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Synthetic Procedure and Characterization of 4-AcO-TMT iodide.

250 mg of a commercial sample of 4-acetoxy-N,N-dimethyltryptammonium (4-AcO-DMT) fumarate (the
Indole Shop) was dissolved in 10 mL of methanol in a 50 mL round bottom flask, and 10 mL of
iodomethane was then added. The mixture was stirred for 24 hours under an atmosphere of nitrogen. The
solvent was removed in vacuo. The resulting powder was washed with diethyl ether and filtered to yield
313 mg of yellow powder. This powder was dissolved in 75 mL of acetone. The solution was heated with
stirring and reduced in volume to 40 mL. The mixture was cooled in an ice bath, producing a white
precipitate. The powder was filtered to yield 142 mg of white powder (53.0 % yield). *H NMR (400 MHz,
D20): 6 7.46 (d, J= 8.6 Hz, 1 H, ArH), 7.34 (s, 1 H, ArH), 7.26 (t, J= 7.8 Hz, 1 H, ArH), 6.95 (d, J = 8.3
Hz, 1 H, ArH) 3.63 (t, J=7.9 Hz, 2 H, CH>), 3.28 (t, J = 8.0 Hz, 2 H, CH3), 3.21 (5, 9 H, CH3), 2.47 (s, 3
H, C(O)CH3); *C NMR (100 MHz, D20): & 174.32 (C=0), 143.59 (ArC), 139.28 (ArC), 125.82 (ArC),
123.01 (ArC), 119.11 (ArC), 112.92 (ArC), 111.13 (ArC), 107.32 (ArC), 67.64 (NCH2), 53.73 (NCH3),
21.25 (CH2), 20.48 (C(O)CH?a). Elemental analysis calcd. for Ci1sH21N20:2l: C 46.40, H 5.45, N 7.22;
Found: C 46.17, H 5.35, N 7.11.

S3



Janz4 2220 deham 12 1 C:datahMarke'dphamhdata'dpham'nor

Ir 289 3ctta vacuur L3
PROTON 520 {C:hdataimankeydpham} dpham 17 DZO -
/Q AN i
Mar Tow o O N_ L= enNn
[ekbERe 2 IHE 2ING 2
NE8EES 28 BRc- 3282 8 -
ARARRRR] n@ 2ol ANNN <
NN oo PRI P 15 -2

N
H <
o
4-AcO-TMT r
]
o
w
s
-5
I L
I il F
‘.L,,\‘ [ll .‘fw prd’ g ”\[ T " ‘ s
o o™ - o~ = 2 w [
) H2 > B g 2 2
S o I 5 & 8 @
o || L] =] e o =}
sllals =1 By il a L
e T T T T T T T T T T T .
7 6 5 4 3 [ppm]
Figure S1. *H NMR of 4-AcO-TMT iodide in D20
0CT17 2018 dovham 72 o Cr:hidatalmManke'dphamydata’dphaminnr
II 132 3etta Cl2 Stike Acc F @'
CLICED 220 {C:hdatat\Manke'dgham» dpham 114 -
acetone
- w o o - s
1 =] = P Tt oo =
- @ = B— O OWn =@ ow
“@ ] Ko~ Dk D= e o L
2 $8 bEg 5% gee 5iB %
= =2 B T NN o BEE B3 NS
= == S8 s s ss= ==0 bt
| X . i
o]
/4 N I
0 N—
e
\ I~ -
N o
H L
A4-AcO-TMT I
o
-+
acetone
o~
iy A J LH | l \ " ﬂ -
T T T I T T T T
200 150 100 50 0 [ppm]

Figure S2. 3C NMR of 4-AcO-TMT iodide in D20 (referenced with an acetone internal standard)
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Figure S3. Fully labelled displacement ellipsoid representation (50%) of the asymmetric unit of
4-AcO-TMT iodide.
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X-Ray data collection and refinement details for 4-AcO-TMT iodide. Crystals suitable for X-
ray diffraction studies were grown from the slow evaporation of an aqueous solution. All
operations were performed on a Bruker D8 Venture CMOS diffractometer, using Mo Ko radiation
with a TRIUMPH monochromator at atemperature of 298 K. Data collection was carried out using
the Bruker APEX3 software. Cell refinement and data reduction were performed with the SAINT
program.® The structure solution was done with SHELXS? and structure refinement was performed
with SHELXL.2 Further refinement and molecular graphics were generated using the OLEX2 and
Mercury CSD software.*®

All non-hydrogen atoms were refined anisotropically (XL) by full matrix least squares on F?2.
Hydrogen atom H1 was found from a Fourier difference map, and refined with a fixed distance of
0.87 A. Isotropic displacement parameters were set to 1.20 times Ueq Of the parent N atoms. The
remaining hydrogen atoms were placed in calculated positions and then refined with a riding model
with C—H lengths of 0.93 A (sp?), 0.96 A (CHs) and 0.97 A (CH:2) with isotropic displacement
parameters set to 1.20 (sp? and CH2) and 1.50 (CH3) times Ueq of the parent C atom. Further details
are in the tables below, and the final CIF is available as supporting material.
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Table S1. Crystal data and structure refinement for 4-AcO-TMT iodide.

Identification code
Empirical formula
Formula weight
Temperature/K

Crystal system

Space group

alA

b/A

c/A

o/°

pre

y/°

Volume/A3

z

pcalcg/Cm3

wmm-™t

F(000)

Crystal size/mm?3
Radiation

20 range for data collection/®
Index ranges

Reflections collected
Independent reflections
Data/restraints/parameters
Goodness-of-fit on F?
Final R indexes [I > 20 (I)]
Final R indexes [all data]
Largest diff. peak/hole / e A3
Flack parameter

UMD1786B b
C15H21IN202

388.24

299.05

monoclinic

P21

7.8459(9)

9.8098(12)

11.0823(12)

90

101.069(3)

90

837.10(17)

2

1.540

1.916

388.0

0.2 x0.1x0.05

MoKa (A =0.71073)

5.866 to 50.852
-9<h<9,-11<k<11,-13<1<13
18328

3076 [Rint = 0.0424, Rsigma = 0.0298]
3076/2/189

1.064

R1=0.0300, wR2 =0.0548
R1=0.0396, wR2> = 0.0583
0.51/-0.40

-0.001(11)
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Table S2. Fractional Atomic Coordinates (x10%) and Equivalent Isotropic Displacement
Parameters (A2x103) for 4-AcO-TMT iodide. Ueqis defined as 1/3 of the trace of the
orthogonalised U tensor.

Atom X y z U(eq)
11 -2180.9(5) 7190.0(6) 9177.6(3) 57.25(17)
0o1 4938(6) 5097(6) 3837(6) 79.2(17)
02 3333(6) 3405(4) 4358(4) 50.9(11)
N1 216(7) 5704(6) 6865(6) 52.8(14)
N2 6574(10) 2830(9) 8947(9) 59(2)
C1 6074(10) 2824(8) 4002(8) 73(2)
Cc2 4786(8) 3921(8) 4042(6) 50.7(17)
C3 1979(8) 4315(6) 4448(6) 40.9(14)
C4 886(9) 4737(7) 3399(6) 55.3(18)
C5 -528(9) 5571(8) 3499(7) 62(2)
C6 -881(8) 5947(7) 4607(7) 53.2(18)
Cc7 238(7) 5491(6) 5652(6) 39.1(14)
C8 1609(9) 5036(8) 7559(6) 58.8(19)
C9 2567(8) 4401(7) 6830(6) 49.0(16)
C10 1705(7) 4677(6) 5600(5) 35.2(13)
Cl1 4187(10) 3537(10) 7194(7) 72(2)
C12 4943(9) 3690(8) 8493(7) 58.8(19)
C13 7920(10) 3084(10) 8194(8) 82(3)
Cil4 7185(11) 3283(9) 10237(8) 74(2)
C15 6173(14) 1350(11) 8941(10) 64(3)
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Table S3. Anisotropic Displacement Parameters (A2x103) for 4-AcO-TMT iodide. The
Anisotropic displacement factor exponent takes the form: —2n?[hZ2a*2U11+2hka*b*U12+...].

Atom Un U22 Uss U2 Uis U2
11 53.7(2) 65.2(3) 57.1(2) ~7.3(4) 21.38(16) —6.5(4)
01 46(3) 56(3) 138(5) 26(3) 23(3) 4(2)
02 56(3) 41(2) 64(3) 9(2) 30(2) 16(2)
N1 47(3) 54(4) 60(4) -11(3) 18(3) 8(3)
N2 40(4) 64(5) 74(5) 25(4) 13(3) 14(3)
C1 66(5) 74(5) 88(6) 6(4) 34(4) 29(4)
C2 42(4) 57(5) 53(4) 3(3) 9(3) 10(3)
C3 40(3) 31(3) 55(4) 3(3) 18(3) 8(3)
C4 63(4) 57(5) 46(4) —4(4) 12(3) 10(4)
C5 53(4) 73(5) 54(5) 8(4) -3(4) 18(4)
C6 37(4) 54(4) 68(5) 4(4) 8(3) 19(3)
C7 31(3) 39(4) 50(4) -8(3) 13(3) -2(3)
C8 53(4) 81(5) 42(4) -5(4) 6(3) 4(4)
C9 37(3) 61(4) 49(4) 3(3) 10(3) 2(3)
C10 31(3) 32(3) 44(4) 2(3) 11(3) 1(2)
Cl1 56(5) 102(7) 57(5) -12(5) 6(4) 13(4)
C12 46(4) 69(5) 62(5) 4(4) 11(3) 2(4)
C13 46(4) 114(7) 89(6) 43(5) 22(4) 21(4)
Cl4 69(5) 87(6) 66(5) 2(5) 13(4) 4(5)
Ci15 69(7) 63(7) 60(6) 0(5) 9(5) -2(5)

Table S4. Bond Lengths for 4-AcO-TMT

iodide.

Atom  Atom Length/A Atom Atom Length/A
01 c2 1.186(8) C3  C4 1.370(9)
02 C2 1.353(8) C3 C10 1.381(8)
02 Cc3 1.405(7) C4  C5 1.400(9)
N1 C7 1.364(8) C5 C6 1.360(10)
N1 cs 13759 C6  C7 1.386(9)
N2 C12 1535(10) C7  C10 1.411(8)
N2 C13 1.487(11) C8  C9 1.355(9)
N2 Cl4 1487(12) €9  C10 1.426(8)
N2 C15 1.485(9) C9  Ci1 1.516(10)
c1 C2 1.483(9) Cll1 C12 1.456(10)
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Table S5. Bond Angles for 4-AcO-TMT iodide.

Atom Atom Atom Angle/’ Atom Atom Atom Angle/’
c2 02 ¢cC3 117.8(5) C6 C5 C4 122.1(7)
C7 N1 Cs8 108.6(5) C5 C6 C7 117.4(6)
C13 N2 C12 111.2(7) N1 C7 C6 130.4(6)
Cl4 N2 C12 104.2(7) N1 C7 C10 106.9(5)
Cl4 N2 C13 110.9(7) C6 C7 C10 122.7(6)
Cl15 N2 Ci12 111.9(9) C9 C8 N1 111.0(6)
Cl5 N2 Ci13 109.5(9) C8 C9 C10 105.5(6)
Cl5 N2 C14 109.0(9) cC8 C9 cC11 129.1(6)
01 C2 02 122.3(6) C10 C9 cC11 125.4(6)
01 C2 cC1 127.3(7) C3 C10 C7 117.1(5)
02 C2 cC1 110.4(6) C3 C10 C9 134.9(5)
C4 C3 02 119.4(5) C7 C10 C9 108.0(5)
C4 C3 C10 121.6(5) Cl2 C11 C9 111.5(6)
C10 C3 02 118.9(5) Cll Ci12 N2 115.0(7)
C3 C4 C5 119.1(6)

Table S6. Hydrogen Bonds for 4-AcO-TMT iodide.

D H A d(D-HYA  d(H-AYA  d(D-A)A D-H-A/°
N1 H1 | 0.867(14) 2.98(4) 3.753(5) 150(6)
C4 H4 E 0.93 3.23 4.068(7) 150.5
C6 H6 022 0.93 2.57 3.417(8) 152.4
Cl2 H12A BB 0.97 3.02 3.959(8) 163.7
Cl2 Hi12B 4 0.97 3.20 4.098(8) 154.7
C13 HI13A I° 0.96 3.18 4.085(8) 157.7
Cl4 H14B 14 0.96 3.16 4.067(9) 157.6
Cl4 H14C I° 0.96 3.13 3.995(8) 151.2
Cl5 H15B 01°¢ 0.96 2.33  3.274(13) 167.7
Cl5 HisC BB 0.96 3.30  4.165(11) 151.2

Lx, Ye+y 1-2,2X%+y,1-7;3X, 22 +y,2-72;*1+X,y,Z, %1 - X, Y2 +y,2—-27; ®1 - X,
—Y+ty 1-2
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Table S7. Torsion Angles for 4-AcO-TMT iodide.

A

02
02
02
N1
N1
N1
N1
C2
C2
C3
C3
C3
C4
C4
C4
C5
C5

B

C3
C3
C3
C7
C7
C8
C8
02
02
02
02
C4
C3
C3
C5
C6
C6

C
C4
C10
C10
C10
C10
C9
C9
C3
C3
C2
C2
C5
C10
C10
C6
C7
C7

D
C5
C7
C9
C3
C9
C10
Cil1
C4
C10
o1
C1
C6
C7
C9
C7
N1
C10

Angle/’
175.8(6)
-174.3(5)
4.4(10)
179.3(5)
0.2(7)
-0.7(8)
-179.1(7)
79.5(8)
—105.4(6)
-0.5(10)
179.5(6)
-1.8(11)
0.6(9)
179.3(7)
1.1(11)
179.7(7)
0.5(10)

A
C6
C6
C7
C8
C8
C8
C8
C8
C9
C10
C10
Cl1
Cl1
C13
Cl4
C15

B
C7
C7
N1
N1
N1
C9
C9
C9
Cl1
C3
C9
C9
C9
N2
N2
N2

S10

C
C10
C10
C8
C7
C7
C10
C10
Ci11
Ci12
C4
Cil1
C10
C10
Ci12
Ci12
Ci12

D
C3
C9
C9
C6
C10
C3
C7
C12
N2
C5
Ci12
C3
C7
Cl1
Cl1
Cl1

Angle/’
-1.3(9)
179.6(6)
0.9(8)
180.0(7)
-0.7(7)
—178.5(7)
0.3(7)
-14.0(12)
179.0(7)
0.9(10)
167.9(7)
0.0(12)
178.8(7)
54.4(10)
173.9(7)
—68.4(12)



Table S8. Hydrogen Atom Coordinates (Ax104) and Isotropic Displacement Parameters
(A2x103) for 4-AcO-TMT iodide.

Atom X y z U(eq)
H1 —-590(70) 6170(60) 7120(60) 63
H1A 7168.02 3221.59 3929.11 110
H1B 5673.21 224551 3306.57 110
H1C 6215.02 2295.23 4743.07 110
H4 1081.3 4473.93 2630.97 66
H5 -1249.12 5877.73 2784.92 74
H6 —1836.61 6488.32 4660.69 64
H8 1859.68 5021.26 8413.44 71
H11A 3895.74 2587.12 7020.57 87
H11B 5034.39 3803.19 6705.99 87
H12A 4071.83 3449.01 8969.96 71
H12B 5233.97 4642.72 8653.65 71
H13A 9013.03 2723.65 8611.09 123
H13B 8029.2 4047.21 8075.92 123
H13C 7586.87 2645.41 7410.08 123
H14A 6296.95 3110.4 10705.3 111
H14B 7434.3 4241.97 10248.94 111
H14C 8217.46 2791.15 10591.33 111
H15A 7219.35 848.52 9240.09 97
H15B 5691.26 1065.29 8117.53 97
H15C 5349.34 1180.65 9461.79 97
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Synthetic Procedure and Characterization of 4-HO-TMT iodide

95 mg of 4-AcO-TMT iodide was dissolved in 4 mL of deionized water. 20 mL of acetic acid was added
to the mixture, and it was refluxed under an atmosphere of nitrogen for 2 days. Solvent was removed in
vacuo to obtain a green/blue oil. 3 mL of methanol and 20 mL of ethyl acetate were added to the green/blue
oil, leaving a green/blue powder that was removed via filtration. Solvent was removed from the filtrate in
vacuo. The resulting oil was dissolved in 5 mL of ethanol, and 30 mL of pentane was added to generate a
precipitate. The resulting powder was isolated via filtration to give 53.1 mg (60 % yield) of an off-white
powder. *"H NMR (400 MHz, D20): § 7.19 (s, 1 H, ArH), 7.12-7.07 (m, 2 H, ArH), 6.56 (dd, J =5.9, 2.5
Hz, 1 H, ArH), 3.66-3.62 (m, 2 H, CH2), 3.40-3.36 (m, 2 H, CH2), 3.20 (s, 9 H, CHs); **C NMR (100 MHz,
D20): 8 150.62 (ArC), 139.37 (ArC), 123.89 (ArC), 123.86 (ArC), 116.56 (ArC), 108.72 (ArC), 105.23
(ArC), 104.43 (ArC), 68.20 (NCH2), 53.59 (NCHs), 21.20 (CH2). Elemental analysis calcd. For
C13H19N20I: C 45.10, H 5.53, N 8.09; Found: C 44.84, H 5.23, N 7.98.
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Figure S6. Fully labelled displacement ellipsoid representation (50%) of the asymmetric unit of
4-HO-TMT iodide.

a

IC7

X-Ray data collection and refinement details for 4-HO-TMT iodide. Crystals suitable for X-
ray diffraction studies were grown from the slow evaporation of an aqueous solution. All
operations were performed on a Bruker D8 Venture CMOS diffractometer, using Mo Ko radiation
with a TRIUMPH monochromator at a temperature of 200 K. Data collection was carried out using
the Bruker APEX3 software. Cell refinement and data reduction were performed with the SAINT
program. The structure solution was done with SHELXS and structure refinement was performed
with SHEXL. Further refinement and molecular graphics were generated using the OLEX2 and
Mercury CSD software.

All non-hydrogen atoms were refined anisotropically (XL) by full matrix least squares on F2.
Hydrogen atom H1 and H1A were found from a Fourier difference map, and refined with a fixed
distance of 0.86 A and 0.85 A respectively. Isotropic displacement parameters were set to 1.20
times Ueq Of the parent N atom, and 1.50 times Ueq of the parent O atom. The remaining hydrogen
atoms were placed in calculated positions and then refined with a riding model with C—H lengths
0f 0.95 A (sp?), 0.98 A (CH2) and 0.99 A (CHs) with isotropic displacement parameters set to 1.20
(sp? and CH2) and 1.50 (CHa) times Ueq of the parent C atom. Further details are in the tables
below, and the final CIF is available as supporting material.

S14



Table S9. Crystal data and structure refinement for 4-HO-TMT iodide.

Identification code
Empirical formula
Formula weight
Temperature/K

Crystal system

Space group

alA

b/A

c/A

o/°

pre

y/°

Volume/A3

z

pcalcg/Cm3

wmm-™t

F(000)

Crystal size/mm?3
Radiation

20 range for data collection/®
Index ranges

Reflections collected
Independent reflections
Data/restraints/parameters
Goodness-of-fit on F?
Final R indexes [I > 20 (I)]
Final R indexes [all data]
Largest diff. peak/hole / e A3

UMD1827 Om_a
C13H19IN20

346.20

200.0

monoclinic

P21i/n

11.3057(9)

11.2370(10)

12.7785(10)

90

113.087(2)

90

1493.4(2)

4

1.540

2.133

688.0

04x0.2x0.1

MoKa (A =0.71073)

6.164 to 52.884
—13<h<14,-14<k<14,-15<1<15
29269

3063 [Rint = 0.0564, Rsigma = 0.0277]
3063/2/161

1.073

R1=0.0368, wR2 =0.0797
R1=0.0574, wR2 = 0.0885
1.05/-0.93
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Table S10. Fractional Atomic Coordinates (x10%) and Equivalent Isotropic Displacement
Parameters (A2x103) for 4-HO-TMT iodide. Ueq is defined as 1/3 of the trace of the orthogonalised
U tensor.

Atom X y z U(eq)
11 2145.7(3) 2150.1(3) 6167.0(2) 52.35(15)
N1 3443(4) 5712(4) 1526(3) 50.9(9)
N2 7618(4) 2762(3) 4737(3) 48.4(9)
0o1 3640(3) 3212(3) 4425(2) 45.5(7)
C1 4692(4) 5503(4) 2233(4) 49.9(11)
C2 4734(4) 4775(4) 3098(3) 38.5(9)
C3 3431(4) 4524(4) 2918(3) 36.4(9)
C4 2839(4) 3835(4) 3494(3) 41.0(9)
C5 1520(4) 3802(4) 3097(4) 55.7(12)
C6 763(5) 4448(5) 2110(5) 67.5(15)
C7 1311(5) 5116(5) 1521(4) 58.8(13)
C8 2640(4) 5138(4) 1929(3) 42.5(10)
C9 5948(4) 4404(4) 4058(4) 42.9(10)
C10 6302(4) 3131(4) 3906(3) 42.4(10)
c11 7716(6) 2825(5) 5931(4) 72.1(16)
C12 7832(6) 1499(5) 4459(5) 72.0(16)
C13 8639(5) 3539(6) 4607(5) 72.0(16)
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Table S11. Anisotropic Displacement Parameters (A2x103%) for 4-HO-TMT iodide. The
Anisotropic displacement factor exponent takes the form: —2n?[hZ2a*2U11+2hka*b*U12+...].

Atom
11
N1
N2
01
C1
C2
C3
C4
C5
C6
C7
C8
C9
C10
Cl11
C12
C13

Un
48.1(2)
59(2)
55(2)
47.5(17)
48(3)
42(2)
40(2)
43(2)
40(2)
37(3)
49(3)
47(2)
38(2)
39(2)
101(4)
82(4)
36(3)

U2
77.5(3)
50(2)
51(2)
51.7(18)
54(3)
37(2)
37(2)
39(2)
58(3)
68(4)
57(3)
40(2)
46(3)
52(3)
72(4)
65(4)
90(4)

Uss

37.08(18)

39(2)
35.2(18)
40.0(16)

50(3)

39(2)
29.8(19)

40(2)

69(3)

81(4)

50(3)

34(2)

45(2)

37(2)

40(3)

64(3)

81(4)

Table S12. Bond Lengths for 4-HO-TMT iodide.

Atom
N1
N1
N2
N2
N2
N2
o1
C1
C2

Atom
C1
C8
C10
Cl11
C12
C13
C4
C2
C3

Length/A

1.365(6)
1.368(6)
1.508(5)
1.488(6)
1.505(6)
1.506(7)
1.371(5)
1.360(6)
1.428(6)

Atom Atom
C2 C9
C3 C4
C3 C8
C4 C5
C5 C6
C6 Cc7
C7 C8
C9 C10
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U2s

~2.51(15)
10.4(18)

4.8(17)

10.9(14)

4(2)

-0.3(18)
~1.8(17)

1.4(18)
9(3)
7(3)
6(2)

~1.3(18)

“1(2)
0.6(18)
10(3)
6(3)
3(3)

Length/A
1.497(6)
1.406(6)
1.410(5)
1.374(6)
1.416(7)
1.371(7)
1.384(6)
1.519(6)

Uis

22.74(13)

14.9(18)
14.1(16)
20.2(13)
22(2)
18.0(18)
11.4(16)
14.4(19)
21(2)
5(2)
-2(2)
8.1(18)
16.6(19)
15.8(18)
24(3)
24(3)
13(2)

U1
0.33(16)
1.0(19)
14.3(19)
5.3(14)
-2(2)
0.4(18)
1.7(17)
1.0(18)
—6(2)
-1(2)
2(2)
-0.4(19)
-1.4(19)
4.2(19)
30(3)
34(3)
6(3)



Table S13. Bond Angles for 4-HO-TMT iodide.

Atom Atom Atom

C1
Cil1
Cil1
Ci11
Ci12
Ci12
C13
C2
C1
C1
C3
C4
C4

N1
N2
N2
N2
N2
N2
N2
C1
C2
C2
C2
C3
C3

C8
C10
Ci12
C13
C10
C13
C10
N1
C3
C9
C9
C2
C8

Angle/’
109.7(4)
111.4(4)
109.4(4)
109.5(4)
107.4(4)
108.7(4)
110.5(3)
109.8(4)
106.4(4)
124.2(4)
129.3(4)
134.3(4)
118.3(4)

Atom Atom Atom
C8 C3 (2
01 C4 cC3
01 C4 C5
C5 C4 cC3
C4 C5 Cb6
C7r Cé6 C5
C6 C7 C8
N1 C8 C3
N1 C8 C7
C7r C8 C3
Cc2 C9 C10
N2 C10 C9

Table S14. Torsion Angles for 4-HO-TMT iodide.

A

N1
N1
o1
C1
C1
C1
C1
C1
C2
C2
C2
C2
C2
C3
C3

B

C1
C1
C4
N1
N1
C2
C2
C2
C3
C3
C3
C3
C9
C2
C4

C

C2
C2
C5
C8
C8
C3
C3
C9
C4
C4
C8
C8

D

C3
C9
C6
C3
C7
C4
C8

C10

o1
C5
N1
C7

C10 N2

C9 C10

C5

C6

Angle/*
—0.4(5)
-177.3(4)
-178.2(4)
-1.3(5)
177.9(5)
179.4(5)
—0.4(5)
-104.1(5)
-2.5(7)
178.6(5)
1.1(5)
-178.3(4)
170.7(3)
79.8(5)
0.6(7)

A

C4
C4
C4
C5
C6
C6
C8
C8
C8
C9
C9

B

C3
C3
C5
C6
C7
C7
N1
C3
C3
C2
C2

Cll N2
Cl2 N2
C13 N2
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C
C8
C8
C6
C7
C8
C8
C1
C4
C4
C3
C3
C10
C10
C10

D

N1
C7
C7
C8
N1
C3
C2
o1
C5
C4
C8
C9
C9
C9

Angle/’
107.4(4)
116.6(4)
124.0(4)
119.4(4)
120.4(4)
121.6(5)
117.4(4)
106.7(4)
130.5(4)
122.8(4)
111.1(3)
114.0(3)

Angle/*
178.8(4)
1.9(6)
0.2(8)
0.0(8)
179.8(5)
-1.1(7)
1.1(5)
177.3(4)
-1.6(6)
-3.9(8)
176.2(4)
61.5(5)
-178.8(4)
—60.4(5)



Table S15. Hydrogen Atom Coordinates (Ax104) and Isotropic Displacement Parameters
(A2x103) for 4-HO-TMT iodide.

Atom X y z U(eq)
H1 3200(40) 6110(40) 900(20) 61
H1A 3240(50) 3020(40) 4830(40) 68
H1B 5421.37 5819.48 2136.18 60
H5 1114.54 3343.98 3486.51 67
H6 -147.54 4417.06 1848.53 81
H7 798.29 5547.87 858.59 71
H9A 5833.64 4474.42 4784.75 51
H9B 6655.81 4942.21 4092.89 51
H10A 5654.76 2589.56 3992.38 51
H10B 6262.69 3034.95 3123.35 51
H11A 7577.64 3647.19 6112.79 108
H11B 7062.84 2308.57 6019.11 108
H11C 8572.74 2560.96 6448.04 108
H12A 7767.38 1456.46 3672.79 108
H12B 8687.99 1235.46 4976.68 108
H12C 7178.1 983.07 4547.74 108
H13A 8574.28 3497.44 3820.28 108
H13B 8515.45 4363.34 4793.01 108
H13C 9489.53 3260.9 5122.83 108
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Description of Cellular Assays

Cellular assays were performed by Eurofins CEREP SA, Celle-Lévescault, France. All receptors
were separately expressed in HEK-293 cells. Cell membrane homogenates (30 pg protein) are
incubated for 60 min (5-HT1a, 5-HT2a, 5-HT28) or 120 min (5-HTs3) at 22°C with radiolabeled
ligand in the absence or presence of the test compound in a buffer containing 50 mM Tris-HCI
(pH 7.4), 5 mM MgClz, 10 uM pargyline and 0.1% ascorbic acid. For 5-HT3, the buffer contained
50 mM Tris-HCI (pH 7.4), 5 mM MgClz, and 1ImM EDTA.

Ligands used for each receptor were:
5-HT1a: [ ®H] 8-OH-DPAT

5-HT2a: [ 1251] (+)DOI

5-HT2s: [ 1251] (+)DOI

5-HTs: [*H] BRL 43694

Nonspecific binding was determined in the presence of 1 UM unlabeled ligand listed above.
Following incubation, the samples were filtered rapidly under vacuum through glass fiber filters
(GF/B, Packard) presoaked with 0.3% PEI and rinsed several times with ice-cold 50 mM Tris-HCI
using a 96-sample cell harvester (Unifilter, Packard). The filters were dried then counted for
radioactivity in a scintillation counter (Topcount, Packard) using a scintillation cocktail
(Microscint 0, Packard). The results are expressed as a percent inhibition of the control radioligand
specific binding.

The 1Cso values and Hill coefficients (nH) were determined by non-linear regression analysis of
the competition curves generated with mean values of duplicate data points, using Hill equation
curve fitting Y=D+[ (A-D) / (1+(C/Cso0) ") ] where Y = specific binding, A = left asymptote of the
curve, D = right asymptote of the curve, C = compound concentration, Cso = ICso, and nH = slope
factor.

Analysis was performed using software developed at Cerep (Hill software) and validated by
comparison with data generated by the commercial software SigmaPlot® 4.0 for Windows® (©
1997 by SPSS Inc.). The inhibition constants (Ki) were calculated using the Cheng Prusoff
equation: Ki= ICso (1+L/Kb), where L = concentration of radioligand in the assay, and Kp = affinity
of the radioligand for the receptor. A scatchard plot is used to determine the Kp.
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In Vitro Pharmacology: Binding Assays

pPICS0 (M)
3.0 35 40 45 50 55 60 65 7.0 75 80 8.5

T T

5-HT1A(h) (agonist radioligand)

5-HT1B (antagonist radioligand)

5-HT2A(h) (agonist radioligand)

5-HT2B(h) (agonist radioligand)

5-HT2C(h) (antagonist radloligand)

Figure S7. Histogram for 4-HO-TMT iodide.

pICS0 (M)
3.0 3.5 4,0 45 5.0 55 6.0 6.5 7.0 7.5 8.0 8.5

9.0

5-HT1A(h) (agonist radioligand) [N.c.
5-HT1B (antagonist radioligand) {N.C.
5-HT2A(h) (agonist radioligand) {[N.C.

512680 (agonist radioligan) - | G ' o=

5-HT2C(h) (antagonist radioligand) {N.C.

Figure S8. Histogram for 4-AcO-TMT iodide.
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Compound I.D. Client Compound 1.D. ICso(M) Ki(M) nH Test % Inhibition of Con- Flags
Concen- trol Specific Binding
tration st 2nd  Mean 15t  2nd
5-HTa(h) (agonist radioligand)
100051748-1 CT2001PRO1 N.C. n/a n/a 3.0E-09M -11.2 159 24
ICS0N.C 1.0E-08M -19.8 334 6.8
3.0E-08M -276 227 -25
1.0E-07M -133 -109 -12.1
2 3.0E-07M 1.1 203 10.7
i 1.0E-06M -21.2 151  -3.0
§ 3.0E-06 M 156 -18.2 -1.3
% - 1.0E-05M -0.1 20.1 10.0
§
g v v v
v & v
A
Figure S9. 4-AcO-TMT iodide on 5-HT 4 (agonist radioligand)
100051748-2 CT2001AMO1 8.8E-06 M 4.4E-06 M 18 3.0E-09M 148 -105 22
1.0E-08M -66 -11.1 -8.9
;%o?s 3.0E-08M 195 -136 29
5o aee.s 10E07M -52 358 52 0
3.0E-07M -11.0 -0.7 -5.9
1.0E-06 M -30.1 -4.2 -17.2
4 3.0E-06 M 225 3.9 13.2
1.0E-05M 593 457 525

% Inhibdion of Control Specit Binding

Figure S10. 4-HO-TMT iodide on 5-HT, (agonist radioligand)
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Compound I.D. Client Compound 1.D. 1Cs0(M) Ki(M) nH Test % Inhibition of Con- Flags
Concen- trol Specific Binding
tration 9t 2nd  Mean 15t  2nd
5-HT,g (antagonist radioligand)
100051748-1 CT2001PRO1 N.C. nla nla 30E-09M 7.3 -11.1 92
ICSON.C 1.0E-08M -92 15 -39
30E-08M 67 -11.3 -23
10E07M 04 53 28
= 30E-07M 95 105 100
> i 10E-06M -42 69 13
i 30E-06M 91 30 60
&
£ 1.0E-05M -18 93 38
g
3
£
® 1
v v Y v
v v
v
® LopCTPROI0D -
[Fx]
Figure S11. 4-AcO-TMT iodide on 5-HT;; (antagonist radioligand)
100051748-2 CT2001AMO1 N.C. nla nla 30E-09M 06 -37 -15
ICS0 N.C 1.0E-08M 118 06 56
T 1 30E08M 6.1 -11.0 -24
10E-07M 20 128 74
N 30E-07M 04 -45 20
% 10E-06M 123 -61 3.1
§ 30E-06M -38 -37 37
8 1.0E-05M 224 196 210
i
é v
L
v Y v
v v v v

Log CT2001AMO1 (M)

Figure S12. 4-HO-TMT iodide on 5-HTp (antagonist radioligand)
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Compound I.D. Client Compound 1.D. 1Cs0(M) Ki(M) nH Test % Inhibition of Con- Flags
Concen- trol Specific Binding
tration 9t 2nd  Mean 15t  2nd
5-HT,4(h) (agonist radioligand)
100051748-1 CT2001PRO1 N.C. n/a n/a 3.0E-09M -153 -7.7  -115
ICSON.C. 10E-08M -08 -11.3 -6
T ] 30E-08M -7.0 -36 -53
10E-07M 02 -266 -132
s 30E-07M 7.0 23 a7
g . 1.0E-06 M -74 18 2.8
§ S 30E-06M 35 -35 00
g« 10E-05M 163 37 100
j.
: :
v
v v |
v v
* LogcTaoompRaIgn i
[Fx]
Figure S13. 4-AcO-TMT iodide on 5-HT,a (agonist radioligand)
100051748-2 CT2001AMO1 9.0E-07 M 6.7E-07 M 0.6 30E-09M -10.3 -120 -11.2
10E-08M -27 -103 65
30E-08M 137 -59 39
10E-07M 174 194 184
30E-07M 184 154 169
10E-06M 458 494 476
30E-06M 651 59.1  62.1
10E-06M 790 791  79.0

% InNRIBon of Control Specitc Binging

Figure S14. 4-HO-TMT iodide on 5-HT,, (agonist radioligand)
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Compound I.D. Client Compound 1.D. 1Cs0(M) Ki(M) nH Test % Inhibition of Con- Flags
Concen- trol Specific Binding
tration 9t 2nd  Mean 15t  2nd
5-HT,g(h) (agonist radioligand)
100051748-1 CT2001PRO1 > 1.0E-05 n/a n/a 30E-09M 86 -15 36
1C50 > 1.0E.08 10E-08M 16 -13.0 -57
T T 1 30E-08M 80 1.0 45
1.0E-07M 110 -52 29
22 30E-07M 123 -1.0 56
§ . 10E-06M 137 6.7 10.2
Liw 30E-06M 287 200 243
e 10E-05M 455 474 465
% x
§
g
£
L
v v
¥
. - 7.0 65 40 45
Log CT2001PRO1 (M)
Figure S15. 4-AcO-TMT iodide on 5-HT,s (agonist radioligand)
100051748-2 CT2001AMO1 2.4E-07 M 1.2E-07 M 1.1 3.0E-09M -35 -7.9 57
10E-08M 36 1.0 23
B3 30E-08M 174 -15 79
50 2487 10E-07M 269 142 206
3.0E-07M 539 507 523
10E-06M 77.9 742 760
30E-06M 89.2 891  89.1
10E-05M 882 919  90.1

« INN®0N of Control Specitc Binding

Log CT2001AMO1 (M)

Figure S16. 4-HO-TMT iodide on 5-HT,s (agonist radioligand)
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Compound I.D. Client Compound 1.D. 1Cs0(M) Ki(M) nH Test % Inhibition of Con- Flags
Concen- trol Specific Binding
tration 9t 2nd  Mean 15t  2nd
5-HT,c(h) (antagonist radioligand)
100051748-1 CT2001PRO1 N.C. n/a n/a 30E-09M 60 194 67
ICSON.C 1.0E-08M 43 125 84
T 1 ] ] 30E-08M 7.3 4.0 56
% 10E07TM 1.7 05 06
- 30E-07TM 45 29 3.7
& 10E-06M 12 69 41
; 30E06M 17 78 48
i, 1.0E-05M 137 207 172
-
g . v
! Y v vy v
1 v
- = Log f:":ﬂﬂw;;ll\l) » i
Figure S17. 4-AcO-TMT iodide on 5-HT3 (antagonist radioligand)
100051748-2 CT2001AMO1 > 1.0E-05 nla nla 30E-09M 26 261 144
1C50> 1.0E.05 1.0E-08M 51 58 5.5
I 30E-08M 94 94 9.4
10E07TM 16 51 33
30E-07M 35 126 81
1.0E-06M 192 230 211
30E-06M 253 254 253
1.0E-05M 505 531 518

% InnidiBon of Control Specic Binding

60 55 8 s

Log CT2001AMO1 (M)

Figure S18. 4-HO-TMT iodide on 5-HT; (antagonist radioligand)
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