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Table S1. Smiles and predicted pKi values of the ibogaine derivatives resulted from the scaffold-

hopping study of Series 1.

1D SMILES pKi
1 O(C)clcc2e3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1 74
2 O(C)clcc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C(C)C 7.3
3 O(C)clcc2c3CCIN@H+]([C@H]4[C@H](CCCCC4)c3[nH]c2cc1)CC 7.1
4 O(C)clcc2c3[Ca@@H[4[C@H](CC=CC4)C[NH2+]Cc3[nH]c2ccl 7.1
5 O(C)clcc2c3CC[Ca@@H](C)[Ce@H]([NH2+]CCC)Cc3[nH]c2ccl 7.0
6 O(C)clcc2c3CCINH2+][C@H](Cc3[nH]c2cc1)CCCC 7.0
7 O(C)clcc2c3CCC[Ce@H]([IN@@H+]4CCCC[C@H]J4C)Cc3[nH]c2ccl 7.0
8 slc(cec1C)[C@@H]1[N@@H+](CCc2¢([nH]c3c2cc(OC)cc3)C1)C 7.0
9 O(C)clcc2c3C[C@@]4([NH2+]Cc3[nH]c2cc1)CCCC=C4 7.0
10 Br[C@@H]1c2c([nH]c3c2cc(OC)cc3)C[NH2+][C@H]1Br 7.0
11 O(C)clcc2c3CC[Cee@H]4[Ce@@H](C[Ce@H]([NH+](C)C)C4)c3[nH]c2ccl 7.0
12 O(O)clcc2e3C[C@@H]([NH2+]Cc3[nH]c2cc1)C(CC)CC 7.0
13 FC(F)(F)C[C@@H]1[NH2+]Cc2[nH]c3c(cc(OC)cc3)c2C1 7.0
14 O(C)clcc2c3CC[NH2+][C@H]4[C@H](CCCC4(C)C)c3[nH]c2ccl 7.0
15 O(C)clcc2e3C[C@@H]([NH2+]Cc3[nH]c2cc1)CCC(C)C 7.0
16 O(C)clcc2e3CCC[C@@H]([NH+]4CCC(CC4)C)Cc3[nH]c2ccl 7.0
17 O(C)clec2e3C[C@@H]([NH2+]Cc3[nH]c2ccl)CCCCC 7.0
18 O(C)clec2e3C[C@@H]([NH2+]Cc3[nH]c2ccl)CC(C)(C)C 7.0
19 O(C)clec2e3C[C@@H]([NH2+]Cc3[nH]c2cc1)C1CCCC1 7.0
20 O(C)clcc2c3CCIN@H+]4CC[C@@H](c3[nH]c2ccl)[C@@H]4Cclcccecd 7.0
21 O(C)clcc2e3C[C@@H]([NH2+]Cc3[nH]c2ccl)[C@H](CCC)C 7.0
22 olcccclC[C@@H]1[NH2+]Cc2[nH]c3¢c(cc(OC)cc3)c2C1 7.0
23 S1[CeH]2[C@@H]([NH2+]Cc3[nH]c4c(cc(OC)ccd)c23)CC1 7.0
24 S1[NH2+]Cc2[nH]c3c(cc(OC)cc3)c2-c2occcl2 7.0
25 O(C)clcc2c3[Ca@@H4[C@@H]([NH2+]Cc3[nH]c2cc1)CCCCC4 7.0
26 O(C)clcc2c3[Ca@@H4[C@@H](CCCC4)C[NH2+]Cc3[nH]c2ccl 7.0
27 Br[C@@H]1[NH2+]Cc2[nH]c3c(cc(OC)cc3)c2C1 6.9
28 O(C)clcc2c3CCIN@H+]4CCCC[C@@H](c3[nH]c2ccl)[Ce@H]4C(C)C 6.9
29 O(C)clcc2c3CCIN@@H+]4[C@H](Cc3[nH]c2ccl)clc(CC4)ccecl 6.9
30 Clclce(cecl)[Ce@@H]1[N@@H+](CCc2c([nH]c3c2cc(OC)cc3)C1)C 6.9
31 S(CO)[Ce@H]1[NH2+]Cc2[nH]c3c(cc(OC)cc3)c2C1 6.9
32 S1[C@@H]2CCc3c4cc(OC)ccc4[nH]c3[C@H](C1)[C@@H]20 6.9
33 S1CCC[C@]12[NH2+]Cc1[nH]c3¢c(cc(OC)cc3)c1C2 6.9
34 O(C)clcc2c3CC[C@@H](O)CC(Cc3[nH]c2cc1)(C)C 6.9
35 olccecl[C@@H]1[NH2+]CCc2¢([nH]c3c2cc(OC)cc3)C1 6.9
36 O(C)clcc2e3C[C@]4([INH2+]Cc3[nH]c2ccl)C[C@H](CC4)C 6.9
37 O(C)clcc2c3CC[Ca@@H4[C@@H](CCC[NH2+]C4)Cc3[nH]c2ccl 6.9
38 S(C[C@e@H]1[NH2+]Cc2[nH]c3c(cc(OC)cc3)c2C1)CC 6.9
39 CIC(Cl)(ChH[C@@H]1[NH2+]Cc2[nH]c3¢(cc(OC)cc3)c2C1 6.9
40 O(Q)clcc2e3C[C@@]4([INH2+]Cc3[nH]c2cc1)CCC=CC4 6.9
41 FC(F)(F)[C@H]1[NH2+]Cc2[nH]c3¢c(cc(OC)cc3)c2[Ce@H]1CC 6.9
42 O(C)clcc2c3CC4(INH2+]Cc3[nH]c2cc1)CCCCCC4 6.9
43 Clclce(cecl)[C@@H]1[N@H+]2CCc3c4cc(OC)ccc4[nH]c3N1CC2 6.9
44 O(C)clcc2e3CC[N@@H+]4[C@@H](C=5C6CCC(C=5CC4)CC6)Cc3[nH]c2ccl 6.9
45 O(C)clcc2e3C[C@@H]([NH2+]Cc3[nH]c2ccl)C1CCCCC1 6.9
46 Clclcec(ccl)[C@@H]1[N@H+]2CCc3c4cc(OC)ccc4[nH]c3N1CC2 6.9
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47 Fclec2-c3[nH]c4c(cc(OC)ccd)c3CCNc2ec1C 6.9
48 O(C)clcc2c3CCINH+]=C(N(c3[nH]c2cc1)C)C1CCCCC1 6.9
49 Clclee(Cl)ec2cl[Ce@H]1[N@@H+](CCc3c([nH]c4c3cc(OC)cc4)C1)C2 6.9
50 S1[C@H]2[C@H](SC1(C)C)[NH2+]Cc1[nH]c3c(cc(OC)ce3)c12 6.9
51 O(C)clcc2c3[Ca@@HJ4[C@H]([NH2+]Cc3[nH]c2cc1)CCC=C4C 6.9
52 O(C)clec2c3CC[N@H+]4CC[C@@H](c3[nH]c2ccl)[Ce@H]4C1CCCC1 6.8
53 slccecl[C@@H]1[NH2+]CCc2¢([nH]c3c2cc(OC)cc3)C1 6.8
54 S1[Ce@H]2[C@@H](CCOC2)c2[nH]c3¢(cc(OC)cc3)c2CC1 6.8
55 S1CCSC12[NH2+]Cc1[nH]c3¢(cc(OC)cc3)c1C2 6.8
56 O(C)clcc2c3CC4(INH2+]Ce3[nH]c2cc1)CC1(C4)CC1 6.8
57 FC(F)(F)[Ce@H]1c2c([nH]c3c2cc(OC)cc3)C[NH2+][Ce@H]1C 6.8
58 SCCC[C@@H]1[NH2+]Cc2[nH]c3c(cc(OC)cc3)c2C1 6.8
59 S(CC[C@@H]1[NH2+]Cc2[nH]c3c(cc(OC)cc3)c2C1)C 6.8
60 O(C)clcc2c3C[C@]4([NH2+]Cc3[nH]c2cc1)CCC[C@H]J4C 6.8
61 O(C)clcc2c3C[C@@]([NH2+]Cc3[nH]c2ccl)(CC(C)C)C 6.8
62 O(C)clcc2c3C[C@]4([INH2+]Cc3[nH]c2ccl)C[C@@H](CC4)CC 6.8
63 O(O)clec2e3CC[C@H](O)[Ce@H4[C@@H](CC=CC4)c3[nH]c2ccl 6.8
64 O(C)clec2e3CC[N@@H+]4CCC[C@H](c3[nH]c2ccl)[C@H]4C(C)C 6.8
65 O(O)clcc2c3CCC[C@@H]([NH+]4CCCCCC4)Cc3[nH]c2ccl 6.8
66 O(C)clcc2c3CCINH2+][C@@H](Cc3[nH]c2cc1)C(C)(O)C 6.8
67 O(C)clcc2c3CCC[C@@H]([NH2+]CCC)Cc3[nH]c2ccl 6.8
68 S1[C@H]2[C@H]([NH2+]CC1)CCclc([nH]c3clcc(OC)cc3)C2 6.8
69 O(O)clec2e3CCIN@@H+](C)[C@H](Cc3[nH]c2ccl)clece(ccl)C 6.8
70 S1{C@@H]2[NH2+]Cc3[nH]c4c(cc(OC)ccd)c3[C@H]2CCC1 6.8
71 O1[Ce@H]2[C@H](c3[nH]c4c(cc(OC)ccd)c3CC2)C(=C)[C@H]1CO 6.8
72 O(C)clcc2c3CCINH2+][C@H](Cc3[nH]c2cc1)CC(C)C 6.8
73 0lc-2¢(cc1C)[C@H]([NH2+]CC)CCclc-2[nH]c2clcc(OC)cc2 6.8
74 S1[NH2+]Cc2[nH]c3¢(cc(OC)cc3)c2[C@@H|2[Ce@H]1CCC2 6.8
75 O(C)clec2e3CC[N@H+]4CCCC[C@@H](c3[nH]c2ccl)[C@@H]4CC 6.7
76 O(C)clcc2c3CCINH2+][C@@](Cc3[nH]c2cc1)(C(C)C)C 6.7
77 S(C)C1=[NH+]CCc2c3cc(OC)ccc3[nH]c2N1C 6.7
78 SC[C@H]1c2¢([nH]c3c2cc(OC)cc3)C[NH2+][C@H]1C 6.7
79 FC(F)(F)[Ce@]1([NH2+]Cc2[nH]c3c(cc(OC)cc3)c2C1)C 6.7
80 O(O)clcc2c3CCINH2+][C@H](Cc3[nH]c2ccl)cleccecl 6.7
81 O(C)clcc2c3CCNede(-c3[nH]c2ccl)ccccd 6.7
82 Br[C@H](CC1=[NH+]CCc2c3cc(OC)ccc3[nH]c2N1C)C 6.7
83 O(C)clcc2c3¢([nH]c2ccl)C[NH2+][Ce@H](C)C13CCCC1 6.7
84 Fcl1c2NCCc3c([nH]c4c3cc(OC)ccd)-c2cccl 6.7
85 olc-2¢(cc])[C@H](INH2+]CC)CCclc-2[nH]c2clcc(OC)cc2 6.7
86 Fclcec(ecl)[C@e@H]1[NH2+]CCc2c([nH]c3c2cc(OC)cc3)C1 6.7
87 Fclec2-c3[nH]c4c(cc(OC)ccd)c3CCNc2cecl 6.7
88 O(C)clcc2c3c¢([nH]c2ccl)C[NH2+][C@H](C)[C@@H]3C(C)(C)C 6.7
89 slce(ccl)[C@H]1[NH2+]Cc2[nH]c3¢(cc(OC)cc3)c2C1 6.7
90 O(C)clee2e3e([nH]c2ccl)C1(CCC3)CC[NH2+]CC1 6.7
91 O(C)clcc2c3CCIN@H+]4[C@H]5[C@H](CCCC5)C[C@@H](c3[nH]c2cc1)C4 6.7
92 O1CCCC(INH2+]CCc2c3cc(OC)cec3[nH]c12)(C)C 6.7
93 Fclec2-c3[nH]c4c(cc(OC)ccd)c3CCNe2ncl 6.7
94 Clclec2-c3[nH]c4c(cc(OC)ccd)c3CCNe2ncl 6.7
95 O(O)clec2e3[C@H4[Ce@H]5CC[C@H]([C@HJ4[NH2+]Cc3[nH]c2cc1)C5 6.7
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Fclcec(ecl)[Ce@H]1[N@H+]2CCc3c4cc(OC)ccc4[nH]c3[C@@H]1CC2
S1{C@H]2c3[nH]c4c(cc(OC)cc4)c3CC[N@@H+](CC1)[C@H]2c1cececl
O1CC[Ce@H]2[NH2+]CCc3c4cc(OC)ccc4[nH]c3[Ce@@H]2C1
O(O)clecc2c3CCINH2+]|[Ce@H4[C@@H](CCCc5c4ccec5)c3[nH]c2ccl
CI\C(\C)=C\[Ce@eH]1[C@H]2CCc3c([nH]c4c3cc(OC)cc4)[C@@]12C
O(C)clec2e3CCC[C@@H](Ce3[nH]c2cc1)C(C)(C)C
O(O)clec2c3C[C@@H](OCCC)[NH2+]Cc3[nH]c2ccl
Clc1ec2NCCc3c¢([nH]c4c3cc(OC)ccd)-c2ccl
O(C)clcc2c3c¢([nH]c2ccl)C[NH2+][C@H](C)[Ce@H]3[C@@H](CC)C
O(C)clcc2c3c([nH]c2ccl)C[NH2+][C@H](C)[C@@H]3CC(C)C
O(C)clee2e3e([nH]c2ccl)C[NH2+]CC13CCCCC1
O(C)clcc2c3c([nH]c2ccl)C[NH2+]C[C@@]3(CC)C1CC1
O(C)clcc2e3CC[C@H](CC(Cc3[nH]c2cc1)(C)C)C
O(O)clec2c3CCC[C@@]4(Cc3[nH]c2ccl)CC[NH2+]C4
Clclec2-c3[nH]c4c(cc(OC)cc4)c3CCNc2ccl
O(C)clcc2e3CCINH+]=C(N(c3[nH]c2ccl1)C)CCC
Fclcec(ccl)C1=[NH+]CCc2c3cc(OC)ccc3[nH]c2N1C
S1[C@H]2[C@@H](SCC1)[NH2+]Ccl[nH]c3c(cc(OC)cc3)c12
O(O)clcc2c3CCC[C@@H]4N(CCINH2+]C4)c3[nH]c2ccl
S1C2=[NH+]CCc3c4cc(OC)ccc4[nH]c3N2C[C@H]1C
O(C)clcc2c3CCNedec(cecd-c3[nH]c2ecl)C
O(C)clcc2c3N4[C@H]([NH2+]Cc3[nH]c2cc1)CCC[C@H]4C

Fclec2e(C[Ce@@H]3[N@e@H+]4CC[C@]2([C@H]3c2[nH]c3c(cc(OC)cc3)c2CC4)C)ccl

Brclcc2NCCc3c¢([nH]c4c3cc(OC)ccd)-c2ccl

O(C)clec2c3[Ce@H]4[Ce@H]5[C@H]([NH2+]Cc3[nH]c2cc1)C[C@H](C4)C5
O(C)clec2c3[CeH]4[C@H]5C=C[Ce@H]([CeH]4[NH2+]Cc3[nH]c2cc1)C5

O(C)clecc2e3CCIN@H+[4CCCC[C@@H](c3[nH]c2ccl)[C@@H]4C1CC1
S1{C@@H]2CCc3c4cc(OC)ccc4[nH]c3[C@H](C1)[C@@H]2F
O(C)clcc2c3CC[C@H]4[NH2+]CCN(c3[nH]c2ccl)[Ce@H]4C
NC1=[NH+]CCC2=C1IN(C3=C2C=C(OC)C=C3)[H]
s1c2NCCc3¢([nH]c4c3cc(OC)ccd)-c2ccl
O(C)clcc2c3CCINH2+]C[C@](Cc3[nH]c2ccl)(CCO)C
O(C)clecc2e3CC[C@H4CCC[C@]4(Cc3[nH]c2ccl)C
O1[CeeH]2[Cee@H](CCC[C@@H]20)c2[nH]c3c(cc(OC)cc3)c2CC1
Clc1c2-c3[nH]c4c(cc(OC)ccd)c3CCNe2scl
S1[C@H]2[NH2+][C@H](c3[nH]c4c(cc(OC)ccd)c3CC2)C1
CI\C=C\[C@@H]1[C@H]2CCc3¢([nH]c4c3cc(OC)cc4)[Ce@]12C
S1CCCN2c3[nH]c4c(cc(OC)ccd)c3CC[NH+]=C12
Clclecc(cclF)[Ce@H]1[N@H+]2CCc3c4cc(OC)cecd[nH]c3[Ce@H]1CC2
S1CCN2c3[nH]c4c(cc(OC)ccd)c3CC[NH+]=C12
O(C)clcc2c3CCNedce(-c3[nH]c2ccl)cencd
O(C)clcc2e3CCCC4(Cc3[nH]c2ccl)CC[NH2+]CC4
O(O)clec2e3CC[Ce4([Ce]5([Ce@H]4C[NH2+]C5)c3[nH]c2ccl)C
O(C)clcc2c3c¢([nH]c2ccl)C[NH2+][C@H](C(C)C)C13CC1
slcc2-c3[nH]c4c(cc(OC)ccd)c3CCNc2cl
O(C)clcc2c3CC[NH2+][CeH]4[C@H](CCCC4)Cc3[nH]c2ccl
O(O)clec2e3CC[Ce@H4C[Ce@H](CC[Ce@@H]4C)c3[nH]c2ccl
O(C)clec2e3CC[C@@H4[C@@H](CCCCC4)c3[nH]c2ccl
O(O)clec2c3CC[C@H]([NH2+]C)c4c(ce(ccd)C)-c3[nH]c2ccl

6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.6
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
6.5
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145
146
147
148
149
150
151
152
153
154
155
156
157
158
159
160
161
162
163
164
165
166
167
168
169
170
171
172
173
174
175
176
177
178
179

01c-2¢(C[NH2+]CCc3c-2[nH]c2c3cc(OC)cc2)c2clcccc2
Clc1c2NCCc3c([nH]c4c3cc(OC)ccd)-c2cccl
O(C)clec2c3CCINH2+]C[C@@H](Cc3[nH]c2cc1)C(C)C
O(C)clcc2c3CCCc4c(-c3[nH]c2ccl)enccd
O(O)clcc2e3CCC[C@@]4(CCCINH2+]C4)Cc3[nH]c2ccl
S=CINCCc2c3cc(OC)ccc3[nH]c2N1CC
S1C[C@H](c2[nH]c3¢(cc(OC)cc3)c2CC1)[C@@H](F)C

O(C)clec2c3CC[C@H4[CeH]5CC[CeH]([Ce@H|4CC5)c3[nH]c2ccl

0O1CC2¢([nH]c3c2cc(OC)cc3)-c2nec(cc12)C
s1c2-c3[nH]c4c(cc(OC)cc4)c3CCNe2ncl
O(C)clcc2c3c([nH]c2ccl)[C@]1([C@H]([NH2+]CC1)CC3)CC
S1c2[nH]c3¢(cc(OC)cc3)c2CCCC1(C)C
O(C)clec2e3e([nH]c2ccl)[C@H](C)[Ce@@H]([NH+](C)C)CCC3
O(C)clcc2c3CCNe4[n+](-c3[nH]c2ccl)ccecd
O(C)clec2e3CCC[C@@H]4C(=CCCC4)c3[nH]c2ccl
FC(F)(F)[Ce@]12[C@@H](C1)CCclc2[nH]c2c1cc(OC)cc2
O(C)clec2e3CC[C@H4C=C(C[C@@H](c3[nH]c2cc1)C4)C
S1CC(=S)CCc2¢([nH]c3c2cc(OC)cc3)C1
O(O)clec2e3CCC[C@]45[C@H](c3[nH]c2ccl)C[C@H](CC4)C5(C)C
O(O)clec2e3[C@@H[4CCC[Ca@@]4(C[NH2+]Cc3[nH]c2cc1)C
O1[C@H]2[C@H](CCCC2)CCc2c3cc(OC)ccc3[nH]c12
S1c2[nH]c3¢(cc(OC)cc3)c2CCCC12CCC2
S51(=0)(=0)CCc2¢([nH]c3c2cc(OC)cc3)C[C@@H]1clocccl
Br[C@]12C[C@]1(CCclc2[nH]c2c1cc(OC)cc2)C
F[CeH]1[CeH]2[C@@H]([NH2+]CCc3c4cc(OC)ccc4[nH]c23)CC1
S1CSc2[nH]c3¢(cc(OC)cc3)c2CCC1=5
S=C1CCc2c3cc(OC)ccc3[nH]c25(=0)(=0)[Ce@H]1CC
S1CCc2c3cc(OC)ccc3[nH]c2SSC1
s1c2CCCc3c([nH]c4c3cc(OC)ccd)-c2nclO
S1C[C@@H](CCc2c3cc(OC)ccc3[nH]c12)CFE
FC(F)(F)[C@@]1(0O)CCCc2¢([nH]c3c2cc(OC)cc3)C1
51(=0)(=O)N(CCCc2c3cc(OC)ccc3[nH]c12)C(C)(C)C
Clc1ec2CCCc3¢([nH]c4c3cc(OC)ccd)-c2ncl
51(=0)(=0)c2[nH]c3c(cc(OC)cc3)c2CCCC12CC2
COC1=CC2=C(NC3=C2CC[NH2+]C3)C=C1

6.5
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6.5
6.5
6.5
6.5
6.4
6.3
6.3
6.3
6.3
6.3
6.3
6.3
6.3
6.3
6.3
6.3
6.3
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6.2
6.2
6.2
6.2
6.2
6.2
6.1
6.1
6.1
6.1
6.1
6.1
6.0
5.9
4.7

Table S2. Smiles and predicted pKi values of the ibogaine derivatives resulted from the scaffold-

hopping study of Series 2.

ID  SMILES pKi
1 O(C)clcc2c3CCN(CC)C(=[NH+]c3[nH]2nc1)C1CCCCC1 8.3
2 O(C)clec(c2[nH]e3[NH+]=C(N(CCc3¢2¢1)CC)CICCCCC1)CHN 8.3
3 O(C(C)C)clcc2c3CCN(CC)C(=[NH+]c3[nH]c2nc1)C1CCCCC1 8.3
4 O(C)clee(OC)cc2c] [nH]cl[NH+]=C(N(CCc12)CC)C1CCCCC1 8.1
5 slcc2c([nH]c3[NH+]=C(N(CCc23)CC)C2CCCCC2)c1C 8.1
6 s1cc2c3CCN(CC)C(=[NH+]c3[nH]c2c¢1)C1CCCCC1 8.0
7 Clcle2[nH]c3[NH+]=C(N(CCc3c2sc1)CC)C1CCCCC1 8.0
8 FC(F)(F)clcc(OC)cc2cl [nH]c1[NH+]=C(N(CCc12)CC)C1CCCCC1 8.0
9 [NH+]=1c2[nH]c3c(c2CCN(CC)C=1C1CCCCC1)cccc3C=C 8.0

10  slec2[nH]c3[NH+]=C(N(CCc3c2c1SC)CC)C1CCCCC1 8.0
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Fcle2o([nH]e3[NH+=C(N(CCc23)CC)C2CCCCC2)c(F)cel
Fcleo(F)e2[nH]c3[NH+]=C(N(CCc3c2¢1F)CC)C1CCCCCl
Clelec(F)e2[nH]e3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1
Clelec(OC(F)F)ec2el [nH]cl [NH+]=C(N(CCc12)CC)C1CCCCC1
Fclec(OC(F)F)ec2el [nH]cl [NH+]=C(N(CCc12)CC)C1CCCCC1
Sclec(F)ec2el [nH]cl [NH+]=C(N(CCc12)CC)C1CCCCC1
Clelec(F)e2[nH]e3[NH+]=C(N(CCc3c2¢1F)CC)C1CCCCC1
slce(c2[nH]c3[NH+]=C(N(CCc3c12)CC)C1CCCCC1)C
Clelee2e([nH]e3[NH+]=C(N(CCc23)CC)C2CCCCC2)c(F)clC
S(C)clec(cc2el [nH]cl [NH+]=C(N(CCc12)CC)C1CCCCC1)CC
s1c2¢([nH]c3[NH+]=C(N(CCc23)CC)C2CCCCC2)c(C)clC
Fclee(N(C)C)ec2cl [nH]el [NH+]=C(N(CCc12)CC)C1CCCCC1
Brelec(F)ec2el [nH]c1[NH+]=C(N(CCc12)CC)C1CCCCC1
O(C)c1c2c3CCN(CC)C(=[NH+]c3[nH]c2ncc10C)C1CCCCCL
Fcleo(c2[nH]c3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)CC
[NH+]=1c2[nH]c3¢(cc(cc3CC)C)c2CCN(CC)C=1C1CCCCC1
Brelc2[nH]c3[NH+]=C(N(CCc3c2sc1)CC)C1CCCCCl
slec(c2[nH]e3[NH+]=C(N(CCc3c12)CC)C1CCCCC1)CC

FCOcl cc(c2[nH]c3[NH+]=C(N(CCc3c2c¢1)CC)C1CCCCC1)C
[NH+]=1c2[nH]c3c(cc(cc3C)C#C)c2CCN(CC)C=1C1CCCCC1
Fclee(OC(C)C)cc2e] [nH]el [NH+]=C(N(CCc12)CC)C1CCCCC1
[NH+]=1c2[nH]c3¢(cc(cc3C)C)c2CCN(CC)C=1C1CCCCC1
Clelec(OCC)ec2cl [nH]cl [NH+]=C(N(CCc12)CC)C1CCCCC1
[NH+]=1c2[nH]c3¢(c2CCN(CC)C=1C1CCCCC1)cecc3C
Clelec(Clyce2e] [nH]el [NH+]=C(N(CCc12)CC)C1CCCCC1
Clelec(c2[nH]3[NH+]=C(N(CCc3c2c1C)CC)C1CCCCCL)C
[NH+]=1c2[nH]c3¢(cc(cc3CC)CC)c2CCN(CC)C=1C1CCCCC1
Fclece2o([nH]e3[NH+]=C(N(CCc23)CC)C2CCCCC2)c1C
O(C)c1cc2c3CCN(CC)C(=[NH+]c3[nH]c2nc10C)C1CCCCC1
[NH+]=1c2[nH]c3¢(c2CCN(CC)C=1C1CCCCC1)cecc3CC
Fclc2e([nH]e3[NH+]=C(N(CCc23)CC)C2CCCCC2)c(ccl)C
[NH+]=1c2[nH]c3¢(c2CCN(CC)C=1C1CCCCC1)cec(C)c3C
[NH+]=1c2[nH]c3¢(c2CCN(CC)C=1C1CCCCC1)c(cec3)C#C
[NH+]=1c2[nH]c3¢(c2CCN(CC)C=1C1CCCCC1)c(cec3C)C
Brelsc2e([nH]e3[NH+]=C(N(CCc23)CC)C2CCCCC2)c1C
Cle1e2[nH]3[NH+]=C(N(CCc3c2cc(Cl)c1C)CC)C1CCCCCL
Fcleo(c2[nH]c3[NH+]=C(N(CCc3c2c1F)CC)C1CCCCC1)C
[NH+]=1C=2Nn3c(cc(C)c3C)C=2CCN(CC)C=1C1CCCCC1
Fclee(OC)ec2el [nH] el [NH+]=C(N(CCc12)CC)C1CCCCC1
O(C)clee(c2[nH]B[NH+]=C(N(CCc3c2c¢1)CC)C1CCCCC1)C
Clelec(OC)ce2c] [nH]el [NH+=C(N(CCc12)CC)C1CCCCC1
Sclec(c2[nH]c3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)C
Fclec2[nH]c3[NH+]=C(N(CCc3c2cc1 CC)CC)C1CCCCCL
[NH+]=1c2[nH]c3¢(cc(cc3C)CC)c2CCN(CC)C=1C1CCCCC1
O(CC)clec(c2[nH]e3[NH+]=C(N(CCc3c2c¢1C)CC)C1CCCCC1)C
Clelec(c2[nH]3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)C
Fclee(OCC)ce2e] [nH]el [NH+]=C(N(CCc12)CC)C1CCCCC1
O(CC)clec2c([nH]e3[NH+=C(N(CCc23)CC)C2CCCCC2)c(C)clC
O(C(C)C)clec(c2[nH]e3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)C
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Clclec(OCF)ec2cl [nH]c1 [NH+]=C(N(CCc12)CC)C1CCCCC1
Clele2¢([nH]c3[NH+]=C(N(CCc23)CC)C2CCCCC2)c(cclOC)C
Cle1ec(OCCC)ec2e] [nH]cl [NH+]=C(N(CCc12)CC)C1CCCCC1
O(C(C)C)clec(c2[nH]3[NH+]=C(N(CCc3c2c¢1C)CC)C1ICCCCC1)C
O(C)clec(cc2el [nH]cl [NH+=C(N(CCc12)CC)C1CCCCC1)C=C
Fclec(ce2cl [nH]el [NH+]=C(N(CCc12)CC)C1CCCCC1)[C@@H]10CCC1
O(CC)cle(C)c(c2[nH]3[NH+]=C(N(CCc3c2c¢1C)CC)C1ICCCCC1)C
01c2¢(c3[nH]c4[NH+]=C(N(CCc4c3cc2)CC)C2CCCCC2)ccl
Clelec2e([nH]c3[NH+]=C(N(CCc23)CC)C2CCCCC2)c(C)clC
Fclee2[nH]e3[NH+]=C(N(CCc3c2cc1OCC)CC)C1CCCCCl
[NH+]=1C=2Nc3n(cc(C)c3C)C=2CCN(CC)C=1C1CCCCC1
01CCc2c3[nH]c4[NH+]=C(N(CCcdc3cccl12)CC)C1CCCCCL
O(C)clec(c2[nH]c3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)CCC
01c2c3[nH]c4[NH+]=C(N(CCc4c3ccc20C1)CC)C1CCCCCL
O(CC=C)clce(c2[nH]e3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)C
O(C(C)C)clec2e([nH]e3[NH+]=C(N(CCc23)CC)C2CCCCC2)c(C)clC

S15[C@H]2N[C@H]3[NH+]=C(N(CC[CeH]3[C@H]2[C@H]15C)CC)C1CCCCC1

[NH+]=1C=2Nn3¢(C=2CCN(CC)C=1C1CCCCC1)ccc3C
O(C)clee(c2[nH]c3[NH+]=C(N(CCc3c2¢1C)CC)C1CCCCC1)C
O(C)clec2e([nH]c3[NH+]=C(N(CCc23)CC)C2CCCCC2)c(C)c1C
Clele(c2[nH]c3[NH+]=C(N(CCc3c2cc10C)CC)C1ICCCCC1)C
Clelec(OC)c(c2¢1 [nH]cl [NH+]=C(N(CCc12)CC)C1CCCCC1)C
01c2¢(OC1)c1 [nH]3[NH+]=C(N(CCc3c1cc20C)CC)C1CCCCCl
O(CC)clec(c2[nH]3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)C
S(C)clee(c2[nH]B[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)C
CIC(F)(F)Oclcc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1
O(C)cle2e(c3[nH]c4[NH+]=C(N(CCec4c3c1)CC)C1CCCCCl)ccec2
$1c2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1
Cle1c(OC)e2[nH]B3[NH+=C(N(CCc3c2cc10C)CC)C1CCCCCl
Fclec2[nH]c3[NH+]=C(N(CCc3c2cc1OC(F)(F)F)CC)C1CCCCC1
O(C)c1e(C)e(c2[nH]c3[NH+]=C(N(CCc3c2c1C)CC)C1CCCCC1)C
Fclee2[nH]e3[NH+]=C(N(CCc3c2cc10CCC)CC)C1CCCCCl
Cle1ec2c3CCN(CC)C(=[NH+]c3[nH]c2cc1F)C1CCCCC1
O(C)c1c2CCCe2c2[nH]3[NH+]=C(N(CCc3c2c1)CC)C1ICCCCC1
01CCc2clccle([nH]3[NH+]=C(N(CCc13)CC)C1CCCCC1)c2C
FC(F)Oclcc2[nH]c3[NH+]=C(N(CCc3c2cc10C)CC)C1CCCCCl
s1c2c3CCN(CC)C(=[NH+]c3[nH]c2cc1C)C1CCCCC1
s1c2¢c(cc3[nH]c4[NH+]=C(N(CCc4c3c2)CC)C2CCCCC2)cel
O(CCC)clce(c2[nH]3[NH+=C(N(CCc3c2c1)CC)C1CCCCC1)C
Fclc2c3CCN(CC)C(=[NH+]c3[nH]c2cc(F)c1C)C1CCCCC1
Clelec(OCCF)cc2cl [nH]el [NH+]=C(N(CCc12)CC)C1CCCCC1
O(C(C)C)c1ec2c3CCN(CC)C(=[NH+]c3[nH]c2cc1C)C1CCCCC1
O(CC1CC1)clce(c2[nH]c3[NH+]=C(N(CCc3c2c1)CC)C1CCCCC1)C
O(CCC)clce(c2[nH]3[NH+=C(N(CCc3c2c1C)CC)C1CCCCC1)C
Clelec(SC)e2[nH]c3[NH+=C(N(CCc3c2c1)CC)C1CCCCC1
O(C)cle2e(c3[nH]c4[NH+]=C(N(CCc4c3c1C)CC)C1CCCCC)ecec2
O(CCC)clec2e([nH]c3[NH+]=C(N(CCc23)CC)C2CCCCC2)c(C)clC
O(CC)clc2¢(c3[nH]c4[NH+=C(N(CCcdc3c1)CC)C1CCCCC)ecec2
O(C)c1cc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1CCC)C1CCCCC1
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Clc15c2c3CCN(CC)C(=[NH+]c3[nH]c2c1)C1CCCCC1
Fclee(F)ec2[nH]e3[NH+]=C(N(CCc3c¢12)CC)C1CCCCC1
O(C)clecc2[nH]c3[NH+]=C(N(CCc3c2c1C#N)CC)C1CCCCCl
Fclec(cc2[nH]e3[NH+]=C(N(CCc3¢12)CC)C1CCCCC1)C
s1c2c3CCN(CC)C(=[NH+]c3[nH]c2cc1C(C)C)C1CCCCC1
[NH+]=1C=2Nc3n(C=2CCN(CC)C=1C1CCCCC1)c(cc3)CCC
S(C)clec(SC)cc2el [nH]el [NH+]=C(N(CCc12)CC)C1CCCCC1
Fclec2[nH]e3[NH+]=C(N(CCc3c2cc10C)CC)C1CCCCCL
[NH+]=1c2[nH]c3c(cc(cc3)CC)c2CCN(CC)C=1C1CCCCC1
FC(F)Oc1cc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1
O(C(C)C)c1ec2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1
[NH+]=1c2[nH]c3c(cc(cc3)C)c2CCN(CC)C=1C1CCCCC1
[NH+]=1c2[nH]c3c(c2CCN(CC)C=1C1CCCCC1)ccec3
Fclcc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1
Fclee2[nH]e3[NH+]=C(N(CCc3c2cc1OC(F)F)CC)C1CCCCCl
O(C)clec(OC)c2[nH]e3[NH+]=C(N(CCc3c2c¢1C)CC)C1CCCCC1
O(CC=C)c1cc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1
01c2¢(0OC1)c1 [nH]c3[NH+]=C(N(CCc3c1c(C)c20C)CC)C1CCCCC1
O(COC)c1cc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1
S(C)c1cc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1C)C1CCCCC1
Fclec2[nH]e3[NH+]=C(N(CCc3c2cc1O0C(C)C)CC)C1CCCCCl
Clelec2[nH]c3[NH+]=C(N(CCc3c2cc10CC)CC)C1CCCCC
01CCO2c1cc1c3CCN(CC)C(=[NH+]c3[nH]c1c2)C1CCCCC1
Clelec2[nH]c3[NH+]=C(N(CCc3c2cc1S)CC)C1CCCCCl
O(C)clee(c2[nH]c3[NH+]=C(N(CCc3c2¢10C)CC)C1CCCCC1)C
O(CC)c1ec2c3CCN(CC)C(=[NH+]c3[nH]c2cc1CC)C1CCCCC1
[NH+]=1c2[nH]c3cc(C)e(cc3c2CCN(CC)C=1C1CCCCC1)C
Clelec2[nH]c3[NH+=C(N(CCc3c2cc10CC#C)CC)C1CCCCCL
Fclcc2c3CCN(CC)C(=[NH+3[nH]c2cc1C)C1CCCCCl
[NH+]=1c2[nH]c3¢(cc(cc3) \ C=C\ C)c2CCN(CC)C=1C1CCCCC1
Sclec2[nH]e3[NH+]=C(N(CCc3c2cc1F)CC)C1CCCCC1
O(CC#C)c1cc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCC1
Fclc2c3CCN(CC)C(=[NH+]c3[nH]c2ccc1OC(F)(F)F)C1CCCCC1
Clc1c2c3CCN(CC)C(=[NH+c3[nH]c2ccc1 CC)C1CCCCC
[NH+]=1c2[nH]c3¢(c2CCN(CC)C=1C1CCCCC1)c(cec3)C[NH+]=[CH-]
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Fclcc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1F)C1CCCCC1
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Brc1sc2c3CCN(CC)C(=[NH+]c3[nH]c2c1)C1CCCCC1
01c2c3c4CCN(CC)C(=[NH+]c4[nH]c3cec2ec1)C1CCCCCL
FCc1c2c3CCN(CC)C(=[NH+]c3[nH]c2cec1)C1CCCCC1
O(CC1CC1)clcc2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCCL
Brelcc2[nH]e3[NH+]=C(N(CCc3c2cc1)CC)C1CCCCCL
[NH+]=1c2[nH]c3cc(C)e(cc3c2CCN(CC)C=1C1CCCCC1)CC
Brelec2n(NC=3[NH+]=C(N(CCC2=3)CC)C2CCCCC2)cl
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[NH+]=1c2[nH]c3cc(C)e(N(C)C)ce3c2CCN(CC)C=1C1CCCCC1
Clc1ec2c3CCN(CC)C(=[NH+]c3[nH]c2cc1Cl)C1CCCCCl
[NH+]=1C=2Nn3cc(cc3C=2CCN(CC)C=1C1CCCCC1)C
O(CC(C)C)clec2c3CCN(CC)C(=[NH+]c3[nH]c2cc1)C1CCCCCl
[NH+]=1c2[nH]c3c(cc(cc3)C(C)C)c2CCN(CC)C=1C1CCCCC1
Clc1c2c3CCN(CC)C(=[NH+]c3[nH]c2ccc1)C1CCCCCl
[NH+=1c2[nH]c3C=Cndc(-c3c2CCN(CC)C=1C1CCCCC1)cecd
$1c2c3CCN(CC)C(=[NH+]c3[nH]c2cc1CC)C1CCCCC1
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Figure S3. Comparison of the best docked poses for ibogaine (red), pinoline (green), and compound
2_4 (blue).
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