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[0105]

<AAl 2> (7,7-HHE-7TFF2[2,3-f1Z22W-2-4) (FD) v Et= (2a)

[0107]

[0108]

7.2 Hz, H), 7.52 (t, J

H NMR (400 MHz, CDCl;) & 8.00 (d, J = 8.0 Hz, 2H), 7.61 (t, J

1

Yellow oil;

[0109]

5.72 (d, J=9.6

6.83 (d, J = 8.4 Hz, 1),

11,

7.43-7.40 (m, 2H),

2H),

7.2 Hz,

6.90 (d, J = 10.0 Hz,
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[0111]

[0112]

[0113]

[0115]

[0116]

[0117]

[0119]

[0120]

[0121]

S==5| 10-2455509

Hz, 1H), 1.49 (s, 6H); lSC NMR (100 MHz, CDCl;) & 184.0, 154.0, 152.8, 152.0, 137.8, 132.7, 130.5,

129.4, 128.6, 122.8, 120.8, 118.0, 115.8, 115.0, 106.7, 77.3, 28.0; HRMS (ESI-QTOF) m/z [M+Na]+ calcd
for CyoHgNaOs 327.0992, found 327.0968.

<AA 3> (4-F22H9)(7,7-IWD-TH-F=2[2,3-f 17 =9-2-d) v e}= (2b)

Yellow solid, mp: 88.3-90.8 TC; 1H NMR (400 MHz, CDCl3) & 7.95 (d, J = 8.4 Hz, 2H), 7.47 (d, J = 8.4

Hz, 2H), 7.42-7.38 (m, 2H), 6.85-6.80 (m, 2H), 5.70 (d, J = 10.0 Hz, 1H), 1.47 (s, 6H); C NMR (100
MHz, CDCly) & 182.6, 154.2, 151.9, 139.2, 136.0, 130.9, 130.7, 129.0, 125.8, 122.9. 120.7, 117.9,

115.7, 115.2, 106.7, 77.4, 28.0; HRMS (ESI-QTOF) m/z [M+Na]+ calced for CyHisCINaO; 361.0602, found
361.0655.

<HA 4> (4-BERERAL)7,7-0HE-TH-F2[2,3-f |2 =29-2-) | El= (20)

brown solid, mp: 136.1-136.9 C; H NMR (400 MHz, CDCly) & 7.90 (d, J = 8.4 Hz, 2H), 7.67 (d, J = 8.8
Hz, 20), 7.45 (s, 1), 7.42 (d, J = 8.4 Hz, 1), 6.89-6.83 (m, 2H), 5.73 (d, J = 10.0 Hz, 1), 1.50
(s, 6); 'C NMR (100 Miz, CDCl,) & 182.7, 154.2, 152.8, 151.8, 136.4, 131.9, 131.0, 130.6, 127.8,
122.9, 120.6, 117.9, 115.6, 115.2, 106.6, 77.4, 28.0; HRMS (ESI-QTOF) m/z [MNa] caled for CollisBrNaOs
405.0097, found 405.0148.
<A e 5> 1-(7,7-HHE-THF=2[2,3-f]|Z=2W-2-L) | &-1-2 (2d)
0
N\
0 (®}
=

Yellow solid, mp: 107.9-109.8 C; H MR (400 MHz, CDCly) & 7.42 (s, 1H), 7.39 (d, J = 8.4 Hz, 1H),
6.85 (d, J = 10.0 Hz, 1), 6.81 (d, J = 8.4 Hz, 1), 5.71 (d, J = 10.0 Hz, 1), 2.57 (s, 3H), 1.48 (s,
6H); 'C NMR (100 MHz, CDCly) & 188.0, 153.9, 152.5, 152.4, 130.6, 122.7, 120.7, 115.7, 114.9, 114.3,

106.7, 77.3, 28.0, 26.4; HRMS (ESI-QTOF) m/z [M+Na]+ caled for CysHNaOs 265.0835, found 265.0796.
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[0123]

[0124]
[0125]

[0126]

[0128]

[0129]

[0130]

[0132]

[0133]

[0134]

S==5| 10-2455509

<HAl 6> 3¥ B3=e] 71EHA A B

A ErL (1 mL) & 2d (30 mg, 0.12 mmol) % W= b s}lo] |

F (1 9%)S H"7rskik. 60 CAAlA 3 ARt 59k awkst o] %=A7]3, CHCl, (2
mb) & FF8ka, H0 (5 b2 AFsAT. B35S CHClL (1 bR 2 3] o) FE3At. §715& MgS0/dol
A Az:A7|a, dntsta, AFelM FHFAAT. FFES A 49 AzetEagy (n-F2t 0 oA EAb
g gEFEade =50 0 1 2)2 AAlste] 96%9] &R 38.1 mge 3aEs AU}

47) AN 69 W oE B2 AAel 7 WA 199 FFES FESAT

AolA 't 2

<AAld 7> (E)-1-(7,7-tHE-7TH-F =2 [2,3-f]|229-2-9)-3-Hd T2 X -2-d-1-2 (3a)

Yellow solid, mp: 98.1-99.6 C; 'H NMR (400 MHz, CDCly) & 7.92 (d, J = 15.6 Hz, 1H), 7.69-7.67 (m,
oH), 7.58 (s, 1H), 7.53 (d, J = 15.6 Hz, 1H), 7.44-7.42 (m, 4H), 6.93 (d, J = 9.6 Hz, 1H), 6.83 (d, J
= 8.4 Hz, 1), 5.73 (d, J = 10.0 Hz, 1i), 1.50 (s, 6); C NMR (100 MHz, CDCly) & 179.1, 154.0,
153.6, 152.6, 144.1, 134.9, 130.8, 130.5, 129.1, 128.7, 122.8, 121.5, 121.0, 115.8, 115.0, 114.5,
106.7, 77.3, 28.0; HRMS (ESI-QTOF) m/z [M+Na]+ calcd for CpHigNaOs 353.1148, found 353.1122.

<A A 8 (E)-1-(7,7-tH| & -7TH-F2[2,3-f ]| T2 -2-U)-3-(2-HEA Hd) X2 Z-2-¢1-1-& (3b)

Yellow solid, mp: 143.3-144.2 TC; lH NMR (400 MHz, CDCls) & 8.24 (d, J = 16.0 Hz, 1H), 7.68 (dd, J =

1.2, 7.6 Hz, 1), 7.61 (d, J = 15.6 Hz, 1H), 7.55 (s, 1H), 7.43-7.37 (m, 2H), 7.00 (t, J = 7.6 Hz,
1), 6.94 (t, J = 10.0 Hz, 2H), 6.82 (d, J = 8.4 Hz, 1H), 5.73 (d, J = 10.0 Hz, 1H), 3.94 (s, 3H),

1.49 (s, 6H); C MMR (100 MHz, CDCls) & 179.7, 159.1., 153.9, 153.8. 152.5, 139.6, 132.0, 130.5.
129.4, 123.9, 122.7, 122.2. 121.1, 120.8. 115.9, 114.8, 114.2, 111.4, 106.7. 77.2. 55.7. 23.0; HRMS
(ESI-QTOF) m/z [M+Na]+ calcd for CysHooNaO, 383.1254, found 383.1251.
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[0136]

[0137]

[0138]

[0140]

[0141]

[0142]

[0144]

[0145]

[0146]

S==5| 10-2455509

<AA S 9> (E)-1-(7,7-UHB-THEF2[2,3-f122HM-2-9)-3-(3-H|EA HY) T2 X -2-q1-1-2 (3¢)

Yellow solid, mp: 103.6-104.8 C; 'H NMR (400 MHz, CDCl3) & 7.88 (d, J = 16.0 Hz, 1H), 7.58 (s, 1H),

7.50 (d, J =15.6 Hz, 1H), 7.42 (d, J = 8.4 Hz, 1H), 7.35 (t, J =7.8 Hz, 1H), 7.27 (d, J = 9.2 Hz,
1), 7.18 (s, 1H), 6.97 (d, J = 8.0 Hz, 1H), 6.92 (d, J = 10.0 Hz, 1H), 6.83 (d, J = 8.4 Hz, 1H), 5.73

(d, J = 9.6 Hz, 1H), 3.87 (s, 3H), 1.49 (s, 6H); 13C NMR (100 MHz, CDCl;) & 179.0, 160.1, 154.0,
153.6, 152.6, 144.0, 136.3, 130.5, 130.1, 122.8, 121.7, 121.3, 121.0, 116.5, 115.8, 115.0, 114.6,
113.8, 106.7, 77.3, 55.5, 28.0; HRMS (ESI-QTOF) m/z [M+Na]+ caled for CylyNaO, 383.1254, found
383.1235.

<AA 10> (E)-1-(7,7-UHE-TH-F2[2,3-f1229-2-9)-3-(4-"EA H L) Z2 = 2-4A-1-& (3d)

OMe

Yellow solid, mp: 138.8-139.3 C; 'H NMR (400 MHz, CDCly) & 7.89 (d, J = 15.6 Hz, 1H), 7.64 (d, J =
8.4 Hz, 1), 7.56 (s, 1), 7.44 (s, 1), 7.41 (d, J = 5.2 Hz, 1), 6.94 (t, J = 9.6 Hz, 31), 6.83 (d,
J= 8.8 Hz, 1), 5.73 (d, J = 9.6 lz, 1), 3.87 (s, 30), 1.49 (s, 6H); C NMR (100 MHz, CDCl;) &
178.1, 160.9, 152.8, 151.5, 142.9, 129.5, 129.5, 126.6, 121.6, 120.0, 118.1, 114.8, 113.8, 113.5,
113.0, 105.7, 102.8, 76.2, 54.5, 27.0; HRMS (ESI-QTOF) m/z [M+Na]+calcd for CosllyoNaO, 383.1254, found
383.1213.

<AAd 11> (E)-3-(2,4-tuEAHYE)-1-(7,7-0dE-7T1-F=2[2,3-{ | Z=2H-2-Y) T2 X -2-4-1-& (3e)

Yellow solid, mp: 121.4-123.1 C; 'H NUR (400 MHz, CDCl;) & 8.17 (d, J = 16.0 Hz, 1H), 7.61 (d, J =

8.4 Hz, 1H), 7.55-7.51 (m, 2H), 7.41 (d, J = 8.8 Hz, 1H), 6.92 (d, J = 9.6 Hz, 1H), 6.81 (d, J = 8.4
Hz, 1H), 6.54 (dd, J = 2.0, 10.0 Hz, 1H), 6.48-6.48 (m, 1H), 5.72 (d, J = 10.0 Hz, 1H), 3.92 (s, 3H),

3.86 (s, 3H), 1.49 (s, 6H); lSC NMR (100 MHz, CDCls) & 179.8, 163.3, 160.7, 154.1, 153.6, 152.4,
139.7, 131.2, 130.4, 122.6, 121.1, 119.8, 117.2, 115.9, 114.7, 113.7, 106.7, 105.6, 98.5, 77.4, 55.7,
55.6, 28.0; HRMS (ESI-QTOF) m/z [M+Na]+calcd for ColNaOs 413.1359, found 413.1295.
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[0148]

[0149]

[0150]

[0152]

[0153]

[0154]

[0156]

[0157]

[0158]

S=S5| 10-2455509

<AAld 12> (£)-3-(3,5-UHEA#d)-1-(7, 7-IWE-TFFZ[2,3-fl22A-2-¥) T2 X -2-4-1-2 (3f)

MeO

Yellow solid, mp: 74.5-75.5 C; 'H NMR (400 MHz, CDCly) & 7.82 (d, J = 16.0 Hz, 1), 7.57 (s, 1H),
7.48-7.40 (m, 2), 6.91 (d, J = 10.0 Hz, 1H), 6.83-6.81 (m, 3I), 6.53 (s, 1), 5.72 (d, J = 10.0 lz,
1), 3.84 (s, 6H), 1.49 (s, 6H); C NMR (100 MHz, CDCly) & 178.9, 161.2, 154.0, 153.5, 152.6, 144.1,
136.7, 130.5, 122.8, 121.9, 121.0, 115.7, 115.0, 114.6, 106.6, 106.6, 102.9, 77.3, 55.6, 28.0; HRMS
(ESI-QTOF) m/z [M+Na]+ calcd for CyHooNaOs 413.1359, found 413.1319.

<AAd 13> (B)-1-(7,7-Uu@-THF2[2,3-f|ZEWM-2-Y9)-3-(3,4,5-EFHEA -H ) T2 X -2-d-1-2 (3g)

MeO OMe

Yellow solid, mp: 137.9-138.4 C; H NMR (400 MHz, CDCly) & 7.85 (d, J = 16.0 Hz, 1H), 7.59 (s, 1H),
7.44-7.38 (m, 2H), 6.93-6.90 (m, 3H), 6.83 (d, J = 8.4 Hz, 1), 5.74 (d, J = 10.0 Hz, 1), 3.95 (s,
6H), 3.91 (s, 31), 1.50 (s, 6H); C NMR (100 MHz, CDCl;) & 178.9, 154.0, 153.6, 152.6, 144.3, 140.7,
130.6, 130.4, 129.0, 122.8, 121.0, 120.7, 115.8, 115.0, 114.5, 106.7, 106.0, 77.3, 61.2, 56.4, 28.0;
HRMS (ESI-QTOF) m/z [M+Nal caled for CosHoNaOs 443.1465, found 443.1431.

<A A 14> (B)-1-(7,7-UWE-THFFE[2,3-f]22-2-Y)-3-(1FH 2-2-Y) T2 X -9-91-1-& (3h)

Brown solid, mp: 116.2-117.1 C; H MR (400 MHz, CDCly) & 9.49 (s, 1H), 7.88 (d, J = 15.6 Hz, 1H),
7.49 (s, 1), 7.30 (d, J = 8.4 Hz, 1), 7.22 (d, J = 15.6 Hz, 1), 7.03 (s, 1), 6.81-6.76 (m, 3I),
6.34 (s, 1), 5.66 (d, J = 9.6 Hz, 1), 1.46 (s, 6H); C NMR (100 Miz, CDCls) & 179.3, 153.9, 153.7,
152.4, 134.0, 130.5, 129.5, 123.8, 122.6, 121.1, 116.0, 115.7, 115.1, 114.8, 113.8, 111.7, 106.6,
77.2, 28.0; HRMS (ESI-QTOF) m/z [M+H]+ calcd for CoHigNO; 320.1281, found 320.1234.
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[0160]

[0161]

[0162]

[0164]

[0165]

[0166]

[0168]

[0169]

[0170]

[0172]
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<AAld 15> (£)-3-(5-E2REH-2-Y4)-1-(7,7-UHE-TFF=2[2,3-f|Z2W-2-9) T2 X -2-¢l1-1-2 (3i)

Yellow solid, mp: 140.9-141.3 C; 'H NMR (400 MHz, CDCls) & 7.86 (d, J = 15.2 Hz, 1H), 7.53 (s, 1H),
7.40 (d, J= 8.4 Hz, 1), 7.17 (d, J = 15.2 llz, 1), 7.09 (s, 1), 7.04 (s, 1), 6.88 (d, J = 10.0 liz,
M), 6.81 (d, J = 8.4 Hz, 1), 5.71 (d, J = 10.0 Hz, 1H), 1.48 (s, 6H); C NMR (100 MHz, CDCly) &
178.2, 154.0, 153.4, 152.5, 141.9, 135.3, 132.6, 131.5, 130.5, 122.7, 120.9, 120.5, 116.7, 115.7,
115.0, 114.5, 106.6, 77.3, 28.0; HRMS (ESI-QTOF) m/z [M+H]+ caled for ColliBr0sS 414.9998, found
414.9941.

<AAld 16> (E)-1-(7,7-tHE-TH-FZ[2,3-f 1 Z2d-2-¥)-3-(IH-V E-2-L) T2 = -2--1-2 (3j)

Dark vellow solid, mp: 239.9-240.4 C; 'H NIR (400 MHz, CDCls) & 8.54 (s, 1H), 7.94 (d, J = 15.6 Hz,

1H), 7.65 (d, J = 8.0 Hz, 1H), 7.58 (s, 1H), 7.42 (d, J = 8.4 Hz, 1H), 7.41 (d, J = 8.0 Hz, 1H), 7.35
(d, J=16.0 Hz, 1H), 7.30 (t, J = 7.6 Hz, 1), 7.14 (t, J = 7.4 Hz, 1H), 7.00 (s, 1H), 6.92 (d, J =

9.6 Hz, 1H), 6.83 (d, J = 8.8 Hz, 1H), 5.73 (d, J = 1.0 Hz, 1H), 1.50 (s, 6H); e MR (100 MHz, CDCl3)
6 178.4, 153.8, 153.6, 152.4, 138.0, 134.0, 133.5, 130.4, 128.6, 125.1, 122.6, 121.8, 120.9, 120.8,

118.6, 115.6, 114.9, 114.0, 111.2, 110.5, 106.5, 106.5, 27.8; HRMS (ESI-QTOF) m/z [M+H]+ calcd for
CaqHyNOs 370.1438, found 370.1521.

<AAA 17> (B)-1-(7,7-UHE-THFFZ[2,3-f1229-2-9)-3-(E]| L9 -2-Y) T2 Z-2--1-2 (3k)

Yellow solid, mp: 121.4-122.1 C; 'H NMR (400 MHz, CDCls) & 8.03 (d, J = 15.2 Hz, 1H), 7.56 (s, 1H),
7.37-7.46 (m, 3H), 7.31 (d, J = 15.6 Hz, 1H), 7.08-7.13 (m, 1H), 6.93 (d, J = 10.0 Hz, 1H), 6.83 (d, J
= 8.4 Hz, 1H), 5.73 (d, J = 9.6 Hz, 1H), 1.49 (s, 6H); C NMR (100 MHz, CDCl;) & 178.5, 153.8, 153.4,
152.4, 140.2, 136.3, 132.3, 130.4, 129.0, 128.4, 122.6, 120.9, 120.2, 115.6, 114.8, 114.2, 106.5,
27.8; HRMS (ESI-QTOF) m/z [M+H]+ caled for CyoH1705S 337.0893, found 337.0925.

<AAld 18> (B)-1-(7,7-UHB-TFFZ[2,3-f| A2 H-2-4)-3--(EHEFLZAZA) L) T2 T -2-<-1-&
(31)
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Light yellow solid, mp: 91.7-92.6 C; 'H NMR (400 MHz, CDCly) & 8.11 (d, J = 15.6 Hz, 1H), 7.81 (d, J
= 6.8 Hz, 1), 7.54-7.64 (m, 2), 7.41-7.49 (m, 21), 7.32-7.41 (m, 2H), 6.90 (d, J = 9.6 Hz, 1H), 6.83
(d, J=8.4Hz, ), 5.73 (d, J = 9.6 Hz, 1H), 1.49 (s, 6H); C NMR (100 MHz, CDCl,) & 178.7, 153.9,
153.3, 152.5, 148.1, 148.0, 136.7, 131.5, 130.4, 128.9, 128.1, 127.1, 124.5, 122.7, 121.3, 120.8,
115.5, 114.9, 114.7, 106.5, 27.9; HRMS (ESI-QTOF) m/z [MNal™ caled for CosHi7FsNa0, 437.0971, found
437.0961.

<AA A 19> (B)-1-(7,7-UHB-THEF2[2,3-flTEW-2-9)-3-(2,4,5-E W EA D) T2 X -2-0-1-2 (3m)

Yellow solid, mp: 142.5-143.2 TC; lH NMR (400 MHz, CDCls) & 8.22 (d, J = 16.0 Hz, 1H), 7.54 (s, 1H),

7.45 (d, J=16.4 Hz, 1), 7.42 (d, J = 8.8 Hz, 1H), 7.16 (s, 1), 6.92 (d, J = 10.0 Hz, 1H), 6.82 (d,
J =8.4 Hz, 1H), 6.53 (s, 1H), 5.73 (d, J = 10.0 Hz, 1H), 3.96 (s, 3H), 3.93 (s, 3H), 3.93 (s, 3H),

1.49 (s, 6H); C NMR (100 MHz, CDCly) & 179.5, 154.9, 153.9, 153.5, 152.7, 152.2, 143.2, 139.3,
130.3, 122.4, 120.9, 119.5, 117.6, 115.7, 115.4, 114.6, 113.6, 111.6, 106.5. 96.7. 56.6. 56.3. 56.1.
97.9: HRMS (ESI-QTOF) m/z [MHH]" caled for CoflyOs 421.1646, found 421.1688.

<HAl 20> 59 BFE9] 71EHA I

/
CHO N
1) K2CO3, DMF
50 °C

2) KOt-Bu, DMF

80 °C
F NN-tHEZEol = (1.1 mL) F9 & 1 (60 mg, 0.30 mmol)2] B-Hol] 2 -2of A 4—(ﬁiiu11'a)uﬂal
9 9 (49.6 mg, 1 F) 2 A ZE (125.3 mg, 3 BE)S H7FEAY. 50 CTolAd 11 AJ7F B<F

gt & uks EFES B (5 nD)E AAHATIL oY ofMEICE (2 ml)E FEIAUTH. B5S oY olAE L
(1 mb)E 5 3] o] FE3ISt. F715S MgS0 gl AxAI7Ia, oAFZsta, HFstel sFAA v4dA
S 53R, 4 N, N-UdExSeiu= (1 nl) F AFEZ A vlo]dd d2dA ZF tert-F-SA=
(43.3 mg, 1.5 FFH)E H7lsldet. 80 ColA 16 A|ZF ot wdk 3 & 98 ZFES 2 (5 nl)ZE AHAY
I oe ofMEHIOIE (2 mD)E FEIGT. EFS oY ofMEHCE (1 bR 5 3 o FE3IY. 715
MgSO/dell A A=A 7|3 etar g3t sHFAIAT. xS A87td A9 aZ2etEady (- it 0 g

OMEICE  TEFEZ HWE =10 : 1 2)Z AR 7199 FE= 52 & UL},

7] A6 209) WoE 37 AN 219 FFEES FEHA
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[0191]

[0193]

[0194]

[0195]

[0197]
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<A G 21> 4-(7,7-tHD-THEF2[2,3-f122W-2-4) I g (5a)

Yellow solid, mp: 98.3-99.1 C; 'H NMR (400 MHz, CDCl;) & 8.64 (d, J = 4.8 Hz, 2H), 7.64-7.63 (m, 2H),
7.32 (d, J=8.4Hz, 1), 7.14 (s, 1H), 6.86 (d, J = 9.6 Hz, 1H), 6.78 (d, J = 8.4 Hz, 1), 5.74 (d, J
= 10.0 Hz, 1H), 1.49 (s, 6H); 13C NMR (100 MHz, CDCl;) & 152.2, 151.8, 151.5, 150.4, 137.7, 130.8,

122.1, 120.9, 118.3, 115.9, 113.8, 106.5, 105.5, 76.8, 27.9; HRMS (ESI-QIOF) m/z [M+Na]+ calcd for
CisHi1sNNaO, 300.0995, found 300.0934.

A 1. ANO1 JAEH A

ol wE shr] &% 19 Wlxdd F=A Aol og ANO1 Ad 24 oAl &Y

o
||
o,
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¥2
O

N R,
e o
=
# 1
A A & E R ANO19] IC; ( |ANO1S] -3
W3 no (%)
2 2a io NAb ~60
4 2c /éo NA ~70
Br
5 2d O NA ~70
9 3c P NA ~80
%
OMe
13 3g O NA ~50
/
OMe
MeO OMe
14 3h 0 1.23 ~50
/
i NH
15 3i P NA ~80
%
J S
Z Br
16 3j O NA ~60
/
7 NH
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17 3k Y NA ~80

18 31 NA ~80
4
F4CO
19 3m NA ~85
E OMe
\
YFP .

21 ba

Y10y #he ANOI% W& sl FRT Aol A
£ S.E., n=23). A& 20% el A NA.

ANO17} YFPE st FRT Aol A Wz FEAE9 ANOL LS ofAstE 16 183 ANO1 w9

ICs 4 WY
ANO13} YFPE WHalslar 9l AH A A E(FRT) A EZE DMEM/Ham's F12 ¥lFol© 2 96 well micro plateol] 48
AlZE BleF 3 & S AA

3} t}S Regular solution(140 mM NaCl, 5 mM KCl, 1 mM MgCl,, 10 mM HEPES, 1
mM CaClz, 10 mM Glucose D(+), pH7.4)& well® 100p 15 B3 FEHRZ JFES A, 37 TollA] 208
7+ wieksk 3 Nal solution (140 mM Nal, 5 mM KCI, 1 mM MgCl,, 10 mM HEPES, 1 mM CaCl,, 10 mM Glucose
D(+), pH7.4)Z ATP(100 pM)& A3k 5 AE tor Soj3k Qo= o] o3 YFP FJFH4AE 0.4% 14
o 527 AU

ANOL &9 23 573 WO

A3} 2,2-dimethyl-2H-chromene motifZE 7FA+= 3}
(3h 5a)L IC)O < 10.2 uM =2 ANO 24 *%Mé—g sl elAlsk ow 3h o ICs #kel 1.23 pM=, 7Hd

ZA3HA ANOL AEFHAEES AAsFE . =3 ANOL @ AS FodtA FAA7]= 2,2-dimethyl-2H-chromene

motif 717 HFEEL (2a, 2. 2d, 3¢, 3g. 3h, 3i, 3j. 3k, 31, 3m, 5a)°", ANOL WAL 50% o)A ¥a

ST

Agd 2. 3h FFELY ANl EALS AdEH oz JA 5= Eol Y

3h 3}gEo] ANO1 A4S dedoz JAetes BoldS FHsty] Hdl, e Z2 23S st &= 1o

z2 e,
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(A) ANO13} YFPE wHalsla ¢l 33 #AHAAM|E(FRT)E DMEM/Ham's F12 MO 2 96 well micro platedl
48X 7F wfjoket & wjkRS A AF thS Regular solution(140 mM NaCl, 5 mM KCI, 1 mM MgCl,, 10 mM HEPES,

1 mM CaCly, 10 mM Glucose D(+), pH7.4)< well™ 100p 1S Y1 I 3hE X&T. 37 Collr 2087 uj

k3l & Nal solution (140 mM Nal, 5 mM KCI, 1 mM MgCl,, 10 mM HEPES, 1 mM CaCl,, 10 mM Glucose D(+),

pH7. 4)4 ATP(lOO pl)S HEek 5 AE Qo R Sofzk 99 E o] 93 YFP FFTPAE 0.4% A0 5
7

(B) = 3A%} Ak WHO R mouse ANO29F YFPE sl FRT Mo w5¥ 3hE At 208 $ ATPS}
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gatsitt.

iodide® A3t A W Z4E S7HAA ANOZ 848 &3l A7hERE s E YF
23 YFP 33 ZAE A= A7]E dose response curve®

(C) %% 3h9 ANO1, ANO2 #A &
ER AT
(D) CFIR¥} YFPE &3sl= FRT AlXo HE¥ 3hE AHEstaz 208 3 X2~Fd(Forskolin)d L2 E=31E
(Todide)& A3t AE U cAlPE ST7HAIA CFIR A4S 3l AIPEE A5 = YFP %S 4390 10
uM CFIR; 1725 A 2] s}o] CFIRS A3 AAsFSI .
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(E) ANO1S %<& 5

[o

W3 dl= PC-3 A|EE RPMILG40 v o ® 96 well micro plateol] 4847t w®jksh
S wjoFlS AAS the Fluo—4 (Ca dye)7} &9 Calcium assay bufferg well™d 100 plE @i 1A #f
A efoll A WAl 7l & FE (0, 1, 3, 10 uM) 3h 3FES AHYsFTE. 208 F micro plate readerol
plateE A&sla P2y &4 44A2 ATPE Azt AXU Zg v=5 SASIT.

3h 3t E2 FEEE ANOLS AEEHS AR o™ AHAGAE(PC-3)oll A ATPo 93] F7H=+= Alxy 2
F A urh. W 3hi= ANOIF oA 7} FAREE ANO2E TR ANOLS] AEEAdS 1449 o] AEHA
odAetR . EAZH (Forskolin)ol o3 A3 CFTRY A S 30 pMe s=7Fx H3 oA e# &gkrt.
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Agd 3. 3n9 ANO1 ©¥1d EIE 53 AXAEE 2289 7Y

T3 AES AEES AAAIE adE rde] f8, vet 22 2d

o

i
tio

o
2
[N}
g
M
&
K
Hu
L
u)
=
32
Rl

(A, B) ANOIS & 5oz Bdsdl= PC-3, FaDu Al¥Eo 2ol A Alg npel o] w1l 3hE 2443 A&}

I OANO1 ©ilA drd el WstE vl EXoR SAIIGTE. Egk CRISPR-Cas9 (A#]2=d FHA 7D E ol

-3, FaDu AlZ<] ANO1 S d Ld=S gz S48,

(C, D) ANO1S =& FFow wasks PC-3, FaDu AlE2F ANO1 5422 A|A3% PC-3, Fabu AZE 96-well

plateo] oF 2x10374% wj<alil 3hE FEHE 24A7ke) 13, 2 48A17F < A, 1 ohe, MIS

solutions Z} well & 20 nl¥ ¥€o] 37 ColA 30% &<k 5% CO0lA %3 3 micro plate reader 7] % 490
S

mel FYEE S (BT +
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200 pLe PBSE Y71 thS, 1 uM Caspase-3 substrate® A 2]3}a 308 FQF AbLof A ‘ﬂi%’é}?i‘:}. I o,
Micro plate readerdl] plate® F&slil ex/em: 485/515 nm LEE o]&3sle] PSS =%

DEVD-CHO-2 caspase-3 &4 Eol4 A A, 10 uM 3hS A3 ML g7 qﬂé}%“ﬂr (-‘Téﬂ + S.E., n
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3t ch. PBS 2 29 AlH “} 200 pLe PBSE @71 t}&, 1 pM Caspase-3 substrateE ##slal 30& <o
AbLo| A wk$-stgth. 1 th2 Lionheart™ FX Automated Microscopeo] AEE #A&38}al ex/em: 485/515 nm Z
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