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Salvinorin B ethoxymethyl ether (6)
"H NMR (300 MHz, CDCl,)
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Salvinorin B isopropoxymethyl ether (9)
"H NMR (300 MHz, CDCl,)
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Salvinorin B tert-butoxymethyl ether (10)
"H NMR (300 MHz, CDCl,)
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Salvinorin B 2-fluoroethoxymethyl ether (11)
H NMR (300 MHz, CDCl,)
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Salvinorin B 2,2,2-trifluoroethoxymethyl ether (12)
'"H NMR (300 MHz, CDCl,)
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Salvinorin B 2-methoxyethoxymethyl ether (13)

'H NMR (300 MHz, CDCl,)
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Salvinorin B 2-(trimethylsilyl)ethoxymethyl ether (14)
"H NMR (300 MHz, CDCl,)
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Salvinorin B methylthiomethyl ether (16)
"H NMR (300 MHz, CDCl,)
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Salvinorin B fluoromethyl ether (17)
"H NMR (300 MHz, CDCl,)
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Salvinorin B 1-ethoxyethyl ether (18a)
"H NMR (300 MHz, C¢Dg)
* = configuration unknown

4.029
4.003
3.989
3.967

3292

3.466
_———3.443
3.435
3.412
3.388
3.372
3.348
3.324
3.292

| \ \
M 3.4 3.3 |
A—'—vﬁ/
I 4.0
VJ J o) L ULJLL
L o R i —
1.2 1 7 41 15
L L - — L "
2 1.3 1.3 7.3 3.4 4.1
\ \ \ \ \ \ ‘ \
ppm 7 6 5 4 3 2 1



oLee~

)

9]

.

P c
O =
< 2
=03
ecn
= - £
£ N §
o T
>= 5
dg =%
£oOg
..L3u
(ORI =g
_Dn.m.v
h c
BMO
cZ 0
= I
g7
=

©

n

912

3.8

]
[ee]

S

ppm 7

S16



0 < —0 M o
S — NO N ©
~ N tm N O
o o —_—— o e
Po
Salvinorin B 2-methoxy-2-propyl ether (19)
"H NMR (300 MHz, CDCl,) |
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Salvinorin B methoxymethyl ether (5)

15C NMR (75 MHz, CDCl,)
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Salvinorin B ethoxymethyl ether (6)
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15C NMR (75 MHz, CDCL,)
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8C NMR (75 MHz, CDCl,)
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8C NMR (75 MHz, CDCl,)
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Salvinorin B 2,2,2-trifluoroethoxymethyl ether (12)
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Salvinorin B benzyloxymethyl ether (15)
8C NMR (75 MHz, CDCl,)
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Salvinorin B methylthiomethyl ether (16)
3C NMR (75 MHz, C,D,N)
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Salvinorin B fluoromethyl ether (17)
8C NMR (75 MHz, CDCl,)
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Statement of author contributions

Munro selected the targets and synthetic routes, prepared compounds 5, 7, 8, 16 and 17,
and wrote the manuscript. Duncan prepared compounds 6, 9-15, and 18-20. Xu and
Wang performed the binding assays and analyzed the results. Liu-Chen supervised Xu
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IUPAC International Chemical Identifiers (InChls)

1: InNChI=1/C23H2808/c1-12(24)30-16-9-15(20(26)28-4)22(2)7-5-14-21(27)31-17

(13-6-8-29-11-13)10-23(14,3)19(22)18(16)25/h6,8,11,14-17,19H,5,7,9-10H2, 1-

4H3/t14-,15-,16-,17-,19-,22-,23-/m0/s1

2: InChI=1/C21H2607/c1-20-6-4-12-19(25)28-15(11-5-7-27-10-11)9-21(12,2)17

(20)16(23)14(22)8-13(20)18(24)26-3/h5,7,10,12-15,17,22H,4,6,8-9H2,1-3H3/

t12-,13-,14-,15-,17-,20-,21-/m0/s1

3: INCh1=1/C22H2608/c1-21-6-4-13-20(26)30-16(12-5-7-28-10-12)9-
22(13,2)18(21)17(24)15(29-11-23)8-14(21)19(25)27-3/h5,7,10-11,13-16,18H,4,6,8-
9H2,1-3H3/t13-,14-,15-,16-,18-,21-,22-/m0/s1

4:  InChI=1/C23H3007/c1-5-29-16-10-15(20(25)27-4)22(2)8-6-14-21(26)30-17(13-7-
9-28-12-13)11-23(14,3)19(22)18(16)24/h7,9,12,14-17,19H,5-6,8,10-11H2,1-4H3/t14-

,15-,16-,17-,19-,22-,23-/m0/s1
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5: InChl=1/C23H3008/c1-22-7-5-14-21(26)31-17(13-6-8-29-11-13) 10-
23(14,2)19(22)18(24)16(30-12-27-3)9-15(22)20(25)28-4/h6,8,11,14-17,19H,5,7,9-
10,12H2,1-4H3/t14-,15- 16-,17-,19- 22- 23-/m0/s1

6:  InChl=1/C24H3208/c1-5-29-13-31-17-10-16(21(26)28-4)23(2)8-6-15-22(27)32-
18(14-7-9-30-12-14)11-24(15,3)20(23)19(17)25/h7,9,12,15-18,20H,5-6,8,10-11,13H2, 1-
4H3/t15-,16-,17-,18-,20- 23- 24-/m0/s1

7: InChl=1/C25H3408/c1-5-9-31-14-32-18-11-17(22(27)29-4)24(2)8-6-16-23(28)33-
19(15-7-10-30-13-15)12-25(16,3)21(24)20(18)26/h7,10,13,16-19,21H,5-6,8-9,11-
12,14H2,1-4H3/t16-,17-,18-,19-,21-,24- 25-/m0/s1

8: InChl=1/C26H3608/c1-5-6-10-32-15-33-19-12-18(23(28)30-4)25(2)9-7-17-
24(29)34-20(16-8-11-31-14-16)13-26(17,3)22(25)21(19)27/h8,11,14,17-20,22H,5-7,9-
10,12-13,15H2,1-4H3/t17-,18-,19-,20- 22-,25-,26-/m0/s1

9: InChl=1/C25H3408/c1-14(2)31-13-32-18-10-17(22(27)29-5)24(3)8-6-16-23(28)33-
19(15-7-9-30-12-15)11-25(16,4)21(24)20(18)26/h7,9,12,14,16-19,21H,6,8,10-
11,13H2,1-5H3/t16-,17-,18-,19- 21- 24~ 25-/m0/s1

10: INChI=1/C26H3608/c1-24(2,3)33-14-32-18-11-17(22(28)30-6)25(4)9-7-16-
23(29)34-19(15-8-10-31-13-15)12-26(16,5)21(25)20(18)27/h8,10,13,16-19,21H,7,9,11-
12,14H2,1-6H3/t16-,17-,18-,19-,21-,25- 26-/m0/s1

11: INChl=1/C24H31F08/c1-23-6-4-15-22(28)33-18(14-5-8-30-12-14)11-
24(15,2)20(23)19(26)17(32-13-31-9-7-25)10-16(23)21(27)29-3/h5,8,12,15-18,20H,4,6-

7,9-11,13H2,1-3H3/t15-,16-,17-,18-,20-,23-,24-/m0/s1

S29



12: INChl=1/C24H29F308/c1-22-6-4-14-21(30)35-17(13-5-7-32-10-13)9-
23(14,2)19(22)18(28)16(8-15(22)20(29)31-3)34-12-33-11-24(25,26)27/h5,7,10,14-
17,19H,4,6,8-9,11-12H2,1-3H3/t14-,15-,16-,17-,19-,22-,23-/m0/s1

13: InChl=1/C25H3409/c1-24-7-5-16-23(28)34-19(15-6-8-31-13-15) 12-
25(16,2)21(24)20(26)18(11-17(24)22(27)30-4)33-14-32-10-9-29-3/h6,8,13,16-
19,21H,5,7,9-12,14H2,1-4H3/t16-,17-,18-,19-,21-,24-,25-/m0/s1

14: INChI=1/C27H4008Si/c1-26-9-7-18-25(30)35-21(17-8-10-32-15-17) 14-
27(18,2)23(26)22(28)20(13-19(26)24(29)31-3)34-16-33-11-12-36(4,5)6/h8, 10,15, 18-
21,23H,7,9,11-14,16H2,1-6H3/t18-,19-,20- 21- 23-,26-,27-/m0/s1

15.  InChl=  1/C29H3408/c1-28-11-9-20-27(32)37-23(19-10-12-34-16-19)14-
29(20,2)25(28)24(30)22(13-21(28)26(31)33-3)36-17-35-15-18-7-5-4-6-8-18/h4-
8,10,12,16,20-23,25H,9,11,13-15,17H2,1-3H3/t20-,21-,22- 23- 25-,28-,29-/m0/s1

16: INChI=1/C23H3007S/c1-22-7-5-14-21(26)30-17(13-6-8-28-11-13)10-
23(14,2)19(22)18(24)16(29-12-31-4)9-15(22)20(25)27-3/h6,8,11,14-17,19H,5,7,9-
10,12H2,1-4H3/t14-,15- 16-,17-,19- 22- 23-/m0/s1

17: INChI=1/C22H27F07/c1-21-6-4-13-20(26)30-16(12-5-7-28-10-12)9-
22(13,2)18(21)17(24)15(29-11-23)8-14(21)19(25)27-3/h5,7,10,13-16,18H,4,6,8-
9,11H2,1-3H3/t13-,14- 15-,16-,18-,21- 22-/m0/s1

18: InChl=1/C25H3408/c1-6-31-14(2)32-18-11-17(22(27)29-5)24(3)9-7-16-23(28)33-
19(15-8-10-30-13-15)12-25(16,4)21(24)20(18)26/h8,10,13-14,16-19,21H,6-7,9,11-

12H2,1-5H3/t14u,16-,17-,18-,19-,21-,24-,25-/m0/s1

S30



19: InChl=1/C25H3408/c1-23(2,30-6)33-17-11-16(21(27)29-5)24(3)9-7-15-22(28)32-
18(14-8-10-31-13-14)12-25(15,4)20(24)19(17)26/h8,10,13,15-18,20H,7,9,11-12H2,1-
6H3/t15-,16-,17-,18-,20-,24- 25-/m0/s1

20: InChl=1/C26H3408/c1-25-9-7-16-24(29)34-19(15-8-11-31-14-15)13-
26(16,2)22(25)21(27)18(12-17(25)23(28)30-3)33-20-6-4-5-10-32-20/h8,11,14,16-

20,22H,4-7,9-10,12-13H2,1-3H3/t16-,17-,18-,19-,20u,22-,25-,26-/m0/s1
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