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Supplemental Experimental Procedures

1-Pentadecanyl-carbonyl pyrrolidine (1a)

Following the General Procedure A (cluent: EtOAc/PE 1: 5), the amidation of
palmitoyl chloride with pyrrolidine afford 1a (83 mg; yield: 89%) as white crystals:
mp 84.0-84.6°C; IR (film)vyay: 2923, 2852, 1648, 1426 cm™'; 'TH NMR (400 MHz,
CDCl;) 6 0.88 (t, J = 7.2 Hz, 3 H), 1.25-1.30 (m, 24 H), 1.60-1.67 (m, 2 H), 1.81—
1.88 (m, 2 H), 1.91-1.98 (m, 2 H), 2.25 (t, ] = 8 Hz, 2 H), 3.39-3.47 (m, 4 H) ppm,;
3C NMR (100 MHz, CDCls) 6 14.1, 22.6, 24.4, 24.9, 26.1, 29.3, 29.43, 29.49, 29.52,
29.62,29.64,31.9, 34.8, 45.5, 46.6, 171.8 ppm; MS (ESI, m/z): 310 (M + H)".

(R)-tert—butyl 1-palmitoylpyrrolidin—-3—ylcarbamate (1c—1)

Following the General Procedure A (eluent: EtOAc/PE 1: 3), the amidation of
palmitoyl chloride with (R)—tert-butyl pyrrolidin—3—ylcarbamate afford 1¢—1 (108 mg;
yield: 85%) as white crystals: mp: 47.3-49.0 °C; [a]p?® 41 (c 0.5, CHCl); IR
(film)vpmax: 3329, 2955, 2918, 2849, 1684, 1631, 1566, 1541, 1446, 1309, 1249 cm';
"H NMR (400 MHz, CDCl;) 6 0.88 (t, J = 7.2 Hz, 3 H), 1.25-1.30 (m, 24 H), 1.45 (S,
9 H), 1.58-1.65 (m, 2 H), 1.76-1.98 (m, 1 H), 2.10-2.26 (m, 3 H), 3.27-3.37 (m, 1 H),
3.47-3.58 (m, 2 H), 3.65-3.73 (m, 1 H), 4.22 (br, 1 H), 4.74-4.82 (m, 1 H) ppm; *C
NMR (100 MHz, CDCl;) 8 14.1, 22.6, 24.8, 24.9, 28.3, 29.3, 29.4, 29.5, 29.6, 30.3,
31.9,32.4,34.3, 34.8, 43.6, 44.6, 49.3, 50.8, 51.1, 52.6, 79.9, 155.2, 155.3, 172.1 ppm;
MS (ESI, m/z): 425 (M + H)*; Anal. calcd for CpsH4sN,0O5: C, 70.71; H, 11.39; N,
6.60; Found: C, 70.97; H, 11.41; N, 6.58.

(R)-1-(3—aminopyrrolidin—1-yl)hexadecan—1—one (1¢)

Following the General Procedure C (eluent: MeOH: CH,Cl, = 1:15), the reaction of
1c-1 afford 1c (41 mg, 90%) as white crystals, mp: 39.6-41.1 °C; [a]p?°—12.5 (¢ 0.2,
CH30H); IR (film)v,: 3120, 2923, 2857, 1634, 1454, 1371, 1329, 1222, 1190, 1108
cm™!; 'TH NMR (400 MHz, CD;0D) 6 0.94 (t,J = 6.4 Hz, 3 H), 1.33-1.37 (m, 24 H),
1.62—-1.67 (m, 2 H), 1.95-2.08 (m, 1 H), 2.22-2.39 (m, 3 H), 3.43-3.82 (m, 5 H) ppm;
3C NMR (100 MHz, CD;0D) 6 13.1, 22.3, 24.5, 24.6, 29.1, 29.2, 29.3, 29.4, 30.1,
31.2,31.7, 33.7, 34.1, 43.5, 44.4, 49.1, 50.6, 50.7, 51.9, 173.0, 173.3 ppm; MS (ESI,
m/z): 325 (M + H)*; Anal. caled for C,yHyoN,O: C, 74.02; H, 12.42; N, 8.63; Found:
C, 74.06; H, 12.45; N, 8.62.

(S)—tert—butyl 1-palmitoylpyrrolidin-3—ylcarbamate (1d-1)

Following the General Procedure A (eluent: EtOAc/PE 1: 3), the amidation of
palmitoyl chloride with (S)—tert-butyl pyrrolidin—3—ylcarbamate afford 1d—1 (117 mg;
yield: 92%) as white crystals, mp: 42.0-43.0 °C; [a]p*® -39 (¢ 0.4, CHCl;); IR
(film)vpax: 3330, 2955, 2918, 2850, 1684, 1630, 1566, 1541, 1446, 1309, 1249 cm';
"H NMR (400 MHz, CDCl3) 6 0.88 (t,J = 7.2 Hz, 3 H), 1.25-1.30 (m, 24 H), 1.45 (S,
9 H), 1.58-1.65 (m, 2 H), 1.76-1.98 (m, 1 H), 2.10-2.26 (m, 3 H), 3.27-3.37 (m, 1 H),
3.47-3.58 (m, 2 H), 3.65-3.73 (m, 1 H), 4.22 (br, 1 H), 4.74-4.82 (m, 1 H) ppm; '*C
NMR (100 MHz, CDCl;) & 14.1, 22.6, 24.8, 24.9, 28.3, 29.3, 29.4, 29.5, 29.6, 30.3,
31.9,32.4,34.3,34.8, 43.6, 44.6, 49.3, 50.8, 51.1, 52.6, 79.9, 155.2, 155.3, 172.1 ppm;
MS (ESI, m/z): 425 (M + H)";Anal. calcd for C,sH4gN,O5: C, 70.71; H, 11.39; N, 6.60;
Found: C, 70.99; H, 11.40; N, 6.59.
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(S)-1-(3—aminopyrrolidin—1-yl)hexadecan—1—one (1d)

Following the General Procedure C (eluent: MeOH: CH,Cl, = 1:15), the reaction of
1d-1 with CF;COOH afford 1d (34 mg, 74%) as white wax; [a]p?® 12.5 (¢ 0.1,
CH;0H); IR (film) v, 3120, 2923, 2857, 1634, 1454, 1371, 1329, 1222, 1190, 1108
cm™!; 'TH NMR (400 MHz, CD;0D) 6 0.94 (t, ] = 6.4 Hz, 3 H), 1.33-1.37 (m, 24 H),
1.62—-1.67 (m, 2 H), 1.95-2.08 (m, 1 H), 2.22-2.39 (m, 3 H), 3.43-3.82 (m, 5 H) ppm;
13C NMR (100 MHz, CD;0D) § 13.0, 22.3, 24.5, 24.6, 29.1, 29.2, 29.3, 29.4, 30.1,
31.2, 31.7, 33.7, 34.1, 43.5, 44.4, 49.1, 50.6, 50.7, 51.9, 173.0, 173.3 ppm; MS (ESI,
m/z): 325 (M + H)"; Anal. calcd for Cyo0H4N,O: C, 74.02; H, 12.42; N, 8.63; Found:
C, 74.02; H, 12.43; N, 8.64.

(R)-1-(2—methylpyrrolidin—1-yl)hexadecan—1—one (1e)

Following the General Procedure D (eluent: EtOAc/PE 1: 5), the reaction starting
from 1q afford 1e (35 mg, 52%) as white wax; [a]p?® —27.9 (¢ 0.1, CDCIl;); IR
(film)Vyay: 2956, 2921, 2850, 1649, 1460, 1418 cm™'; 'H NMR (400 MHz, CDCls) &
0.88 (t,J=7.2 Hz,3 H), 1.18 (d, ] = 6.3 Hz, 3 H), 1.25-1.30 (m, 24 H), 1.55-1.70 (m,
3 H), 1.84-2.07 (m, 3 H), 2.20-2.33 (m, 2 H), 3.34-3.50 (m,2 H), 3.96-4.24 (m, 1 H)
ppm; BC NMR (100 MHz, CDCl3) 6 14.0, 19.5, 21.2, 21.8, 22.6, 23.9, 24.8, 25.5,
29.3, 294, 29.5, 29.6, 29.6, 31.9, 33.2, 34.2, 35.0, 45.3, 46.8, 52.5, 53.0, 171.5, 171.7
ppm; MS (ESI, m/z): 324 (M + H)*; Anal. caled for C,;H4NO: C, 77.95; H, 12.77; N,
4.33; Found: C, 77.93; H, 12.79; N, 4.34.

(S)-1-(2—methylpyrrolidin—1-yl)hexadecan—1—one (1f)

Following the General Procedure D (eluent: EtOAc/PE 1: 5), the reaction starting
from 1r afford compound 1f (41 mg, 63%) as yellow wax; [a]p**27.9 (¢ 0.1, CDCly);
IR (film)vpay: 2949, 2919, 2850, 1620, 1578, 1544, 1466 cm™';'H NMR (400 MHz,
CDCl) 6 0.88 (t, J = 7.2 Hz, 3 H), 1.18 (d, J = 6.3 Hz, 3 H), 1.25-1.30 (m, 24 H),
1.55-1.70 (m, 3 H), 1.84-2.07 (m, 3 H), 2.20-2.33 (m, 2 H), 3.34-3.50 (m,2 H),
3.96-4.24 (m, 1 H) ppm; 3C NMR (100 MHz, CDCl5) 6 14.0, 19.5, 21.2, 21.8, 22.6,
23.9, 24.8, 25.5, 29.3, 29.4, 29.5, 29.6, 29.6, 31.9, 33.2, 34.2, 35.0, 45.3, 46.8, 52.5,
53.0, 171.5, 171.7 ppm; MS (ESI, m/z): 324 (M + H)"; Anal. calcd for C,;H4;NO: C,
77.95; H, 12.77; N, 4.33; Found: C, 77.94; H, 12.79; N, 4.34.

1-palmitoylpyrrolidin—2—one (1g)

To a solution ofpyrrolidin—2-one (44 mg, 0.5 mmol) in THF (5 mL) was added
slowly a solution of 2.5 M n—BuLi (0.55 mmol, 0.2 mL hexane) under nitrogen
atmosphere at —78°C. After being stirred at the same temperature for 10 min, a
solution of palmitoyl chloride (151 mg, 0.55 mmol) in THF (2 mL) was slowly added.
The reaction mixture was stirred at —78°C for 0.5 hours, and allowed to warm slowly
to room temperature in 5 hours. The reaction was quenched with 1.0 mL a sat.
aqueous solution of NH4Cl and extracted with EtOAc (3 x 5 mL). The combined
organic layers were dried over anhydrous Na,SQO,, filtered and concentrated under
reduced pressure. The residue was purified by flash chromatography on silica gel
(eluent: EtOAC/PE 1: 5) to afford 1g (92 mg; yield: 57%) as white crystals, mp: 71.9—
72.6 °C; IR (film)vpay: 2916, 2841, 1728, 1682, 1465, 1398, 1256 cm™!; 'TH NMR (400
MHz, CDCI;) 6 0.88 (t, J = 6.8 Hz, 3 H), 1.26-1.31 (m, 24 H), 1.59-1.66 (m, 2 H),
1.99-2.07 (m, 2 H), 2.59 (t, J = 8.0 Hz, 2 H), 2.88 (t, J = 8.0 Hz, 2 H), 3.80 (t, ] = 8.0
Hz, 2 H) ppm; '*C NMR (100 MHz, CDCl;) & 14.0, 17.1, 22.5, 24.1, 29.1, 29.2, 29.3,
29.4, 29.5, 29.5, 29.5, 31.8, 33.6, 36.7, 45.3, 174.3, 175.1 ppm; MS (ESI, m/z): 324
(M + H)"; Anal. calcd for C;0H37NO,: C, 74.25; H, 11.53; N, 4.33. Found: C, 75.44;
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H, 11.47; N, 8.33.

1-palmitoylimidazolidin—2—one (1h)

To a suspension of NaH (60% in mineral oil, 60 mg) in anhydrous THF (5 mL), was
added slowly a solution of 2-Imidazolidinone hemihydrates (48 mg, 0.5 mmol) in
THF (5 mL) under nitrogen atmosphere at —20°C. After being stirred at the same
temperature for 10 min, a solution of palmitoyl chloride (151 mg, 0.55 mmol) in THF
(2 mL) was slowly added. The reaction mixture was stirred at —20°C for 0.5 hours,
and allowed to warm slowly to room temperature in 5 hours. The reaction was
quenched with 1.0 mL a sat. aqueous solution of NH4ClI and extracted with EtOAc (3
x 5 mL). The combined organic layers were dried over anhydrous Na,SOy, filtered
and concentrated under reduced pressure. The residue was purified by flash
chromatography on silica gel (eluent: EtOAc/PE 1: 2) to afford 1h (71 mg; yield: 44%)
as white crystals, mp: 114.5-116.8 °C; IR (film)vy.x: 3249, 2916, 2841,1738, 1677
cm™!'; TH NMR (400 MHz, CDCl;) 6 0.88 (t, J = 6.8 Hz, 3 H), 1.25-1.33 (m, 24 H),
1.61-1.68 (m, 2 H), 2.91 (t, ] = 6.8 Hz, 2 H), 3.48 (t, ] = 8.0 Hz, 2 H), 3.95 (t, ] = 8.0
Hz, 2 H), 5.28 (s, 1 H) ppm; *C NMR (100 MHz, CDCl;) é 14.0, 22.7, 24.7, 29.2,
29.3, 294, 29.5, 29.7, 31.9, 35.2, 36.5, 42.3, 156.7, 174.0 ppm; MS (ESI, m/z): 325
(M + H)™; Anal. calcd for C19H34N,0,: C, 70.32; H, 11.18; N, 8.63. Found: C, 70.52;
H, 11.16; N, 8.64.

3—palmitoyloxazolidin—2—one (1i)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of
palmitoyl chloride with oxazolidin—2—one afford 1i (83 mg; yield: 51%) as white
crystals, mp: 92.2-93.8 °C; IR (film)v,: 2914, 2846, 1765, 1699, 1386 cm™!; 'H
NMR (400 MHz, CDCls) 6 0.88 (t, J = 7.2 Hz, 3 H), 1.26-1.32 (m, 24 H), 1.62—-1.69
(m, 2 H), 291 (t, ] =7.6 Hz, 2 H), 4.02 (t, ] = 8.0 Hz, 2 H), 4.41 (t, ] = 8.0 Hz, 2 H)
ppm; 3C NMR (100 MHz, CDCl;) 6 14.0, 22.6, 24.2, 29.1, 29.3, 29.4, 29.5, 29.6,
29.6, 31.8, 35.0, 42.5, 61.9, 153.5, 173.5 ppm; MS (ESI, m/z): 326 (M + H)"; Anal.
calced for C19H3sNO5: C, 70.11; H, 10.84; N, 4.30. Found: C, 70.13; H, 10.86; N, 4.32.

(R)-1-(3-hydroxypyrrolidin—1-yl)hexadecan—1—one (1j)

Following the General Procedure A (eluent: EtOAc/PE 1: 2), the amidation of
palmitoyl chloride with (R)—pyrrolidin—3—ol afford 1j (64 mg; yield: 66%) as white
crystals, mp: 58.8-59.5 °C; [a]p?* —10.3 (¢ 0.7, CHCls); IR (film)v . 3380, 2923,
2847, 1622, 1462, 1377, 1338, 1226 cm™'; '"H NMR (400 MHz, CDCl5) 4 0.88 (t, J =
6.4 Hz, 3 H), 1.26-1.30 (m, 24 H), 1.69—1.77 (m, 2 H), 1.93—-1.98 (m, 1 H), 2.00-2.05
(m, 1 H), 2.19-2.28 (m, 2 H), 3.36-3.45 (m, 5 H), 4.49 (d, J = 20.8 Hz, 1 H) ppm; 3C
NMR (100 MHz, CDCl;) & 14.0, 22.6, 24.8, 29.2, 29.4, 29.4, 29.5, 29.6, 31.9, 32.9,
34.2,34.6, 34.8, 43.5, 44.6, 54.1, 54.8, 69.2, 70.8, 172.3, 172.5 ppm; MS (ESI, m/z):
326 (M + H)™; Anal. calcd for C,yH3oNO,: C, 73.79; H, 12.08; N, 4.30; Found: C,
73.92; H, 12.11; N, 4.29.

(S)-1-(3-hydroxypyrrolidin—1-yl)hexadecan—1—one (1k)

Following the General Procedure A (eluent: EtOAc/PE 1: 2), the amidation of
palmitoyl chloride with (S)—pyrrolidin—3—ol afford 1k (77 mg; yield: 79%) as white
crystals, mp: 51.5-53.8 °C; [a]p?® 10.3 (¢ 0.7, CHCl;); IR (film)vy.y: 3379, 2923,
2847, 1622, 1463, 1376, 1338, 1226 cm™'; 'H NMR (400 MHz, CDCl3) 6 0.88 (t, J =
6.4 Hz, 3 H), 1.25-1.29 (m, 24 H), 1.62—-1.66 (m, 2 H), 1.93-1.98 (m, 1 H), 2.00-2.05
(m, 1 H), 2.21-2.28 (m, 2 H), 3.41-3.68 (m, 5 H), 4.48 (d, J = 12.8 Hz, 1 H) ppm; 13C
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NMR (100 MHz, CDCl;) 6 14.0, 22.6, 24.8, 29.3, 29.4, 29.4, 29.5, 29.6, 31.8, 32.9,
34.2,34.6, 34.8, 43.5, 44.6, 54.2, 54.8, 69.3, 70.9, 172.3, 172.5 ppm; MS (ESI, m/z):
326 (M + H)™; Anal. calcd for C,yH3oNO,: C, 73.79; H, 12.08; N, 4.30; Found: C,
73.84; H, 12.10; N, 4.31.

(R)-1-(3—methoxypyrrolidin—1-yl)hexadecan—1—one (11)

Following the General Procedure B (cluent: EtOAc/PE 1: 10), the reaction of 1j
with CH3l afford 11 (17 mg; yield: 81%) as colorless oil; [a]p** —45.1 (¢ 0.2, CHCly);
IR (film)vpay: 2950, 2919, 2850, 1646, 1459, 1429, 1371, 1102 cm™!; '"H NMR (400
MHz, CDCl;) 6 0.88 (t, J = 6.8 Hz, 3 H), 1.25-1.29 (m, 24 H), 1.60-1.66 (m, 2 H),
1.85-2.09 (m, 2 H), 2.21-2.28 (m, 2 H), 3.33 (d, ] = 8.0 Hz, 3 H), 3.42-3.69 (m, 4 H),
3.97 (dd, J = 26.0, 2.8 Hz, 1 H) ppm; '*C NMR (100 MHz, CDCl;) 3 14.1, 22.6, 24.8,
29.3,29.3,29.4, 29.5, 29.6, 29.7, 31.5, 31.8, 34.6, 34.8, 43.4, 44.5, 50.2, 51.7, 56.4,
56.5, 78.4, 79.9, 171.9, 172.1 ppm; MS (ESI, m/z): 340 (M + H)*; Anal. calcd for
C,1H4NO;: C, 74.28; H, 12.17; N, 4.13; Found: C, 74.43; H, 12.20; N, 4.13.

(S)-1-(3—methoxypyrrolidin—-1-yl)hexadecan—1-one (1m)

Following the General Procedure B (cluent: EtOAc/PE 1: 10), the reaction of 1k
with CH3I afford 1m (20 mg; yield: 95%) as colorless oil; [a]p?° 45.0 (¢ 0.3, CHCly);
IR (film)vpay: 2956, 2924, 2851, 1642, 1464, 1431, 1374 cm™!; 'TH NMR (400 MHz,
CDCl;) 6 0.88 (t, J = 7.2 Hz, 3 H), 1.25-1.33 (m, 24 H), 1.60-1.66 (m, 2 H), 1.87—
2.10 (m, 2 H), 2.21-2.27 (m, 2 H), 3.33 (d, ] = 8.0 Hz, 3 H), 3.42-3.69 (m, 4 H), 3.94
(dd, J=28.0, 2.0 Hz, 1 H) ppm; 3C NMR (100 MHz, CDCl;) 6 14.1, 22.6, 24.8, 29.3,
294, 29.5, 29.6, 29.7, 31.5, 31.8, 34.6, 34.8, 43.4, 44.5, 50.2, 51.7, 56.4, 56.5, 78.4,
79.9,171.9, 172.1 ppm; MS (ESI, m/z): 340 (M + H)"; Anal. calcd for C,;H4NO;: C,
74.28; H, 12.17; N, 4.13; Found: C, 74.38; H, 12.15; N, 4.12.

1-palmitoylpyrrolidine-3—carbonitrile (1n)

Following the General Procedure A (eluent: EtOAc/PE 1: 5), the amidation of
palmitoyl chloride with pyrrolidine—3—carbonitrile afford 1n (92 mg; yield: 92%) as
white solid, mp: 57.5-59.3 °C; IR (film)vp.,: 2914, 2849, 2250, 1637, 1430 cm™!; 'H
NMR (400 MHz, CDCls) 6 0.88 (t, J = 6.4 Hz, 3 H), 1.26-1.30 (m, 24 H), 1.63—1.66
(m, 2 H), 2.18-2.38 (m, 4 H), 3.09-3.24 (m, 1 H), 3.52-3.58(m, 1 H), 3.63-3.82 (m, 3
H) ppm; 3C NMR (100 MHz, CDCl3) 6 14.0, 22.6, 24.6, 24.7, 27.1, 28.6, 28.7, 29.2,
29.3,29.4,29.5,29.5,29.6,30.4,31.8, 34.5,34.7,44.3, 44.9, 48.5, 49.2, 119.3, 119.7,
171.5, 171.9 ppm; MS (ESI, m/z): 335 (M + H)"; Anal. caled for C,;H3sN,O: C, 75.39;
H, 11.45; N, 8.37. Found: C, 75.44; H, 11.47; N, 8.33.

1-palmitoylpyrrolidine-3—carboxamide (10)

Following the General Procedure A (eluent: EtOAc/PE 1: 5), the amidation of
palmitoyl chloride with pyrrolidine-3-carboxamide afford 1o (93 mg; yield: 88%) as
white solid, mp: 121.2-122.4 °C; IR (film)vy.x: 3374, 2917, 2849, 1650, 1632, 1469,
1440 cm™!; '"H NMR (400 MHz, CDCl;) 8 0.88 (t, J = 6.8 Hz, 3 H), 1.25-1.30 (m, 24
H), 1.57-1.60 (m, 2 H), 2.12-2.30 (m, 4 H), 2.93-3.11 (m, 1 H), 3.36-3.48 (m, 1 H),
3.55-3.80 (m, 3 H), 6.18 (br, 1 H), 6.51 (br, 1 H) ppm; 3C NMR (100 MHz, CDCl3)
0 14.0, 22.6, 24.7, 28.5, 29.2, 29.3,29.4, 29.4, 29.5, 29.6, 31.8, 34.5, 34.6, 42.3, 44.3,
45.3,46.1, 48.5, 48.8, 171.9, 172.0, 174.5, 174.9 ppm; MS (ESI, m/z): 353 (M + H)";
Anal. calcd for C,1Hy4N,0,: C, 71.61; H, 11.46; N, 7.95; Found: C, 71.54; H, 11.44;
N, 7.95.
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1-palmitoylpyrrolidin—3—one (1p)

To a solution of DMP (212 mg, 0.5 mmol) in CH,CI, (5 mL), was added dropwise 1j
or 1k (65 mg, 0.2 mmol) in CH,Cl, (5 mL) under nitrogen atmosphere, the mixture
was stirred at the room temperature for 3 hours, filtered and concentrated in vacuo.
The residue was purified by flash chromatography on silica gel (eluent: EtOAc/PE 1:
5) to afford compound 2i (42 mg, 64%) as white crystals, mp: 77.3-78.6 °C; IR
(film) Ve 2955, 2923, 2852, 1730, 1648, 1466, 1422 cm™!; 'H NMR (400 MHz,
CDCl;) 6 0.88 (t, J = 6.8 Hz, 3 H), 1.26—-1.30 (m, 24 H), 1.65-1.69 (m, 3 H), 2.24 (t,J
=8.0Hz, 1 H),2.34(t,J=8.0 Hz, 1 H), 2.62 (t, ] =8.0 Hz, 1 H), 2.70 (t, ] = 8.0 Hz, 1
H), 3.88-3.93 (m, 4 H) ppm; 13C NMR (100 MHz, CDCl;) 6 14.1, 22.7, 24.6, 24.7,
29.3, 29.4, 29.5, 29.6, 29.6, 29.7, 31.9, 33.3, 35.0, 36.2, 37.4, 41.8, 43.3, 52.3, 53.1,
172.4, 172.6, 209.7, 209.9 ppm; MS (ESI, m/z): 324 (M + H)"; Anal. calcd for
CyH37NO;: C, 74.25; H, 11.53; N, 4.33; Found: C, 74.11; H, 11.50; N, 4.34.

(R)-1-(2—(hydroxymethyl)pyrrolidin—1-yl)hexadecan—1—one (1q)

Following the General Procedure A (eluent: EtOAc/PE 1: 2), the amidation of
palmitoyl chloride with (R)—pyrrolidin—2—ylmethanol afford 1q (66 mg; yield: 65%)
as white crystals, mp: 38.1-40.0 °C; [a]p?® 25.5 (¢ 0.1, CDCls); IR (film)vy,,: 3415,
2918, 2850, 1620, 1462, 1050 cm™!; 'H NMR (400 MHz, CDCl;) 6 0.88 (t, J = 7.1 Hz,
3 H), 1.26-1.31 (m, 24 H), 1.55-1.68 (m, 3 H), 1.83-2.08 (m, 3 H), 2.30 (t, J = 7.8 Hz,
2 H), 3.43-3.67 (m, 4 H) , 4.18-4.25 (m, 1 H), 5.22(s, 1 H) ppm; *C NMR (100 MHz,
CDCL) o 14.0, 22.6, 24.3, 24.7, 28.2, 29.3, 29.3, 29.4, 29.4, 29.5, 29.6, 29.6, 31.9,
35.0, 48.0, 61.0, 67.4, 174.6 ppm; MS (ESI, m/z): 340 (M + H)"; Anal. calcd for
Cy1H4NOy: C, 74.28; H, 12.17; N, 4.13; Found: C, 74.31; H, 12.15; N, 4.12.

(S)-1-(2—(hydroxymethyl)pyrrolidin—1-yl)hexadecan—1—one (1r)

Following the General Procedure A (eluent: EtOAc/PE 1: 2), the amidation of
palmitoyl chloride with (S)—pyrrolidin—2—ylmethanol afford 1r (64 mg; yield: 63%)
as white crystals, mp: 45.0-45.5 °C; [a]p?° —25.5 (¢ 0.1, CDCl;); IR (film)v,yay: 3414,
2916, 2849, 1619, 1463, 1051 cm™!; "TH NMR (400 MHz, CDCl;) 6 0.88 (t, ] = 6.9 Hz,
3 H), 1.26-1.31 (m, 24 H), 1.56-1.68 (m, 3 H), 1.83-2.08 (m, 3 H), 2.30 (t, J = 7.8 Hz,
2 H), 3.43-3.66 (m, 4 H), 4.18-4.24 (m, 1 H), 5.21 (s, 1 H) ppm; 3C NMR (100 MHz,
CDCl;) 6 14.0, 22.6, 24.3, 24.7, 28.2, 29.3, 29.3, 29.4, 29.4, 29.6, 29.6, 29.6, 31.8,
35.0, 48.0, 61.0, 67.4, 76.7, 174.6 ppm; MS (ESI, m/z): 340 (M + H)"; Anal. calcd for
C,H4NOy: C, 74.28; H, 12.17; N, 4.13; Found: C, 74.33; H, 12.18; N, 4.13.

(R)-1-(2—(methoxymethyl)pyrrolidin—1-yl)hexadecan—1—-one (1s)

Following the General Procedure A (eluent: EtOAc/PE 1: 5), the amidation of
palmitoyl chloride with (R)—pyrrolidin—2—ylmethanol afford 1s (89 mg; yield: 84%)
as colorless oil; [a]p?® 37.1 (¢ 0.1, CDCL); IR (film)vpyay: 2919, 2849, 1642, 1574,
1537, 1466, 1413, 1113 cm™'; 'TH NMR (400 MHz, CDCls) 6 0.88 (t, ] = 6.8 Hz, 3 H),
1.26-1.30 (m, 24 H), 1.62-1.65 (m, 2 H), 1.86-2.05 (m, 4 H), 2.17-2.36 (m, 2 H),
3.21-3.47 (m, 6 H), 3.52-3.58 (m, 1 H), 4.02-4.25 (m, 1 H) ppm; 3C NMR (100
MHz, CDCl;) 614.0, 21.8, 22.6, 24.1, 24.7, 25.1, 25.4, 27.4, 28.7, 29.3, 29.4, 29.4,
29.5, 29.6, 29.6, 31.8, 33.3, 34.2, 35.0, 45.4, 47.2, 56.2, 56.9, 58.9, 59.1, 72.3, 74.0,
172.1, 172.4 ppm; MS (ESI, m/z): 354 (M + H)*; Anal. calcd for C,H43NO,: C, 74.73;
H, 12.26; N, 3.96; Found: C, 74.70; H, 12.27; N, 3.97.

(S)-1-(2—(methoxymethyl)pyrrolidin—1-yl)hexadecan—1-one (1t)
Following the General Procedure A (eluent: EtOAc/PE 1: 5), the amidation of
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palmitoyl chloride with (S)-2—(methoxymethyl)pyrrolidine afford 1t (95 mg; yield:
89%) as colorless oil; [a]p?® —37.1 (¢ 0.1, CDCly); IR (film)v,.: 2919, 2850, 1650,
1458, 1415, 1114 cm™!; '"H NMR (400 MHz, CDCl3) 6 0.88 (t, J = 7.2 Hz, 3 H), 1.26—
1.30 (m, 24 H), 1.61-1.65 (m, 2 H), 1.86-2.03 (m, 4 H), 2.23-2.36 (m, 2 H), 3.21-
3.47 (m, 6 H), 3.52-3.56 (m, 1 H), 4.02-4.26 (m, 1 H) ppm; *C NMR (100 MHz,
CDCl;) 6 14.1, 21.9, 22.7, 24.1, 24.8, 25.5, 27.4, 28.7, 29.3, 29.4, 29.4, 29.5, 29.6,
29.7,31.9, 34.2, 35.0, 45.5, 47.3, 56.2, 56.9, 58.9, 59.1, 72.3, 74.1, 172.1, 172.5 ppm;
MS (ESI, m/z): 354 (M + H)*; Anal. calcd for C;p,H43NO,: C, 74.73; H, 12.26; N, 3.96;
Found: C, 74.74; H, 12.27; N, 3.95.

3-benzoyloxazolidin—2—one (2a)!

Following the General Procedure E (eluent: EtOAc/PE 1: 3), the imidation of
benzoic acid with oxazolidin—2—one afford 2a (52 mg; yield: 54%) as white crystals,
mp: 194.2-196.3 °C; IR (film) vy, 2917, 2894, 1774, 1677, 1380, 1338, 1201, 1108
cm;'"H NMR (400 MHz, CDCl3) 6 4.16 (t, J = 8.0 Hz, 2 H), 4.48 (t, J = 8.0 Hz, 2 H),
7.44 (dd,J=7.2,7.2 Hz, 2 H),7.55 (dd, J = 8.0, 7.2 Hz, 1 H), 7.65 (d, ] = 8.0 Hz, 2 H)
ppm;3C NMR (100 MHz, CDCls) & 43.1, 62.3, 127.88, 129.1, 132.4, 132.6, 153.2,
169.8 ppm; MS (ESI, m/z): 192 (M + H)"; Anal. calcd for C;gH¢NO;: C, 62.82; H,
4.74; N, 7.33. Found: C, 62.60; H, 4.73; N, 7.33.

3—(2—phenylacetyl)oxazolidin—2—one (2b)>

Following the General Procedure E (eluent: EtOAc/PE 1: 3), the imidation of 2—
phenylacetic acid with oxazolidin—2—one afford 2b (32 mg; yield: 31%) as white
crystals, mp: 67.0-67.5°C; IR (film)vy.x: 2917, 2856, 1770, 1683, 1385, 1217, 1084
cm™'; 'TH NMR (400 MHz, CDCls) 4 3.96 (t, J = 8.0 Hz, 2 H), 4.26 (s, 1 H), 4.31 (t,J
= 8.0 Hz, 2 H), 7.24-7.33 (m, 5 H) ppm; *C NMR (100 MHz, CDCl;) 4 40.9, 42.5,
61.9, 127.0, 128.4, 129.6, 133.5, 153.4, 171.1 ppm; MS (ESI, m/z): 206 (M + H)™;
Anal. calcd for C;1H;;NOs: C, 64.38; H, 5.40; N, 6.83. Found: C, 64.42; H, 5.41; N,
6.83.

3—(3—phenylpropanoyl)oxazolidin—2—one (2¢)

Following the General Procedure E (eluent: EtOAc/PE 1: 3), the imidation of 3—
phenylpropanoic acid with oxazolidin—2—one afford 2¢ (41 mg; yield: 37%) as white
crystals, mp: 114.3-116.6 °C; IR (film)vpax: 2917, 2856, 1766, 1692, 1390, 1317,
1227, 1043 cm™!; '"H NMR (400 MHz, CDCl;) 6 2.99 (t, J = 7.6 Hz, 2 H), 3.25 (t, ] =
7.6 Hz, 2 H), 3.99 (d, ] = 8.0 Hz, 2 H), 4.37 (t, ] = 8.0 Hz, 2 H), 7.18-7.30 (m, 5 H)
ppm; 3C NMR (100 MHz, CDCl5) 6 30.1, 36.7, 42.4, 62.0, 126.2, 128.4, 128.5, 153.5,
172.5 ppm; MS (ESI, m/z): 220 (M + H)*; Anal. calcd for C;;H;3NO;: C, 65.74; H,
5.98; N, 6.39. Found: C, 65.81; H, 5.97; N, 6.39.

3—(4-phenylbutanoyl)oxazolidin—2—one (2d)

Following the General Procedure E (eluent: EtOAc/PE 1: 4), the imidation of 4—
phenylbutanoic acid with oxazolidin—2—one afford 2d (52 mg; yield: 45%) as white
crystals, mp: 72.9-74.4 °C; IR (film)vyy: 2919, 2850, 1779, 1737, 1702, 1496, 1478,
1386, 1240, 1041 cm™'; 'TH NMR (400 MHz, CDCls) 6 1.95-2.04 (m, 2 H), 2.69 (t, ] =
7.6 Hz, 2 H), 2.96 (t,J = 7.6 Hz, 2 H), 3.96 (t, ] = 8.4 Hz, 2 H), 4.36 (t, ] = 8.4 Hz, 2
H), 7.19-7.20 (m, 3 H), 7.26-7.29 (m, 2 H) ppm; 13C NMR (100 MHz, CDCls) 6 25.8,
345, 35.1, 42.4, 62.0, 125.9, 128.3, 128.4, 141.4, 153.5, 173.2 ppm; MS (ESI, m/z):
234 (M + H)*; Anal. calcd for C;3HsNO;: C, 66.94; H, 6.48; N, 6.00. Found: C,
66.78; H, 6.48; N, 5.99.
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3—(5-phenylpentanoyl)oxazolidin—2—one (2¢)3

Following the General Procedure E (eluent: EtOAc/PE 1: 4), the imidation of 5—
phenylpentanoic acid with oxazolidin—2—one afford 2e (69 mg; yield: 56%) as white
crystals, mp: 62.6—65.3 °C; IR (film)vy,: 2924, 2858, 1780, 1700, 1497, 1478, 1453,
1388, 1225, 1111, 1040 cm™!; '"H NMR (400 MHz, CDCl;) 6 1.69-1.71 (m, 4 H), 2.64
(t,J=7.2Hz, 2 H),294 (t,J=7.2Hz,2 H), 3.98 (t, ] = 8.4 Hz, 2 H), 4.37 (t, ] = 8.4
Hz, 2 H), 7.17-7.19 (m, 3 H), 7.25-7.29 (m, 2 H) ppm; *C NMR (100 MHz, CDCl3)
023.8, 30.7, 34.8, 35.5, 42.4, 61.9, 125.7, 128.2, 128.3, 142.1, 153.5, 173.3 ppm; MS
(ESI, m/z): 248 (M + H)*; Anal. calcd for C;4;H7;NOs: C, 68.00; H, 6.93; N, 5.66.
Found: C, 68.20; H, 6.91; N, 5.67.

3—(6—phenylhexanoyl)oxazolidin—2—one (2f)

Following the General Procedure E (eluent: EtOAc/PE 1: 4), the imidation of 6—
phenylhexanoic acid with oxazolidin—2—one afford 2f (41 mg; yield: 31%) as white
crystals, mp: 65.3-66.9 °C; IR (film)vyax: 2920, 2858, 1780, 1700, 1388, 1225, 1111,
1039 cm!; '"H NMR (400 MHz, CDCl;) 8 1.36-1.44 (m, 2 H), 1.61-1.73 (m, 4 H),
261 (t,J=7.6Hz,2H),2.90(t,J=7.6 Hz,2 H),3.97 (t,J=8.4Hz 2H),4.36(t,] =
8.4 Hz, 2 H), 7.16-7.18 (m, 3 H), 7.24-7.28 (m, 2 H) ppm; *C NMR (100 MHz,
CDCl;) 6 24.0, 28.6, 31.1, 34.9, 35.6, 42.4, 61.9, 125.5, 128.2, 128.3, 142.4, 153.4,
173.3 ppm; MS (ESI, m/z): 262 (M + H)*; HRMS (ESI) calcd for [CsH;)NOs]" (M +
H)™: 262.1443; found: 262.1438; Anal. calcd for C;5H;oNOs: C, 68.94; H, 7.33; N,
5.36. Found: C, 68.70; H, 7.31; N, 5.38.

3—(7-phenylheptanoyl)oxazolidin—2—one (2g)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 7—
phenylheptanoic acid with oxazolidin—2—one afford 2g (61 mg; yield: 44%) as white
wax; IR (film)vy,: 2918, 2850, 1781, 1703, 1386, 1225, 1039 cm!; 'TH NMR (400
MHz, CDCl;) 6 1.35-1.42 (m, 4 H), 1.58-1.69 (m, 4 H), 2.60 (t, J = 7.6 Hz, 2 H),
290 (t,J=7.6 Hz,2 H), 3.98 (t, ] = 8.4 Hz, 2 H), 4.36 (t, ] = 8.4 Hz, 2 H), 7.16-7.17
(m, 3 H), 7.24-7.28 (m, 2 H) ppm; *C NMR (100 MHz, CDCls) & 24.1, 28.9, 28.9,
31.2, 35.0, 35.8, 42.4, 61.9, 125.5, 128.1, 128.3, 142.6, 153.5, 173.4 ppm; MS (ESI,
m/z): 276 (M + H)™; Anal. calcd for CisH,NO;: C, 69.79; H, 7.69; N, 5.09. Found: C,
69.83; H, 7.68; N, 5.10.

3—(8—phenyloctanoyl)oxazolidin—2—one (2h)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 8—
phenyloctanoic acid with oxazolidin—2—one afford 2h (64 mg; yield: 44%) as white
crystals, mp: 71.5-72.3 °C; IR (film)v.x: 2920, 2848, 1780, 1703, 1386, 1225, 1020
cm™'; 'TH NMR (400 MHz, CDCl;) & 1.35-1.42 (m, 4 H), 1.58-1.69 (m, 4 H), 2.60 (t,
J=76Hz 2H),2.90(t,J=7.6 Hz,2 H), 3.98 (t, J=8.4 Hz, 2 H), 4.36 (t, ] = 8.4 Hz,
2 H), 7.16-7.17 (m, 3 H), 7.24-7.28 (m, 2 H) ppm; 3C NMR (100 MHz, CDCl;)
24.1, 28.9, 28.9, 31.2, 35.0, 35.8, 42.4, 61.9, 125.5, 128.1, 128.3, 142.6, 153.5, 173.4
ppm; MS (ESI, m/z): 290 (M + H)"; Anal. caled for C1;H,3NO;: C, 70.56; H, 8.01; N,
4.84. Found: C, 70.61; H, 7.99; N, 4.85.

Biphenyl-4—-yl-carbonyl oxazolidin—2—one (3a)!

Following the General Procedure E (eluent: EtOAc/PE 1: 2), the imidation of 4—
phenylbenzoic acid with oxazolidin—2—one afford 3a (71 mg; yield: 53%) as white
crystals, mp: 251.6-253.7 °C; IR (film)vyax: 2917, 2849, 1761, 1676, 1579, 1384,
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1332, 1204, 1099, 1032 cm™!; '"H NMR (400 MHz, CDCls) 6 4.20 (t, J = 8.0 Hz, 2 H),
4.52 (t,J=8.0Hz,2 H), 7.39 (t, ] =7.6 Hz, 1 H), 7.46 (t, ] = 7.6 Hz, 2 H), 7.61-7.66
(m, 4 H), 7.76 (d, J = 8.0 Hz, 2 H) ppm; '3C NMR (100 MHz, CDCls) & 43.8, 62.3,
126.6, 127.3, 128.1, 128.9, 129.8, 131.1, 140.0, 145.3, 153.3, 169.5 ppm; MS (ESI,
m/z): 268 (M + H)™; Anal. calcd for C;sH3NO;: C, 71.90; H, 4.90; N, 5.24. Found: C,
72.10; H, 4.91; N, 5.23.

3—(4-phenoxybenzoyl)oxazolidin—2—one (3b)!

Following the General Procedure E (eluent: EtOAc/PE 1: 2), the imidation of 4—
phenoxybenzoic acid with oxazolidin—2—one afford 3b (77 mg; yield: 55%) as white
crystals, mp: 149.0-151.5 °C; IR (film)vp,: 2915, 2844, 1779, 1681, 1575, 1482,
1445, 1382, 1322 cm!; 'H NMR (400 MHz, CDCl5) 8 4.17 (t, J = 8.0 Hz, 2 H), 4.50
(t, J = 8.0 Hz, 2 H), 6.97 (ddd, J = 8.4, 2.8, 2.0 Hz, 2 H), 7.08 (dd, J = 8.4, 0.8 Hz, 2
H), 7.19 (dd, J = 7.6 Hz, 1 H), 7.40 (ddd, J = 8.4, 7.6, 2.0 Hz 2 H), 7.67 (ddd, J = 8.4,
2.8,2.0 Hz, 2 H) ppm; 3C NMR (100 MHz, CDCl;) 6 43.9, 62.2, 116.7, 120.3, 124.6,
126.4, 130.0, 131.7, 153.4, 155.5, 161.7, 168.9 ppm; MS (ESI, m/z): 284 (M + H)™;
Anal. calcd for C¢H;3NOy4: C, 67.84; H, 4.63; N, 4.94. Found: C, 67.75; H, 4.63; N,
4.95.

3—(4—(benzyloxy)benzoyl)oxazolidin—2—one (3¢)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 4—
(benzyloxy)benzoic acid with oxazolidin—2—one afford 3¢ (108 mg; yield: 73%) as
white crystals, mp: 198.0-201.3 °C; IR (film)vy,,: 2916, 2849, 1774, 1670, 1607,
1512, 1378, 1338, 1249, 1194, 1108, 1024 cm™!; 'TH NMR (400 MHz, CDCl3) 6 4.14
(t, J=8.0 Hz, 2 H), 4.47 (t,J = 8.0 Hz, 2 H), 5.11 (s, 2 H), 6.99 (d, J = 8.8 Hz, 2 H),
7.34-7.43 (m, 5 H), 7.69 (d, J = 8.8 Hz, 2 H) ppm; '3C NMR (100 MHz, CDCl;) 6
439, 62.2, 70.1, 114.0, 124.7, 127.5, 128.2, 128.6, 131.8, 136.2, 153.5, 162.4, 169.0
ppm; MS (ESI, m/z): 298 (M + H)™; Anal. calcd for C;;H;sNOy: C, 68.68; H, 5.09; N,
4.71. Found: C, 68.90; H, 5.11; N, 4.69.

4—phenethoxybenzoic acid (3d-1)

Following the General Procedure F (eluent: EtOAc/PE 1: 5), the reaction starting
from 4-hydroxybenzoic acid afford 3d—1 (315 mg; yield: 65%) as white wax; IR
(film)vyax: 3415, 2949, 2917, 2848, 1677, 1608, 1254 cm™!; '"H NMR (400 MHz,
CDCl;3) 6 3.13(d,J=7.0 Hz, 2 H), 4.24 (d,J=7.0 Hz, 2 H), 6.93 (d, ] = 8.8 Hz, 2 H),
7.23-7.35 (m, 5 H), 7.33-7.40 (m, 4 H), 8.04 (dd, J = 7.1 Hz, 1.8 Hz, 2 H) ppm; 13C
NMR (100 MHz, CDCl;) 6 35.6, 68.9, 114.2, 121.7, 126.7, 128.6, 128.9, 132.3, 137.8,
163.3, 171.5 ppm; MS (ESI, m/z): 243 (M + H)*; Anal. calcd for C,7HsNO,: C, 74.36;
H, 5.82. Found: C, 74.21; H, 5.82.

3—(4-phenethoxybenzoyl)oxazolidin—2—one (3d)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 3d-1
with oxazolidin—2—one afford 3d (84 mg; yield: 54%) as white crystals, mp: 127.3—
129.7 °C; IR (film)vpax: 2916, 2849, 1777, 1672, 1605, 1508, 1384, 1324, 1307, 1254,
1168, 1094, 1029 cm™!; 'H NMR (400 MHz, CDCl5) 8 3.11 (t, J = 7.2 Hz, 2 H), 4.14
(t,J=8.0Hz,2 H),4.22 (t,J=7.2 Hz,2 H), 4.46 (t, ] = 8.0 Hz, 2 H), 6.90 (d, J = 8.4
Hz, 2 H), 7.23-7.34 (m, 5 H), 7.67 (d, J = 8.4 Hz, 2 H) ppm; *C NMR (100 MHz,
CDCly) 6 35.6,43.9, 62.2,68.8, 113.7, 124.4, 126.6, 128.5, 129.0, 131.8, 137.8, 153.5,
162.5, 169.0 ppm; MS (ESI, m/z): 312 (M + H)*; Anal. calcd for C,;gH7NOy: C, 69.44;
H, 5.50; N, 4.50. Found: C, 69.53; H, 5.51; N, 4.49
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3—(4-benzylidenepiperidine—1—carbonyl)oxazolidin—2—one (3e)

Following the General Procedure G (eluent: EtOAc/PE 1: 4), the reaction starting
from 4-benzylidenepiperidine afford 3e (18 mg; yield: 16%) as yellow oil; 'H NMR
(400 MHz, CDCl3) 6 2.47 (t, ] = 5.7 Hz, 2 H), 2.60 (t, ] = 5.7 Hz, 2 H), 3.50-3.58 (m,
2 H), 3.62-3.67 (m, 2 H), 3.99 (t, ] = 7.8 Hz, 2 H), 4.42 (t, ] = 7.8 Hz, 2 H), 6.4 (s, 1
H), 7.18-7.24 (m, 3 H), 7.33 (dd, J = 7.4, 7.4 Hz, 2 H) ppm; '*C NMR (100 MHz,
CDCl,) 631.2, 36.7, 42.4, 44.3, 44.4, 62.4, 123.3, 126.0, 128.1, 128.9, 129.9, 140.6,
152.5, 154.1 ppm; MS (ESI, m/z): 287 (M + H)"; HRMS (ESI) caled for
[Ci6H19N2O3]" (M + H)™: 287.1396; found: 287.1389.

3—(4-benzylpiperidine—1-carbonyl)oxazolidin—2—one (3f)

Following the General Procedure G (eluent: EtOAc/PE 1: 4), the reaction starting
from 4-benzylpiperidine afford 3f (15 mg; yield: 13%) as corless oil; "H NMR (400
MHz, CDCls) 6 1.23-1.37 (m, 2 H), 1.67-1.79 (m, 3 H), 2.55 (d, J = 7.1 Hz, 2 H),
2.88 (br,2 H),3.93 (t,J=7.8 Hz, 2 H), 4.37 (t, J=7.8 Hz, 2 H), 6.8 (d, ] = 6.8 Hz, 2
H), 7.19 (dd, J = 7.2, 7.2 Hz, 1 H), 7.25-7.29 (m, 2 H) ppm; '*C NMR (100 MHz,
CDCl) 6 31.7, 37.8, 42.7, 44.3, 62.6, 125.9, 128.1, 128.9, 139.8, 152.4, 154.2 ppm;
MS (ESI, m/z): 289 (M + H)*; HRMS (ESI) calcd for [C;sH1N,O3]" (M + H)™:
289.1552; found: 289.1541.

3—(1-benzylpiperazine—4—carbonyl)oxazolidin—2—one (3g)

Following the General Procedure G (eluent: EtOAc/PE 1: 1), the reaction starting
from 1-benzylpiperazine afford 3g (14 mg; yield: 12%) as corless oil; 'TH NMR (400
MHz, CDCls) 6 2.51 (d, J =5.1 Hz, 4 H), 3.52-3.57 (m, 6 H), 3.94 (t, J = 7.8 Hz, 2 H),
438 (t, J = 7.8 Hz, 2 H), 7.24-7.34 (m, 5 H) ppm; 3C NMR (100 MHz, CDCl;)
43.6, 44.3, 52.5, 62.6, 62.7, 127.2, 128.2, 129.0, 137.3, 152.4, 154.1 ppm; MS (ESI,
m/z): 290 (M + H)"; HRMS (ESI) calcd for [C15H,oN3;05]" (M + H)*: 290.1505; found:
290.1517.

4-benzylidenecyclohexanecarboxylic acid (3h—1)>

To a solution of Benzyltriphenylphosphonium chloride (389 mg, 1.0 mmol) in THF
(15 mL) was added slowly a solution of 2 M LiHMDS (2.5 mmol, 1.25 mL THF)
under nitrogen atmosphere at —78°C. The reaction mixture was stirred at —78°C for 15
min, and allowed to warm slowly to 0°C in 0.5 hour. After being stirred at 0°C for 1
hour, a solution of 4-Oxocyclohexanecarboxylic acid (150 mg, 1.05 mmol) in THF (2
mL) was slowly added at —78°C. The reaction mixture was allowed to warm slowly to
0°C and stirred at the same temperature for 18 hour. The reaction was quenched with
15 mL aqueous 4 M HCI and extracted with EtOAc (3 x 5 mL). The combined
organic layers were dried over anhydrous Na,SO,, filtered and concentrated under
reduced pressure. The residue was purified by flash chromatography on silica gel
(eluent: EtOAC/PE 1: 5) to afford 3h—1 (60 mg; yield: 28%) as colorless oil; '"H NMR
(400 MHz, CDCl3) & 1.54-1.76 (m, 2 H), 1.99-2.12 (m, 3 H), 2.21-2.27 (m, 1 H),
2.42-2.45 (m, 1 H), 2.54-2.59 (m, 1 H), 2.84-2.87 (m, 1 H), 6.29 (s, 1 H), 7.17-7.23
(m, 3 H), 7.30 (dd, J = 7.6, 7.6 Hz, 2 H) ppm; 3C NMR (100 MHz, CDCl;) & 27.6,
29.3, 30.0, 25.6, 42.6, 123.4, 126.0, 128.0, 128.8, 137.8, 140.4, 181.9 ppm; MS (ESI,
m/z): 217 (M + H)"; Anal. caled for C14H;40,: C, 77.75; H, 7.46. Found: C, 77.88; H,
7.47.

3—(4-benzylidenecyclohexanecarbonyl)oxazolidin—2—one (3h)
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Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 3h—1
afford 3h (78 mg; yield: 55%) as colorless oil; 'H NMR (400 MHz, CDCls) 6 1.50-
1.72 (m, 3 H), 1.93-1.99 (m, 1 H), 2.01-2.08 (m, 2 H), 2.30-2.38 (m, 1 H), 2.43-2.47
(m, 1 H), 2.93-2.97 (m, 1 H), 3.70-3.78 (m, 1 H), 4.00 (t, J =7.8 Hz, 2 H), 4.40 (t, ] =
7.8 Hz, 2 H), 6.32 (s, 1 H), 7.71-7.21 (m, 3 H), 7.29-7.32 (m, 2 H) ppm; 3C NMR
(100 MHz, CDCly) 6 27.8, 29.6, 30.3, 35.7, 41.7, 42.7, 61.9, 123.3, 126.0, 128.0,
128.9, 137.9, 140.6, 153.1, 175.9 ppm; MS (ESI, m/z): 286 (M + H)"; Anal. calcd for
C;7H9oNOs: C, 71.56; H, 6.71; N, 4.91. Found: C, 71.37; H, 6.72; N, 4.91.

3—(4-benzylcyclohexanecarbonyl)oxazolidin—2—one (3i)

Compound 3h (28 mg, 0.1 mmol) in EtOAc (10 mL) was treated with 10% Pd/C (200
mg) and purged with H,. After stirring for 12 hours at room temperature, the reaction
mixture was filtered through celite and concentrated under reduced pressure to afford
the product as white wax (28 mg; yield: 98%); 'H NMR (400 MHz, CDCl;) 81.53—
1.68 (m, 6 H), 1.77-1.90 (m, 3 H), 2.62 (t, J = 7.6 Hz, 2 H), 3.60-3.66 (m, 1 H), 4.01
(t, J=8.0 Hz, 2 H), 4.38 (t, ] = 8.0 Hz, 2 H), 6.32 (s, 1 H), 7.12-7.19 (m, 3 H), 7.25—
7.29 (m, 2 H) ppm; 3C NMR (100 MHz, CDCl3) 6 25.2, 28.6, 36.4, 39.8, 40.1, 42.8,
61.8, 125.7, 128.1, 129.0, 141.3, 153.1, 176.6 ppm; MS (ESI, m/z): 288 (M + H)";
Anal. caled for C7H,NOs: C, 71.06; H, 7.37; N, 4.87. Found: C, 71.19; H, 7.38; N,
4.86.

6—cyclohexylhexanoic acid (3j—1) *

To a solution of (4—Carboxybutyl)triphenylphosphonium bromide (443 mg, 1.0 mmol)
in THF (15 mL) was added slowly a solution of 2 M LiHMDS (2.5 mmol, 1.25 mL
THF) under nitrogen atmosphere at —78°C. The reaction mixture was stirred at —78°C
for 15 min, and allowed to warm slowly to 0°C in 0.5 hour. After being stirred at 0°C
for 1 hour, a solution of cyclohexanecarbaldehyde (112 mg, 1.05 mmol) in THF (2
mL) was slowly added at —78°C. The reaction mixture was allowed to warm slowly to
0°C and stirred at the same temperature for 18 hour. The reaction was quenched with
15 mL aqueous 4 M HCI and extracted with EtOAc (3 x 5 mL). The combined
organic layers were dried over anhydrous Na,SQO,, filtered and concentrated under
reduced pressure. The residue in EtOAc (10 mL) was treated with 10% Pd/C (200 mg)
and purged with H,. After stirring for 12 hours at room temperature, the reaction
mixture was filtered through celite and concentrated under reduced pressure to afford
the product 3j—1 (139 mg; yield: 70%) as colorless oil, IR (film)v,,: 3404, 2918,
2850, 1709, 1445, 1025 cm™';'H NMR (400 MHz, CDCl3) & 0.84-0.92 (m, 2 H),
1.14-1.34 (m, 10 H), 1.64—1.72 (m, 7 H), 2.36 (t, ] = 7.5 Hz, 2 H) ppm;'3C NMR (100
MHz, CDCl5) & 24.7, 26.4, 26.4, 26.7, 29.4, 33.4, 34.1, 37.2, 37.6, 180.1 ppm; MS
(ESI, m/z): 199 (M + H)*; Anal. calcd for Ci,H,,0,: C, 72.68; H, 11.18. Found: C,
72.55; H, 11.17.

3—(6—cyclohexylhexanoyl)oxazolidin—2—one (3j)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 3j-1
with oxazolidin—2—one afford 3j (57 mg; yield: 43%) as white crystals, mp: 65.0-66.6
°C; IR (film)vyax: 2917, 2849, 1577, 1541, 1468, 1384, 1068, 1023 cm™';'H NMR
(400 MHz, CDCl;) 6 0.82-0.90 (m, 2 H), 1.15-1.23 (m, 6 H), 1.32-1.34 (m, 4 H),
1.63-1.70 (m, 7 H), 2.92 (t, J = 7.6 Hz, 2 H), 4.03 (t, ] = 8.0 Hz, 2 H), 4.42 (t, ] = 8.0
Hz, 2 H) ppm;'3C NMR (100 MHz, CDCl;) 6 24.3, 26.4, 26.5, 26.7, 29.4, 33.4, 35.0,
37.3,37.6, 42.5, 61.9, 153.5, 173.6 ppm; MS (ESI, m/z): 268 (M + H)*; Anal. calcd
for C,5H,5sNOs: C, 67.38; H, 9.42; N, 5.24. Found: C, 67.15; H, 9.41; N, 5.25.
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Biphenyl-3—yl-carbonyl oxazolidin—2—one (3k)

Following the General Procedure E (eluent: EtOAc/PE 1: 2), the imidation of 3—
phenylbenzoic acid with oxazolidin—2-one afford 3k (81 mg; yield: 61%) as white
crystals, mp: 205.6-208.8 °C; IR (film)vpax: 2916, 2848, 1633, 1565, 1406, 1107,
1037 cm™'; 'TH NMR (400 MHz, CDCl3) 6 4.19-4.20 (m, 2 H), 4.52 (br, 2 H), 7.36—
7.38 (m, 1 H), 7.44 (br, 2 H), 7.50-7.52 (m, 1 H), 7.59-7.61 (m, 3 H), 7.77-7.78 (br,
1 H), 7.87 (s, 1 H) ppm; *C NMR (100 MHz, CDCls) 8 43.7, 48.0, 48.2, 48.4, 48.6,
48.9, 62.6, 127.0, 127.6, 128.3, 128.7, 130.8, 140.0, 140.9, 153.9, 170.0 ppm; MS
(ESI, m/z): 268 (M + H)*; Anal. calcd for C;cH3NOs: C, 71.90; H, 4.90; N, 5.24.
Found: C, 71.74; H, 4.89; N, 5.25.

Biphenyl-3—yl-methylcarbonyl oxazolidin—2—one (31)

Following the General Procedure E (eluent: EtOAc/PE 1: 3), the imidation of 3—
phenylphenylacetic acid with oxazolidin—2—-one afford 31 (63 mg; yield: 45%) as
white wax; IR (film)vp,: 2916, 2848, 1776, 1697, 1598, 1478, 1387, 1366, 1223,
1180, 1109 cm™'; 'TH NMR (400 MHz, CDCl;) 6 4.02 (t, J = 8.0 Hz, 2 H), 4.35 (s, 2
H),4.39 (t,J=8.0Hz,2 H), 731 (d,J=7.2Hz, 1 H), 7.34 (d,J=7.2 Hz, 1 H), 7.38—
7.44 (m, 3 H), 7.50 (d, J = 7.6 Hz, 1 H), 7.55-7.60 (m, 1 H) ppm; 3C NMR (100
MHz, CDCly) 6 41.1, 42.7, 61.9, 126.0, 127.2, 127.3, 128.6, 128.6, 128.7, 128.9,
134.0, 140.8, 141.5, 153.5, 171.2 ppm; MS (ESI, m/z): 282 (M + H)*; Anal. calcd for
C7H5NOs: C, 72.58; H, 5.37; N, 4.98. Found: C, 72.71; H, 5.39; N, 4.96.

Biphenyl-4—yl-methylcarbonyl oxazolidin—2—one (3m)

Following the General Procedure E (eluent: EtOAc/PE 1: 3), the imidation of 4—
phenylphenylacetic acid with oxazolidin—2—one afford 3m (65 mg; yield: 46%) as
white crystals, mp: 197.6-200 °C; IR (film)v,.: 2914, 2844, 1776, 1697, 1578, 1386,
1366, 1025 cm™!; '"H NMR (400 MHz, CDCls) & 4.00 (t, J = 8.4 Hz, 2 H), 4.31 (s, 2
H), 4.36 (t, ] =8.4 Hz, 2 H), 7.33 (t, ] = 7.6 Hz, 1 H), 7.37-7.44 (m, 4 H), 7.54-7.58
(m, 4 H) ppm; *C NMR (100 MHz, CDCls) & 40.7, 42.6, 61.9, 126.9, 127.0, 127.2,
128.7, 130.1, 132.5, 140.0, 140.7, 153.4, 171.1 ppm; MS (ESI, m/z): 282 (M + H)™;
Anal. calcd for C17sH;sNOs: C, 72.58; H, 5.37; N, 4.98. Found: C, 72.67; H, 5.38; N,
4.97.

3—(3—phenoxybenzoyl)oxazolidin—2—one (3n)

Following the General Procedure E (eluent: EtOAc/PE 1: 2), the imidation of 3—
phenoxybenzoic acid with oxazolidin—2—one afford 3n (68 mg; yield: 48%) as white
crystals, mp: 140.3—-141.4 °C; IR (film)vyax: 2917, 2845, 1783, 1682, 1577, 1483,
1436, 1322, 1200 cm™!; '"H NMR (400 MHz, CDCls) 8 4.14 (t, J = 8.0 Hz, 2 H), 4.46
(t, J = 8.0 Hz, 2 H), 7.04 (dd, J = 8.6, 1.0 Hz, 2 H), 7.12 (dd, J = 7.4, 0.9 Hz, 1 H),
7.18 (dddd, J=7.2,7.2,2.0, 2.0 Hz, 1 H), 7.26 (br, 1 H), 7.33-7.39 (m, 4 H) ppm; 13C
NMR (100 MHz, CDCl;) 6 43.6, 62.2, 119.1, 119.1, 122.6, 123.6, 123.7, 129.4, 129.9,
134.3, 153.0, 156.6, 156.8, 169.1 ppm; MS (ESI, m/z): 284 (M + H)"; Anal. calcd for
Ci6H13NO4: C, 67.84; H, 4.63; N, 4.94. Found: C, 68.01; H, 4.64; N, 4.93.

3—(2—(3—phenoxyphenyl)acetyl)oxazolidin—2—one (30)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 2—(3—
phenoxyphenyl)acetic acid with oxazolidin—2—one afford 30 (78 mg; yield: 53%) as
white wax; IR (film)vy,: 2914, 2844, 1777, 1701, 1583, 1486, 1387, 1366, 1269,
1246, 1211 cm™'; '"H NMR (400 MHz, CDCl3) 8 3.99 (t, J = 8.0 Hz, 2 H), 4.24 (s, 1
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H), 4.37 (t,J=8.0 Hz, 2 H), 6.89 (d, ] = 7.8 Hz, 1 H), 6.96 (s, 1 H), 7.01 (dd, J = 8.4,
8.4 Hz, 3 H), 7.09 (dd, J = 7.8 Hz, 1 H), 7.25 (d, J = 7.8 Hz, 1 H), 7.31 (dd, J = 8.4,
8.4 Hz, 2 H) ppm; 3C NMR (100 MHz, CDCl3) & 40.9, 42.6, 61.9, 117.4, 118.9,
120.1, 123.2, 124.5, 129.6, 129.7, 135.3, 153.4, 156.9, 157.2, 170.8 ppm; MS (ESI,
m/z): 298 (M + H)™; Anal. calcd for C{7H,5NOy: C, 68.68; H, 5.09; N, 4.71. Found: C,
68.51; H, 5.08; N, 4.72.

3—(2—(4—phenoxyphenyl)acetyl)oxazolidin—2—one (3p)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 2—(4—
phenoxyphenyl)acetic acid with oxazolidin—2—one afford 3p (88 mg; yield: 59%) as
white crystals, mp: 122.3—124.9 °C; IR (film)v,,: 2916, 2848, 1777, 1577, 1537,
1486, 1467, 1385, 1237, 1108, 1040 cm™'; 'TH NMR (400 MHz, CDCl3) 6 4.02 (t, J =
8.0 Hz, 2 H), 4.25 (s, 2 H), 4.39 (t, J = 8.0 Hz, 2 H), 6.95-7.00 (m, 4 H), 7.09 (t, J =
7.6 Hz, 1 H), 7.27-7.32 (m, 4 H)ppm; *C NMR (100 MHz, CDCls) & 40.3, 42.6, 62.0,
118.8, 118.9, 123.3, 128.2, 129.7, 131.0, 153.4, 156.4, 157.0, 171.3 ppm; MS (ESI,
m/z): 298 (M + H)™; Anal. calcd for C{7H;5NOy4: C, 68.68; H, 5.09; N, 4.71. Found: C,
68.73; H, 5.10; N, 4.72.

3—(benzyloxy)benzoic acid (3q—1)

Following the General Procedure F (eluent: EtOAc/PE 1: 5), the reaction starting
from 3-hydroxybenzoic acid afford 3q—1 (342 mg; yield: 75%) as white crystals, mp:
131.2-133.5 °C; IR (film)vpa: 3087, 2917, 2849, 1681, 1603, 1587, 1452 cm™!; 'H
NMR (400 MHz, CDCl;) 6 5.11 (s, 2 H), 7.21-7.24 (m, 1 H), 7.33-7.36 (m, 1 H),
7.38-7.41 (m, 3 H), 7.44 (d,J =7.2 Hz, 2 H), 7.73 (d, J = 7.2 Hz, 2 H) ppm; *C NMR
(100 MHz, CDCls) 6 70.2, 115.5, 121.2, 122.9, 127.5, 128.1, 128.6, 129.6, 130.6,
136.4, 158.8, 172.1 ppm; MS (ESI, m/z): 229 (M + H)*; Anal. calcd for C;;HsNO,: C,
73.67; H, 5.30. Found: C, 73.90; H, 5.29.

3—(3—(benzyloxy)benzoyl)oxazolidin—2—one (3q)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 3—
(benzyloxy)benzoic acid with oxazolidin—2—one afford 3q (82 mg; yield: 55%) as
white crystals, mp: 142.1-143.3 °C; IR (film)vy,,: 2916, 2849, 1785, 1679, 1634,
1579, 1436, 1383, 1325, 1244, 1217, 1196, 1145, 1098, 1037 cm!;'"H NMR (400
MHz, CDCl3) 6 4.16 (t,J =7.6 Hz, 2 H), 4.48 (t, ] = 7.6 Hz, 2 H), 5.08 (s, 2 H), 7.14—
7.44 (m, 9 H)ppm; 3C NMR (100 MHz, CDCl;) 6 43.7, 62.2, 70.3, 115.1, 119.3,
121.7, 127.6, 128.1, 128.6, 129.0, 133.9, 136.5, 153.1, 158.3, 169.5 ppm; MS (ESI,
m/z): 298 (M + H)™; Anal. calcd for C{7H,5NOy4: C, 68.68; H, 5.09; N, 4.71. Found: C,
68.81; H, 5.11; N, 4.71.

3—(2—(3—(benzyloxy)phenyl) acetyl)oxazolidin—2—one (3r)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 2—(3—
(benzyloxy)phenyl)acetic acid with oxazolidin—2—one afford 3r (76 mg; yield: 49%)
as white wax; IR (film)vy,,,: 2916, 2849, 1777, 1698, 1583, 1489, 1449, 1387, 1365,
1272, 1224, 1158, 1109, 1039 cm™!; 'TH NMR (400 MHz, CDCl3) 8 3.97 (t,J = 8.1 Hz,
2 H), 4.25 (s, 2 H), 4.35 (t, J = 8.1 Hz, 2 H), 5.04 (s, 2 H), 6.88 (d, ] = 7.9 Hz, 1 H),
6.91 (d,J=7.9 Hz, 1 H), 6.96 (s, 1H), 7.22 (dd, J = 7.9, 7.9 Hz, 1 H), 7.30 (dd, J = 7.2,
7.2 Hz, 1 H), 7.37 (dd, J = 7.2, 7.2 Hz, 2 H), 7.42 (d, ] = 7.2 Hz,2 H) ppm; *C NMR
(100 MHz, CDCl,) & 41.0, 42.6, 61.9, 69.9, 113.7, 116.2, 122.3, 127.5, 127.9, 128.5,
129.5, 135.0, 137.0, 153.4, 158.9, 171.0 ppm; MS (ESI, m/z): 312 (M + H)"; Anal.
calcd for CisH[7NO,: C, 69.44; H, 5.50; N, 4.50. Found: C, 69.20; H, 5.49; N, 4.51.
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2—(4—(benzyloxy)phenyl) acetic acid (3s—1)

Following the General Procedure F (eluent: EtOAc/PE 1: 5), the reaction starting
from 2—(4-hydroxyphenyl)acetic acid afford 3s—1 (300 mg; yield: 62%) as white
crystals, mp: 123.6-124.2°C; IR (film)vy.: 3087, 2917, 2849, 1688, 1513, 1452,
1249, 1014 cm™'; 'TH NMR (400 MHz, CDCl;) 8 3.54 (s, 2 H), 5.00 (s, 2 H), 6.91 (d, J
= 8.4 Hz, 2 H), 7.14 (d, J = 8.4 Hz, 2 H), 7.27-7.31 (m, 1 H), 7.33-7.40 (m, 4 H),
10.99 (s, 1 H) ppm; 13C NMR (100 MHz, CDCl;) 6 40.1, 69.9, 114.9, 125.5, 127.4,
127.9, 128.5, 130.4, 136.9, 158.0, 178.4 ppm; MS (ESI, m/z): 243 (M + H)"; Anal.
calcd for C7H;sNO,: C, 74.36; H, 5.82. Found: C, 74.62; H, 5.81.

3—(2—(4—(benzyloxy)phenyl)acetyl)oxazolidin—2—one (3s)

Following the General Procedure E (eluent: EtOAc/PE 1: 5), the imidation of 2—(4—
(benzyloxy)phenyl)acetic acid with oxazolidin—2—one afford 3s (77 mg; yield: 50%)
as white crystals, mp: 108.4—110.5 °C; IR (film)vp.: 2916, 2849, 1777, 1698, 1607,
1511, 1387, 1365, 1240, 1177, 1111, 1040, 1016 cm™';'H NMR (400 MHz, CDCl;) &
3.96 (t,J=8.0 Hz, 2 H), 4.20 (s, 2 H), 4.33 (t, ] = 8.0 Hz, 2 H), 5.03 (s, 2 H), 6.92 (d,
J=84Hz 2 H),7.22(d,J=84Hz 2H),730(t J=72Hz 1H), 7.35-7.42 (m, 4
H)ppm;'3C NMR (100 MHz, CDCl;) & 40.1, 42.6, 61.9, 69.9, 114.8, 125.8, 127.4,
127.9, 128.5, 130.7, 136.9, 153.4, 157.9, 171.5 ppm; MS (ESI, m/z): 312 (M + H);
Anal. calcd for CgH;7NOy: C, 69.44; H, 5.50; N, 4.50. Found: C, 69.65; H, 5.51; N,
4.50.
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Supplementary Tables
Table S1. Inhibitory activities of compounds 1k—1u towards NAAA and FAAH[

Rs
<—NX\RZ
07,\/\/\/\/\/\/\/\

Compound R, R; ICs0 ?JIGI)AAA ICs0 (OJI\:)AAH
1 H (R)-OH > 100 > 100
1k H (S)-OH > 100 > 100
11 H (R)-OMe > 100 > 100
1m H (S)-OMe > 100 > 100
1n H (R)/(S)-CN > 100 > 100
10 H (R)/(S)-CONH, > 100 > 100
1p H =0 > 100 > 100
1q (R)-CH,OH -H > 100 > 100
1r (S)-CH,0H H > 100 > 100
1s (R)-CH,0OMe H > 100 > 100
1t (S)-CH,0Me H > 100 > 100

[alData are presented as ICs, + standard error of the mean. All experiments were performed in
triplicate.
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Table S2. Inhibitory activities of compounds 3k—3s towards NAAA and FAAH!?!

R

O —
oJ<N N\ /
%

Compound n R 1Cso ?JIGI)AAA ICs0 (OJI\:)AAH
3k 0 3-Ph >20 >20
3l 1 3-Ph >20 >20
3m 1 4-Ph >20 >20
3n 0 3-OPh >20 >20
30 1 3-OPh >20 >20
3p 1 4-OPh >20 >20
3q 0 3-OBn >20 >20
3r 1 3-OBn >20 >20
3s 1 4-OBn >20 >20

[alData are presented as ICs, + standard error of the mean. All experiments were performed in
triplicate.
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Table S3. Purity of the new synthesized compounds

Compounds HPLC purity Compounds HPLC purity
Ie 98.3% 3a 98.5%
1d 98.7% 3b 98.8%
le 99.1% 3¢ 99.0%
1f 98.6% 3d 97.8%
Ig 99.5% 3e 99.4%
1h 99.4% 3f 98.2%
li 99.1% 3g 98.6%
2a 98.6% 3h 98.5%
2b 99.0% 3i 98.8%
2¢ 97.9% 3j 99.3%
2d 99.2%
2e 98.8%
2f 99.3%
2g 99.5%
2h 99.4%

Purity of each compound was determined on an Agilent 1200-HPLC system. Column:
Hypersil Gold C18 column, 250 x 4.6 mm, 5 um; flow rate: 0.75 mL/min, detection:
UV at 220 and 254 nm; mobile phase: 10-98% acetonitrile/water and a 50-98%
acetonitrile/water.
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Supplementary Figures
Figure S1. Characterization of 2f as a reversible and noncompetitive NAAA inhibitor.
(A) Concentration-dependent inhibitory effects of 2f on the human NAAA (closed circles); (B)
Concentration-dependent inhibitory effects of 2f on the recombinant rat NAAA-transfected
HEK293 cells (open triangles).
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Figure S2. Effects of NAAA inhibitor on body weight and food intake. C57 mice were
treated a single introgastric administration of vehicle (5% Tween 80 and 5% PEG 400 in
saline, circle) or 2f at 30 mg/kg/day (square), 100 mg/kg/day (triangle) for 30 and 10 days,
respectively. Mice were housed in metabolic cages and monitored for body weight (A) and

food intake (B). Body weight was expressed by Mean = SEM, and total food intake per day
were recored.
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Figure S3. Assessment of gastric mucosa injury caused by NAAA and COX inhibitors.

The dual COX1/2 inhibitor indomethacin (20 mg/kg for 3 days) produced significant gastric
distension (B), ulcer and hemorrhages (G), while the NAAA inhibitor 2f (30 mg/kg for 30
days and 100 mg/kg for 10 days) did not induce the similar gastric toxicity (C, D, F). All
compounds were administered introgastrically in saline containing 5% Tween 80 and 5%
PEG 400.

Vehicle 21 (30 mg/kg), 30 day Indomethacin (20 mg/kg), 3 day
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Figure S4. The inhibition of hERG channels in CHO cells by 2f (A) and cisapride (B).

A B
120 120
100 100r . °
801 80|
- & -
S eof 2 60f .
2 - 5 L
£ a0 o £ aof
= L . 2t
20 o ® ¢ i 20, & o
o oF
_20-1 Al Ll Ll Ll Ll -zollll L1 1l L1 1l L1 uauaal Ll
0.01 01 1 10 0.001 0.01 0.1 1
F96 concentration (pM) Cisapride concentration (uM)

S21



3-ylcarbamate (1c-1)
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Figure S5. 'H and ¥ C NMR spectra of compounds
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298"
088"
968"
AT
882"
o0oe”
9FF”
0S¥ °
§8g8”
€09°
129"
9€9°"
g59°
6SL"
QLL”
T6L”
608"
SL6”"
eot”
BILLS
LET®
€6T"
roz”
rze”
€ve”
€92
FLZ®
g8¢”
662"
01€"
62E"
ore”"

06k "
S6F "
605"
44
PpS*"
£96°
085"
€89°E
699"

=S\em—

o N L

ppm

0.5

LO"PT
G9°zZ
6L°%C
S8°¥%Z
£€°8C
[ YA
€F e
6762
§9°6C
¢t OE— 77
68°1¢
0% "
6E"
[4:h
§6-°
Ls”
48
[4:h
otr-
86"
TL*
€0°
sg”
88"

= o
™

A0V NHO
S0 N o

¢Za5T
Hm.mmﬂwvv

FLmgLl—

Lyh-D-51-13C
2010.10.26

CcDC13

I

ppm

T T
80 70 60 50 40 30 20 10 0O
S22

T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90




lidin-1-yl)hexadecan-1-one (1¢)

-aminopyrro

(R)-1-3

NH,

Lyh-D-80-3-14

CD3CD

<19

2010.10

™
0

=
[
™
MEOIOOOMMOOONMONMOMONONMONMOOOANNNNNNNNNNNNNAdAdAdd A A 1000

u¢=$i32§§§§§§§§%g§%//

T A

JML

ppm

€02

0ot

90°€T
€g"ec
Ly ¥vZ
95°¥¢
80°6¢
8T1°6C
L2 62C
6E°6C
11°0€

61°1¢
mm.amuﬂ(
TL EC
0T BE="
6r €Y
um.wvHVw
L6 9%
8T'LY
0F" LY
8°L
Z8° LY
€087
G 8%
€1°6F
8609

S6° 1S

CO'ELT
Le gLt

Lyh-D-80-3-13C

CD30D
2010.10.19

I

ppm

T T T T T T
180 160 140 120 100 80 60

200

S23



0
N

3-ylcarbamate (1d-1)

m-

i

(S)-tert-butyl 1-palmitoylpyrrol

Lyh-D-518-1H

CDC13
2010.10.26

00070
Z9870
08870
96870
FSZ T
882°1
ooeE"T
9FT° 1
0s%°T
98S°T
£€09°1
12971
9€9°1
2891

6GL°T
9LL"T
T6L°T
608°T~%

SLE T~_
20T 2~

8TT"Z-7k
LET"2Z
e g

F0Z°¢

FZz ¢

£€vc ¢

£€9¢°¢

FLZ E~
) IAn 3
662°€
0TE"E
6Ze°¢
ovE"€E
09€°€E
TLE E
SLYV E
(-3
S6v°E
60G°€E
[A4°N
FrS g
£96°€
08S°¢€
£66°E
£G9°E
699°¢
F89°€
ch9°E
00L"E
LOL"E
8IL E
EELE
€z
TPLF
LSL P

018" F
L28°F
S8etL

ppm

0.0

0.5

1.0

3.0 2.5 2.0 1.5

3.5

4.0

4.5

wdw ba
6.5 6.0 55 5.0

7.0

7.5

61"
8"

Lyh-D-515-13C

CDC13

T N
o N

o =
o o

SR RN

oo
MmN NN

w
~

Ll

[oal
o~

GGT
SOT

LT —

2010.11.03

ppm

10

20

30

40

50

60

70

——

80

S24

210 200 190 180 170 160 150 140 130 120 110 100 90




lidin-1-yl)hexadecan-1-one (1d)

-aminopyrro

()-1-3

£ 90°€l

+26°0 2 £€'22
Zr6'0 L
856°0 9547
Lee'L 80°62
8/€L ) 81°62
8l9'L = LT6T
9€9') 686
S69°) Le 00t qrog
GLO'L b ¥ 61'1€
169°L e 89IE
5061 J -8 = 1L'€€
omm._/ S0Z  0I'te
6£6°1 = o e
omm.rv Fo E01 ﬁ..EV
8v0'2/. ~—— 69
Ec.m\ o POE s
080 | o oL
[olorAr 19°Lp
52T & Wi
SEEe o €0°8F
y5e°Z x ST'8F
vigE P ™\ €16k
- =
9ve'e —
0see ;s = S6°1S
£5€°¢
szy'e
orr'e e
SSH'e
99v'e ) =
seoe V1 re
665°¢
£PSE -
119°€ F w6
£19'¢
829°¢ F o
L79'e <
149'¢
§59°€ L
199°€ o
e |
989°¢ L2
Z0LE] TOELI ~
022°¢ ] o LTEL
cese] Fi2
6c.°¢]
9r.'¢ ]

T sase] Fa

&« 6L

= Neoge &

£8% o1ge Cw

£3E ozge]

JO® e

ppm

T T T T T
180 170 160 150 140 130 120 110 100 90 80
S25

190

2

210




(R)-1-(2-methylpyrrolidin-1-yl)hexadecan-1-one (1e)

Lyh-E-3-1H
2010.12.01

CDC13

c98*
088"
968°
CLL"
881"
AT
00€”
296"
896"
PLS”
£86°
066"
E£1.97
T€9”
879°
599°
£89°
ooL”
€L8°
6L8°
688°
v68*°
868°
906"
€16°
2¢6°
9¢6°
€6 °
LEB”
Sh6”
096°
L96"
6L6°
966"
900"
ST0°
SZ0°
Tog*
tee”
oye”
8s¢z”
9LZ”
£62C°
T1E°
09g”
£9¢€°
LLE”
£8E°
Ly¥”
SSF”
99F "
6LF”
S8F°
106"
L66 "
26T
€02
602"

Mﬂn\%ﬁ‘%//ﬂ//’

MMJWJ UL

|

ppm

4.0 35 3.0 25 2.0 1.5 1.0 0.5

4.5

60 55 50

6.5

8.0 7.5 7.0

8.5

womoo o
N T R
LR R R R

u

= - = T I o o T I VR o N
WD T o T o
™

O oMo O
~ >

-
-

-
-

T
50

60

T T T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90 B0 70

ppm

20

30

40

S26



(S)-1-(2-methylpyrrolidin-1-yl)hexadecan-1-one (1f)

2010.12.05

0000
29870
088"
968"
ZLT”®
881"
£
ooe”
f4-l
896~
vLs”
£86°
065 ”
TS
TED”
gv¥o -’
yBe:"
£89°
ooL-
£L8”
6L8°
688"
TEg-"
568"
906"
£T6°
44
926"
ZEG "
LEG”
S¥6°
086"
L96°
6L6°
966"
ST0”
S20°
¥otr”
10"
1344
0"
86¢”
9LE”
EGTT
TEE?
oog”
EOE
£ge”
L¥¥”
§5%°
9o "
6LF"
587"
T068°
L66 "
A A
60"
g8g°"L

SN NN A A AT A A AT A A A A A A A A A A A A A A A A AT A A A A A OO

=
L

U

e

(&)
]
-
i
=
1

.05

N TS \Vee—

210 200 190 180 170 160 150 140 130 120 110 100 90 80

ppm

60 50 40 30 20 10

70

S27



>

MMM NN NNNNNAAA A A~ O 0O

2-one (1g)

1n-

i

1-palmitoylpyrrol

198"
8L8"
G68°
96Z"
oog”
AL
0657
809"
Le9”
P¥o”
£99*
066"
0t0”
820"
Ly0"
L90°
0LS"
066"
019"
198"
088"
668"

FaL”
£08°
1e8°

Lyh-E-154-1H

0.0 ppm

0.5

1.0

1.5

2.0

2.5

3.0

3.5

meL

TSN TS N

7.0 6.5 6.0 5.5 5.0 4.5 4.0

7.5

cDC13
2011.6.8
Lyh-E-154-13C

CDC13

6"
90°
¥S"
80"
80"
1e”
6Z"
LE”
aF "
s’
A
8L’
LS”
99>
og”

89°
00"
g’

62 LTI~
0T LT

2011.6.8

ppm

2]
0

o
o~ —

=

o <

o~
T
10

sl

o~

T
20

=N
™~

(2
[
T
30

—

=3
o

T
40

o
™ ™

1 o

< ™
I
50

60

70

~ 0
~ o~

L5
T
80

210 200 190 180 170 160 150 140 130 120 110 100 90
S28




2-one (1h)

1n-

i

imidazol

1-palmitoyl

NH

o<

pd

J

000"
c98°
088"
968"
zse”
ooe”
ZIcE"®
gEE®
L09"
9E9"
SF9°
299"
189°

988"
G06°
24
£9F°
€81 "
£0§°
Le6"
8E6°¢C
8¥6 "
L96"

88e”

992"

Lyh-F228-2-1H

CDC1l3
13.4.27

ppm

80° %1
S.Nm/
S9°%e
hm.mm/
€€°6¢C
434
05762
wm.mm\
om.am\
ZZ"SE
TS™9E
€€ ¢k
89°9L
oa.iw
TE Ll
99°96T—
SO"PLT—

[@]

™

—

&

i

fes)

o~ oy

o~ N

o -

|

g -
=0,

0

210 200 190 180 170 160 150 140 130 120 110 100 90

ppm

70 60 50 40 30 20 10 O

80

S29



2-one (1i)

1n-

i

3-palmitoyloxazol

°~

J

c98”
088"
968"
LST”
coe”
6TE”
§19°
FEQ”
€£59°
0L9-
689"

988"
06"

ve6' ¢

966"
910"
9€0”
Sge”
S0 °
sey”

Lyh-E-153-1H

CDC13
2011.6.10

v

0.5

1.0

15

2.0

T
25

3.0

4.0

4.5

5.0

5.5

6.0

6.5

Ppm

£2°¢

(44 4

S

002

€0°P1
H@.Nm)/(
6T FC
wo.mm)//
8262
062
€97°6¢C
85°6¢
09°62
78°1¢€
No.ka\\
Sy ek
26 19—
8991
oo.?v
ze"LL
LF*EST—
25 ELT—

(&}

3]

—

s o

0

B A

1 [t}

[#5 s BEEY

|

LD

=0 o

HON

LT S———————.

T T

T

210 200 190 180 170 160 150 140 130 120 110 100 90

T

ppm

70 60

80

S30



1-yl)hexadecan-1-one (1j)

1mn-

i

(R)-1-(3-hydroxypyrrol

OH

Lyh-D60-3-1H

CDC13

2010.9.04

000"
298"
088"
968"
44
862"
229’
079"
859"
0€6 "
0%6 "
676"
656"
0L6"
186"
00"
10"
|24
8z0"
2e0”
8£0"
Lv0"
960"
Loz
A
sTT”
ez
cve”
192"
08¢
A%
8Tv"
(4 2
9%F"
69%"
08% "
430
66% "
906"
GI6”
§26°
LES”
676"
096~
r9s°
0Ls”
SLS”

26S

009"
£29°
G€9°

£%9

679"
899°
LSe”
606"
P8¢’

CTITOOOMOOONMNOMOOMOOMOMNMMOOOOOMNOMNNNNNNNNNNNNNNNNAAdd—Add A"~ 10000

LM MLL |

60°E
“8L've
“€0T

~10b

=z0'L

—.60Z

Lyh-D59-3-13C

CDC13

EEEEE;

OOy O

=3

ST

T wmmmmm
N

S

\|

CoONTTTMT T TN
~~~ 00

\
\

~
r

&

~
L

‘eLT ~
‘eLT—

4

2010.9.0

210 200 150 180 170 160 150 140 130 120 110 100 90

20 10 0  ppm

30

70 60 50 40

S31



(S)-1-(3-hydroxypyrrolidin-1-yl)hexadecan-1-one (1k)

o
Z

Lyh-D60-3-1H

CDC13

2010.9.04

088"
968°
4T
862"
€e9”
0%9-
859"
0€6”
0%6°
696"
656"
0Le”
186°
700~
F10°
Feo-”
8¢0°
Ze0”
8€0°
L¥0"
960~
Loe*
A%
§see”
EEZ™
ehe”
8¢
08e-
A
8TF "
0%¥ -
9%¥”
697"
08%"
43
667"
908"
S1¢8*
GZs”
LEST
696"
096"
Fog”
oLs*
GLG"
266"
008~
£¢9°
GE9”
£9°
679"
899"
LGP "
605"

rge*

TTOOOMOOOOMOIOMOOOMMOOMEOEOEOOONNNNNNNNNNNNNNNATAAAAAAA A OO

fre—

|

M,

Ppm

0.0 -0.5

0.5

1.0

1.5

4.5 4.0 3.5 3.0 25

5.0

55

6.0

6.5

7.0

€E0° BT
L1922
SF8 FC
162°62
L0V 62
€9%° 62
€6V 62
265762
0£9°62
mmm.ﬂmumm
~60% 9%6 "€
—==_ gGI'¥E
965" bE
TgLve 918° %€

0FS"EF
€0z 6I19°FF
[4A%8 4

10"} 96L"FS

. »* 1\I
Z0'L 822769
vaod 9L8°0L
T 189°9L
666°9L
SLEREL
. S
oL's
o
00’1
ETE"ZLT
TIG°ZLT
(&}
™
—
b=
1 (=]
o Y
O o
am -
1 HO
S0
»Ao
RS

...._._L....._H....JUULM__.

ppm

70 60 50 40 30 20 10 O

80

210 200 190 180 170 160 150 140 130 120 110 100 90

S32



(R)-1-(3-methoxypyrrolidin-1-yl)hexadecan-1-one (11)

Lyh-D77-1H
cDC13

2010.10.5

B e

MLJUUL@

1.0 05 00 ppm

1.5

75 70 65 60 55 50 45 40 35 30 25 20

8.0

=zt

1 4

ez
(444
e ——

0z

— e

—_ooe

(424

00'}

90° %1
vo-ce
S8 re
ZE BT
8E€°6C
v et
67 °6C
29°6¢
S9°6¢
867 1€
88" T€
GG ke
Om.@mu\\
£V ER
wm.qwk\\
2e° 08§
L TS
P9S8
25796
89°9¢L
OQ.hanN
1E”.LL
Zv 8L
96°6L

68 TLT
Nﬁ.whﬁuvv

Lyh-D77-13C

CDC13
2010.10.5

SR 11 (A

ppm

20

T T T T T
180 160 140 120 100 80

T
200

S33



(S)-1-(3-methoxypyrrolidin-1-yl)hexadecan-1-one (1m)

O

Lyh-D79-1H
CDC13

2010.10.8

000"
£€98°
088"
L68"
§s¢”
€097
[44 N
0%9°
LG9"
698"
88"
568"
906"
916"
826"
066"
SL6"
586°
L66"
800"
610"
0€0"

[ {VA:

960°
To0tT”
80¢”
SIZ”
Leg*
o} S
AT
ELT"
[44%
Zve’
ver”
SEF”
LSF’
89%°
067"
86%"
£16°
a4
8ES”
7657
999"
6LS"
686"
009"
019"
£99%
969"
GE6°
0v6”
S¥6°
110"

L

30 25 20 15 10 05 ppm

3.5

80 75 70 65 60 55 50 45 40

8.5

SZ'e
—5r've

(344

(L4

LT

ve'e
(1104

00°L

1]
—
™

\\XJ\“’&\K\

8'1¢

s
<«
M ™m

Ira]
[CRtCRY-
~ w0

6°9L

0o~
~~

S6'6L

06
jas

Lyh-D79-13C

CDCl3

“TLT
.mnﬂHUY

2010.10.8

SR AT I

ppm

T T T T T T
180 160 140 120 100 80

T
200

S34



3-carbonitrile (1n)

me-

i

1-palmitoylpyrrol

CN

Lyh-D38-2-1H

CDC13

2010.10.8

000°
£€98°
088"
968°
96¢Z°
poE”"
§29-°
€9’
199"
CRIL"
00c-
AN
£€eC”
Sve’
65¢°
99¢-°
78z
00€”
rPIE”
0gE"®
1e€”
8€e”
LpE”
Sse”
EQE"
ZLE®
L8E"
760"
0TtT”
921"
Pt
88T"
0LT”
88T~
sog’
cze”
6EC"
£2§8°
0%g*
066°
LSG*
£95°
€86°
(5
169 °
LG9~
919"
€89°
669°
LTIL”
£EL”
6FL”
roL”
LEL”
Z6L"
£08°
€28°

MMM NNNNNNNNANNNNNNNNNNAA—TA—TO00 0O

15 10 05 00 05 -1.0 ppm

2.0

25

6.5 6.0 5;5 5.0 4.5 4.0 3.5 3.0

7.0

00°L

80°L
60°¢

Z0° %1
6522
09° %2
z9° %2
0T'Le
6982
5L°82
9262
£€°62
15°6¢
£S°6C
9562
6562
£7°0€
£8° 1€
8% 7€
69°¥¢€
0€"¥h
88°7h
£S°8F
X4
89°9L~—~.
00°LL
Te"LL

EE"6TT~_
oL 6TT—"
PG TLT~
06" TLT~"

o]

™!

—

4w

@ S

[32] ]

am .

I HO

LA

=0 o

HUN

|

T T T T T T T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90 80 70 60 50 40 30

T

T

ppm

20

S35



3-carboxamide (10)

me-

i

vh-D52-2-1H

£bel13
2010.10.8

1-palmitoylpyrrol

298°
6L8"
268"
Fsz*
509"
S¥0°
SLO”
Le0"
0ctT”
LST*
gLT”
681"
roc"
cee”
6€Z"
96"
€0e”
9z6”
F¥6”
£€96°
286"
000"
€E0°
Z¢s0”
cLO”
€60°
ELT"
L9E"
68E"
81v”
EVE”
L9% "
98%”
166"
CcLS®
186°
665"
029"
£59°
299"
L9
¢89°
L69"
LOL"
8IL"
esL”
cLL”
108"
6vL”
1ie”
€16"
S6Z°

ppm

0.0 -05

0.5

eI A T R T ]
o
]

1.0
0
S
]

ol =T R T BT N BT IR

S\

T T T T T T T T T T T T T T
75 70 65 60 55 50 45 40 35 30 25 20 15
! sl|g| |8 - S
™| |- , i 4 o~
Lyh-D52-2-13¢ S @™o
chels o S
2010.10.8 = - [ D 00D o4
— —~r-r o owp =p =p oW oA

- ST
160 TTLT

'k

TRLT

\glﬁ\\“‘a

CFOLYMEMOMMOOMEOMMNOMMMMEMEMMMMOMEOOEMMOENNNNNNNNNNNNNNNN A OO0 O

ppm

160 140 120 100 80
S36

180

200




3-one (1p)

1mn-

i

1-palmitoylpyrrol

[ E
o
(=}
8071
L9722
o o 592
00070 =1 6952
£€°62
€980 i 1762
088°0 e 862
L6870 09°62
SST°T —ge'e £9°62
00€°T ) 2 T/ L9627
mw@,ﬂ/ J— om.ﬁm‘\
099°T =482 gz €€
8L9°T |m £0°S¢E
P69 T~ —eeC 61°9¢
T22°2 Tr = 17 LE
ove'z [ o 8L T
65272 z\ﬂ 6C €V
AR ANG = : Tl
Dvm.m\ L B0 60°€S
mmm.w\ N —ZLL m@.wwv
665 Z-7F 001 00" LL
619°2 o e € LL
6£9°2 o
78972
pOL"Z e
¥zl Z L
zL8°€
?m.mV e
868°€—f [ o —80F%
Z16°€ <
8T6°€
Zee e [ wn
| -
LS
w
L 12
wn
[ @
<
€7 ZLT
n mm.wﬁv
w
s} IAU. )
0 i 2
L I
& 2 /) 75
@ - [ w w0 .
G i T =
I Ho b FLTG0Z
L0 IO . v.
.W@m I o £0= 06°60¢
© [ERSES

ppm

0

10

20

30

60 50 40

70

80

210 200 190 180 170 160 150 140 130 120 110 100 90
S37




1-yl)hexadecan—1—one (1q)

mn-—

i

(R)-1-(2—(hydroxymethyl)pyrrol

OH

O

1

18-1H

Lyh-F1
cDcl3

12.06.24

000"
£98°
088°
L68"
9cz”
zoe"
60€ "
896"
£€86°
666"
L09"
S19°
929"
LB
PFo"
299°
628"
L?8"
098°
§.8"
G68°
€16°
0g6 "
9%6
296°
8L6"
S66°
FT10"
Lea”
(4300
S%0°
£90°
LLe”
L6Z"
S1g°
(o152
L¥E"
gefF”
POV
ZLE”
06F "
LEF"
PIG”
€es-
TeS”
£FG”
LGG*®
FoG-
TLS"
z65"
£€9°
6E9 "
189"
£99”
s0z"
e’
61¢”
9ze”
L8e”

MMM NNNCN NN A

o]
€

o]
]
e
e
4
e
74

I

%
5

JJMQgJM}U L S

|

ppm

1.0 0.5

/

45 40 35 30 25 20

7

8.0 7.5 7.0 6.5 6.0

8.5

PO PLT—

Lyh-F118=-13C

CDC13
12.06

.24

T T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90

ppm

70 60 50 40 30 20 10

80

S38



1-yl)hexadecan—1-one (1r)

mn—

i

(S)-1-(2—(hydroxymethyl)pyrrol

000"
£98°
088"
L68"
L8e:
cog-
0TE"
TLG"
L85"
£09"
619"
929"
5£9°
SF9 -
€99°
089"
628"
9p8"
098"
LLg”
T, 68"
AN
pd 166"
LP6 "
(@] £96°
8L6"
V66 "
z10"
0£0"
£vo”
790"
6L0"
Liz”
362"
c1e”
62"
9Fv "
55"
€9% "
ZLp”
68"
967"
£16°
TZ8 "
0£S"
e |
G557 €
795 "€ ] 19 pLT—
ZLS €] o
Z657 ¢
CICREE |
(LR |
v0z v
otz v F o
8Tz v
vZz v
LEZ b
ITARE
682" L

ppm

E0°FL

- 09° 22
[ 20 A
FLFE

2
e

—

1

ge ee
LE"6Z
="10°¢ ZET 62

o

)

— Qo b7 Z¥ 6e
— 8EvZ

S8° 62

£0'E LS 62

~ " T8 6E
. [ \\

S0°
20" 19—

0% L83 —

/

. MU \UL
e

\

OH

3

NANANNNF A A A A A AAAAAA A A A A A A A A A A O

o~

MMOOMMOOMOM MmN N

.24

12.06

Lyh=-F119-13C

Lyh-F119-1H
CDC13

CDC13
12.06.24

ppm

10

20

30

60 S50 40

70

T T T T T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90 &80
S39




1-yl)hexadecan—1—-one (1s)

1n—

i

(R)-1-(2—(methoxymethyl)pyrrol

Lyh-F153-1H

CDC13

CTTMMOOOONOMNOMO OO NNNNNNNNNNNN AT A A AT A A A A A OO OO

12.06.21

U

ppm

A

10°
6L
6G°
90"
ZL"
it
A0
9g "
9"
9¢°
6€"°
bee
96-°
66"
£€8°
£e”
8T"
Fe”
Sb-
A
91"
88"
98"
g0
6Z°
[N
89"
00"
ce”

<
—

M~ Ww N
S S N S o R o

OO O
(SRS RS R RS

e
M ™ m oM

OO~ D
TR RTe R

o W
w1

SUeSsSssSem———

~r~ 0o
~ e

50°ZLT
0rZl1—"

Lyh-F153-13C

CDC13

12.06.21

Y|

T T T T T T T T T T T
210 200 1%0 180 170 160 150 140 130 120 110 100 90

70 60 50 40 30 20 10 0 ppm

80

5S40
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3-(2-phenylacetyl)oxazolidin-2-one (2b)
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3-(4-phenylbutanoyl)oxazolidin-2-one (2d)
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3-(5-phenylpentanoyl)oxazolidin-2-one (2e)
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3-(7-phenylheptanoyl)oxazolidin-2-one (2g)
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3-(4-phenoxybenzoyl)oxazolidin-2-one (3b)
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3-(6-cyclohexylhexanoyl)oxazolidin-2-one (3j)
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3-(4-benzylcyclohexanecarbonyl)oxazolidin-2-one (3i)
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3-(3-phenoxybenzoyl)oxazolidin-2-one (3n)

Lyh-F144-1H

CDC13

£
L &
a
- n
™~
&
-
| v
=
LS E€F—
L11°% -9
E#W ¥ 10T
ok stz —
297y 2 00z
187°¥ 89°9L~
00" LL—>
ze il
o
e
.1}
7
G0'6TT
ZED" L L2 mﬁ.m:/
bl < 8522~
£50° 4 GG ECT
950" £ 99°€21
£0T" 4 | w mm.mﬁN
2214 0 mm.mmﬂ\
8ET" L GZ HET-
P14
04174 Lo /0T
94174 MI“M N~ L0 G6°ZST~_
1874 —M0'L 657951
68T L \GL'L  8L°9GT
¥oT L IJ [ v [} 4
6612 i ™ 0T"69T—
8524
62E° L
8YE" L )
156 4 ©
128" L
SLE'L
£6E° L [ @ @
23 =
|
- 3
g oo
. I O
o = S .
Ao
_O0OA

30 20 10 0  ppm

40

50

60

70

T T
80

S63

T T T T T T T
210 200 190 180 170 160 150 140 130 120 110 100 90




2-one (30)

1n-

i

3-(2-(3-phenoxyphenyl)acetyl)oxazol

ooo”

L96°
i86°
400"
ore”

.q\\
.vu\w
¥

9ke
L9E
98¢€

288’
888"
¢06”
806"
£96°
£66°
FIi0°
SED”
2L0°
060"
60T"
Lke”
99¢c”
98z’
coe”
TceE”
TFE®

Lyh-F163-1H
12.08.11

CDC13

0—

P—
P~

‘Nﬁ

[ e Ll e e S S S SV~ [T~ < YV IV e}

ppm

:

=31
oj)o
ailed

|

E.,
S
o~

68°
LS"

P6"

89
00

ee”

LE
06
otr*
e
6%
L9~
PL
bL

6€"
T6°
Le

08"

Lyh-F163-13C

CDC13

0F ——

e

19—

9L
. /
LL—

LTIT
.m.:%

0CT—

€Z1—=
pz1~

‘62T
.mma\

ESTm~g

9sT
.hmHV

OLT—

12.08.11

ol

70 60 50 40 30 20 10 0 ppm

80

210 200 190 180 170 160 150 140 130 120 110 100 90

S64



2-one (3p)

1n-

i

3-(2-(3-phenoxyphenyl)acetyl)oxazol

£
o
[=}
000" 0— L Lo
Sz 0F—
- £9° 2y —
G6 19—
™
89°9L~
[ 00" LL
S66°€ Nm.hnk\\
mﬁo.quyr L i
GEQ p—= s 20T
162 p~— ) vz
ZLE b —F 002z
Nmm.vuww -
AL
-0
GLT8TT
06°8TT
Sz EZT—
LT782T~
L L97 62T
0
PE6°9 Ho,ﬁmﬁu\w
596°9
566°9
PTO"L-
£L0°L Y0¥  bPTEST~
HmoArme TN U0 £7T9ST—
60T L — " Szv  £0TLsT
85Z°L = ~=Z
6LZ"L
g L 0 ' TLT—
2ZE° L — @
TPE L
Q
™
i
o o
@ m «©
3 S 3
ey B
— O 1 HO
Q- S0 -
ao~ Ao
Q- L HoOoA

Lyh-F140-1-1H

Ppm

30 20 10

40

50

60

70

80

S65

210 200 190 180 170 160 150 140 130 120 110 100 90

SOTA 0



ic acid (3q-1)

3-(benzyloxy)benzo

OH

Lyh-F150-1H

CDC13

0oo-

ETL"

802"
€1g”
gee”
GeZ”
FEE”
9GE"
9LE”
96€”
PIip”
6ER”
LGF "
9eL”
FRLT

12.05.11

0

~ e

~ o~

Ppm

TR

£9T°0L—
089°9¢L
wmm.whwv
STE'LL

T67°GTT
@@H.HNH//r
wmm,mmﬁwﬂu
wmm.ﬁmﬁ)/z
mﬁﬁ.mwﬁuuv
929°821
ohm.mmﬁuxm
1297 0€T
mmw.wmﬂx\w

SSL 88T —

Lyh-F150-13C
124::05.11

CDC13

o1 | —

210 200 190 180 170

160 150 140 130 120 110 100 90

ppm

70 60 50 40 30 20 10 O

80

S66



2-one (3q)

1n-

i

3-(3-(benzyloxy)benzoyl)oxazol

Lyh-F146-1H

CDC13

000°0—

9€ET”
9ST-
GLT”
09% "

6LY "

86h "

8LO"

LET”
irt”
091"
che”
19¢”
12¢e°
6ze”

ove”

09¢e”
89¢
LBE"
S0 "

114

6ER”

120517

[ e e e e et et el el Sl

ppm

8
6

eLs

1z°

SZ°
89
00
IE"

0°§
£°6

ZL 1

S
9
6

i
0°8
§°8

86°8
98°¢
FS°9

90°¢€
£E’'8

1676

Lyh-F146-13C

CDC13

1250507

Ep—

29—

OE~<

=
vﬁh/

Ll

1T
LT

cT
NHHNN
(AR
A s
[

o

ST—
ST—

91—

N -

T T T T T T T
210 200 190 180 170 160 150 140 130 120

110 100 90

70 60 50 40 30 20 10 0 ppm

80

S67



3-(2-(3-(benzyloxy)phenyl)acetyl)oxazolidin-2-one (3r)
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3-(2-(4-(benzyloxy)phenyl)acetyl)oxazolidin-2-one (3s)
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