yl)methanone

O 'H NMR (400 MHz, CDCls): & 7.50 (d, J = 7.0 Hz,
N 2H), 7.34 (dd, J = 7.2, 5.7 Hz, 2H), 7.28 (m, 2H), 6.91

oJ\FsCF:”JQ (d, J = 1.5 Hz, 1H), 6.81 (dd, J = 8.0, 1.6 Hz, 1H),
0 e N 6.76 (d, J = 8.0 Hz, 1H), 6.65 (d, J = 15.8 Hz, 1H),
<o:©/\ 5.99 (dd, J = 14.9, 7.4 Hz, 1H), 5.96 (s, 2H), 5.00 (t, J
= 8.3 Hz, 1H), 4.39 (d, J = 12.3 Hz, 1H), 4.32 (d, J = 12.4 Hz, 1H), 4.25 (td, J = 8.1,
4.7 Hz, 1H), 3.64 (m, 4H), 3.43 (m, 1H), 1.49 (m, 6H); °F NMR (376 MHz, CDCls): &
-74.59 (d, J = 8.1 Hz); 3C NMR (101 MHz, CDCls): 8 167.51 (s), 148.19 (s), 148.10
(s), 135.86 (s), 135.84 (s), 129.95 (s), 129.67 (s), 128.43 (s), 127.72 (s), 125.10 (q, J
= 279.4 Hz), 121.90 (s), 121.62 (s), 108.40 (s), 105.83 (s), 101.30 (s), 84.30 (s),
69.92 (g, J = 29.9 Hz), 60.82 (s), 53.09 (s), 47.74 (s), 44.03 (s), 26.80 (s), 25.71 (s),
24.28 (s).

'H NMR (600 MHz, CDsCN): & 7.46 (d, J = 7.2 Hz, 2H), 7.37 (t, J = 7.5 Hz, 2H), 7.31
(t, J = 7.3 Hz, 1H), 7.05 (d, J = 1.7 Hz, 1H), 6.90 (dd, J = 8.0, 1.7 Hz, 1H), 6.81 (d, J =
8.0 Hz, 1H), 6.72 (d, J = 15.7 Hz, 1H), 6.12 (dd, J = 15.7, 8.5 Hz, 1H), 5.97 (s, 2H),
4.95 (t, J = 8.4 Hz, 1H), 4.42 — 4.35 (m, 1H), 4.35 (d, J = 12.8 Hz, 1H), 4.23 (d, J =
12.8 Hz, 1H), 3.86 (dd, J = 8.4, 4.5 Hz, 1H), 3.73 (ddd, J = 13.0, 6.7, 3.8 Hz, 1H),
3.50 — 3.36 (M, 3H), 1.61 — 1.24 (m, 6H); *°F NMR (565 MHz, CDsCN): & -74.92 (d, J
= 8.4 Hz); *C NMR (151 MHz, CDsCN): & 168.07 (s), 149.29 (s), 149.14 (s), 137.93
(s), 136.83 (s), 131.41 (s), 130.63 (s), 129.35 (s), 128.63 (s), 126.62 (q, J = 278.4
Hz), 123.25 (s), 123.13 (s), 109.22 (s), 106.75 (s), 102.68 (s), 84.96 (s), 71.08 (q, J =
29.7 Hz), 61.36 (s), 53.66 (s), 48.28 (s), 44.55 (s), 27.68 (S), 26.56 (S), 25.07 (S).



Compound 6CcA 5-((E)-2-(Benzo[d][1,3]dioxol-5-yl)vinyl)-tert-butyl-3-

(trifluoromethyl) isoxazolidin-4-yl)(piperidin-1-yl)methanone

O 'H NMR (600 MHz, CDCls): & 6.90 (s, 1H), 6.80 (d, J =
N 8.0 Hz, 1H), 6.76 (d, J = 8.0 Hz, 1H), 6.59 (d, J = 15.8

CF
g\(\ °  Hz, 1H), 5.97 (s, 2H), 5.91 (dd, J = 15.8, 8.1 Hz, 1H),
oV TtBu 4.81 (t, J = 8.8 Hz, 1H), 4.62 (p, J = 6.6 Hz, 1H), 3.82 -

(e}
o) S
<oj©A 3.73 (m, 1H), 3.68 — 3.52 (m, 2H), 3.45 — 3.30 (m, 2H),
1.47 (ddd, J = 89.2, 47.0, 19.0 Hz, 6H), 1.27 (s, 9H); **F NMR (565 MHz, CDCls): & -
73.88 (d, J = 6.8 Hz); 3C NMR (151 MHz, CDCls): d 166.44 (s), 148.19 (s), 148.03
(s), 135.38 (s), 130.06 (s), 125.65 (q, J = 279.4 Hz), 122.17 (s), 121.81 (s), 108.40
(s), 105.71 (s), 101.28 (s), 86.23 (s), 65.59 (q, J = 29.8 Hz), 61.49 (s), 53.93 (s),
47.49 (s), 43.89 (s), 27.09 (S), 26.64 (s), 25.70 (S), 24.31 (s).

Compound 7 (E)-(5-(2-(Benzo[d][1,3]dioxol-5-yl)vinyl)-2-methyl

isoxazolidin-4-yl)(piperidin-1-yl)methanone

O 'H NMR (600 MHz, CDCls): & 6.92 (s, 1H), 6.81 (d, J =

N 8.0 Hz, 1H), 6.74 (d, J = 8.0 Hz, 1H), 6.58 (d, J = 15.8

Og\(\ Hz, 1H), 6.08 (s, J = 12.1 Hz, 2H), 5.94 (m, 1H), 4.92

0 N Ng N CHy (M, 1H), 3.54 (m, 7H), 2.75 (s, 3H), 1.52 (m, 6H); *C

<oj©/\ NMR (151 MHz, CDCly): & 168.82 (s), 148.04 (s),

147.61 (s), 133.21 (s), 130.66 (s), 125.28 (s), 121.31 (s), 108.55 (s), 105.82 (s),

101.03 (s), 81.41 (s), 61.03 (s), 52.23 (S), 46.88 (S), 45.82 (S), 43.37 (S), 27.04 (s),
25.59 (s), 24.45 (S).

Compound 8 (E)-(4-(2-(benzo[d][1,3]dioxol-5-yl)vinyl)-2-methyl
isoxazolidin-5-yl)(piperidin-1-yl)methanone

O 'H NMR (600 MHz, CDCls): & 6.90 (d, J = 1.4 Hz, 1H),
N 6.78 (dd, J = 8.0, 1.4 Hz, 1H), 6.74 (d, J = 8.0 Hz, 1H),



6.48 (d, J = 15.7 Hz, 1H), 6.06 (m, 1H), 5.94 (s, 2H), 4.45 (m, 1H), 4.08 (s, 1H), 3.43
(m, 6H), 2.75 (s, 3H), 1.60 (m, 6H); 3C NMR (151 MHz, CDCls): 5 148.01 (s), 147.18
(s), 131.96 (s), 131.27 (s), 126.65 (s), 120.93 (s), 108.28 (s), 105.48 (s), 101.06 (s),
81.31 (s), 63.72 (s), 47.82 (s), 46.88 (s), 46.01 (s), 43.45 (s), 29.59 (s), 26.57 (s),
25.48 (s), 24.46 (S).

Compound 10a (E)-5-(benzol[d][1,3]dioxol-5-yl)-3-hydroxy-1-(piperidin-1-
yI)-2-(2,2,2-trifluoro-1-(methylamino)ethyl)pent-4-en-1-one

O IH NMR (400 MHz, CDCls): & 6.89 (d, J = 1.5 Hz, 1H),
N 6.81 (dd, J = 8.0, 1.6 Hz, 1H), 6.75 (d, J = 8.0 Hz, 1H),

ofkpf\cﬁ 6.59 (d, J = 15.8 Hz, 1H), 5.96 (s, 2H), 5.95 (m, 3H),
<Oj©/\\w OHHN\CHs 4.70 (t, J = 7.0 Hz, 1H), 3.99 (m, 1H), 3.49 (m, 5H), 3.04
o (dd, J = 10.4, 8.3 Hz, 1H), 2.72 (s, 3H), 1.42 (m, 6H); *°F
NMR (376 MHz, CDCls): & -73.03 (d, J = 7.0 Hz); **C NMR (101 MHz, CDCl): d
168.13 (s), 147.94 (s), 147.23 (s), 131.16 (s), 131.04 (s), 126.32 (s), 126.22 (q, J =

287.8 Hz), 121.33 (s), 108.28 (s), 105.55 (s), 101.04 (s), 74.70 (s) ,64.32 (g, J = 26.7
Hz), 47.02 (s), 46.60 (s), 42.81 (s), 36.15 (S), 25.96 (S), 25.33 (S), 24.35 (S).

Compound 10c (E)-5-(benzol[d][1,3]dioxol-5-yl)-3-hydroxy-1-(piperidin-1-
yl)-2-(2,2,2-trifluoro-1-(tert-butylamino)ethyl)pent-4-en-1-one

O 'H NMR (400 MHz, CDCl): & 6.88 (d, J = 1.4 Hz, 1H),
N 6.80 (dd, J = 8.0, 1.5 Hz, 1H), 6.75 (d, J = 8.0 Hz, 1H),

CF
® 659 (d, J = 15.9 Hz, 1H), 5.96 (s, 1H), 5.92 (dd, J =

O S

0 xS\ AN=tBu 15.9, 6.3 Hz, 1H), 4.62 (dd, J = 14.6, 7.8 Hz, 1H), 4.40
<o:©/\ o (m, 1H), 3.48 (m, 5H), 3.07 (t, J = 9.3 Hz, 1H), 1.36 (m,
6H), 1.28 (s, 9H); *°F NMR (376 MHz, CDCls): & -73.25 (dd, J = 6.1 Hz); *C NMR
(101 MHz, CDCls): 5 168.97 (s), 147.97 (s), 147.21 (s), 131.19 (s), 130.79 (s), 126.35
(s), 126.05 (q, J = 285.0 Hz), 121.22 (s), 108.11 (s), 105.52 (s), 100.97 (s), 73.55 (s),
57.36 (g, J = 27.0 Hz), 52.62 (s), 47.50 (s), 47.01 (s), 42.76 (s), 29.63 (s), 25.80 (s),
25.31 (s), 24.31 (s).



Compound 10d (E)-5-(benzol[d][1,3]dioxol-5-yl)-3-hydroxy-2-
((methylamino)methyl)-1-(piperidin-1-yl)pent-4-en-1-one

O 'H NMR (600 MHz, CDCls): & 6.90 (d, J = 1.1 Hz, 1H),
N 6.80 (dd, J = 8.0, 1.2 Hz, 1H), 6.74 (d, J = 8.0 Hz, 1H),

O’KF 6.58 (d, J = 15.8 Hz, 1H), 6.03 (dd, J = 15.8, 5.8 Hz, 1H),
<o]©/\« OHHN‘CHs 5.94 (s, 2H), 4.68 (t, J = 5.6 Hz, 1H), 4.13 (bs, 1H), 3.60
o (s, 1H), 3.47 (s, 3H), 3.14 (s, 1H), 2.97 (s, 2H), 2.43 (s,
3H), 1.65 (s, 6H); 3C NMR (101 MHz, CDCl3): & 171.08 (s), 147.94 (s), 147.18 (s),
131.30 (s), 129.93 (s), 128.37 (s), 121.14 (s), 108.19 (s), 105.62 (s), 101.01 (s),

74.95 (s), 52.54 (s), 47.23 (s), 45.62 (s), 42.86 (), 36.28 (S), 26.60 (S), 25.65 (S),
24.45 (s).

Compound 1la 5-(2-(benzo[d][1,3]dioxol-5-yl)ethyl)-2-methyl-3-
(trifluoromethyl)-isoxazolidin-4-yl)(piperidin-1-yl)methanone

O 'H NMR (600 MHz, CDCls): & 6.93 (d, J = 1.2 Hz, 1H),
N 6.80 (dd, J = 8.0, 1.2 Hz, 1H), 6.76 (d, J = 7.9 Hz, 1H),
oﬁ\FsCF3 5.96 (d, J = 2.0 Hz, 2H), 4.18 (m, 1H), 3.96 (dd, J = 11.2,

0 ' NgNCHs 3.2 Hz, 1H), 3.84 (d, J = 8.1 Hz, 1H), 3.78 (dg, J = 13.7,

<oji>A 4.6 Hz, 1H), 3.53 (m, 4H), 3.39 (t, J = 4.4 Hz, 1H), 2.55
(m, 1H), 2.28 (s, 3H), 2.06 (m, 1H), 1.67 (dd, J = 42.9, 5.5 Hz, 6H); *°F NMR (565
MHz, CDCls): & -67.30 (s); **C NMR (101 MHz, CDCls): & 170.36 (s), 147.88 (s),
146.79 (s), 136.10 (s), 127.31 (q, J = 292.0 Hz), 120.97 (s), 108.33 (s), 107.82 (s),

100.97 (s), 65.83 (s), 63.45 (q, J = 25.4 Hz), 58.47 (s), 47.07 (S), 43.44 (s), 39.70 (s),
39.15 (s), 35.79 (s), 26.50 (S), 25.58 (S), 24.45 (S).

Compound 11c 5-(2-(benzo[d][1,3]dioxol-5-yl)ethyl)-2-tert-butyl-3-

(trifluoromethyl)isoxazolidin-4-yl)(piperidin-1-yl)methanone



O 'H NMR (400 MHz, CDCls): & 6.76 (d, J = 8.1 Hz, 1H),

N 6.66 (d, J = 2.1 Hz, 1H), 6.63 (dd, J = 8.1, 2.1 Hz, 1H),
CF

;&(\ ®  5.95(s, 2H), 4.42 (m, 1H), 4.31 (dt, J = 9.8, 6.1 Hz, 1H),

O
<o:©/\\« o TtBu 3.82 (m, 1H), 3.61 (m, 2H), 3.44 (m, 2H), 2.77 (m, 1H),
o 2.57 (m, 1H), 1.84 (dt, J = 13.6, 7.6 Hz, 2H), 1.65 (m,
6H), 1.25 (s, 9H); *°F NMR (376 MHz, CDCls): & -73.77 (d, J = 6.8 Hz); *C NMR (101
MHz, CDCls): & 167.17 (s), 147.66 (s), 145.87 (s), 134.86 (s), 125.60 (q, J = 279.2
Hz), 121.18 (s), 108.74 (s), 108.26 (s), 100.82 (s), 83.70 (s), 65.71 (q, J = 29.6 Hz),

61.40 (s), 52.61 (s), 47.49 (s), 43.87 (s), 35.13 (s), 32.28 (s), 27.13 (S), 26.74 (S),
25.63 (s), 24.41 (s).

Compound 12a 5-(benzol[d][1,3]dioxol-5-yl)-3-hydroxy-1-(piperidin-1-yl)-2-
(2,2,2-trifluoro-1-(methylamino)ethyl)pentan-1-one

O 'H NMR (600 MHz, CDCls): & 6.74 (d, J = 8.1 Hz, 1H),
N 6.67 (d, J = 1,5 Hz, 1H), 6.63 (dd, J = 8.1, 1.5 Hz, 1H),

OKF:\CF“ 5.94 (s, 2H), 4.45 (td, J = 8.4, 3.6 Hz, 1H), 3.91 (dd, J =
<OI>/\\\“ O';N\CHs 13.7, 7.1 Hz, 1H), 3.76 (m, 1H), 3.53 (m,4H), 3.43 (m,
o 1H), 2.99 (s, 3H), 2.74 (m, 1H), 2.58 (m, 1H), 2.13 (s,
1H), 1.96 (m, 1H), 1.89 (m, 1H), 1.65 (m, 6H); *°F NMR (565 MHz, CDCls): & -74.49
(s); *C NMR (101 MHz, CDCls): & 167.63 (s), 147.66 (s), 145.87 (s), 134.79 (s),
125.17 (q, J = 278.6 Hz), 121.15 (s), 108.79 (s), 108.27 (s), 100.83 (s), 80.89 (s),

72.88 (q, J = 29.4 Hz), 51.72 (s), 47.52 (s), 45.69 (s), 43.96 (s), 34.18 (s), 32.01 (s),
26.78 (s), 25.59 (s), 24.38 (S).

Compound 13 (E)-4-(2-(benzo[d][1,3]dioxol-5-yl)vinyl)-3-hydroxy-1-
methylpyrrolidin-2-one

Ho, Q IH NMR (600 MHz, CDCls): & 6.95 (d, J = 1.6 Hz, 1H),
6.81 (dd, J = 8.0, 1.6 Hz, 1H), 6.75 (d, J = 8.0 Hz, 1H),

O \\‘\‘ N\CHS
<O]i>A 6.45 (d, J = 15.8 Hz, 1H), 6.13 (dt, J = 21.6, 10.8 Hz,



1H), 5.95 (s, 2H), 4.38 (d, J = 7.2 Hz, 1H), 3.54 (dd, J = 10.0, 6.7 Hz, 1H), 3.31 (dd, J
=10.0, 4.2 Hz, 1H), 3.26 — 3.20 (m, 1H), 2.92 (s, 3H); **C NMR (151 MHz, CDCls): &
174.35 (s), 148.00 (s), 147.20 (s), 132.74 (s), 131.31 (s), 123.63 (s), 120.99 (s),
108.21 (s), 105.70 (s), 101.05 (s), 71.88 (s), 52.49 (s), 41.73 (s), 30.05 (s).
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