S1: Analytical Test Summary
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'H NMR (500 MHz, METHANOL-ds) § 8.43 (s, 1H), 8.06 (s, 1H), 7.89-7.96 (m, 2H), 6.66-6.87 (m, 2H), 6.16-6.27 (m, 1H),
5.68-5.80 (m, 1H), 4.44-4.80 (m, 1H), 3.95 (s, 3H), 2.95-3.10 (m, 3H), 2.64-2.92 (m, 4H), 1.86 (s, 3H)




HPLC—purity, acidic conditions:
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HPLC—purity, basic conditions
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DSC; melting point:

B10-2008846 IotET43082-7-P1

. — i —
Enthalpy (normalized) 103 88 J/g

Onset x: 146.91 °C

Peak tefnperature: 148.45 °C
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BIO-2011057
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'H NMR (500 MHz, DMSO-ds) & ppm 1.76 (s, 3 H) 2.38 - 2.44 (m, 2 H) 2.86 (ddd, J=9.92, 7.17, 3.05 Hz, 2 H) 3.89 (s, 3 H)
4.14-425 (m, 1 H) 5.54 - 5.62 (m, 1 H) 6.04 - 6.09 (m, 1 H) 6.10 - 6.17 (m, 1 H) 6.81 (d, J=2.44 Hz, 1 H) 7.99 (s, 1 H) 8.00
(d, J=2.44 Hz, 1 H) 8.16 (s, 1 H) 8.43 (d, J=7.94 Hz, 1 H) 8.74 (s, 1 H)




HPLC—purity (base modifier):
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HPLC—purity (acid modifier):
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Optical purity:

IAD-H_MeOH_DEA_ 40
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BIO-2012384
'H-NMR:

'H-NMR:
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'H NMR (500 MHz, METHANOL-ds) & 8.50 (s, 1H), 8.11 (br s, 2H), 7.95 (d, /=2.44 Hz, 1H), 6.65-6.90 (m, 2H), 6.12-6.32
(m, 1H), 5.76 (br d, /=9.77 Hz, 1H), 4.45-4.78 (m, 1H), 2.95-3.14 (m, 3H), 2.66-2.95 (m, 4H), 1.89 (s, 3H)




HPLC—purity, acidic conditions:

03IMar2021_100490_346_TFA_02
03 ar2021_100480_348_TFA_02 2: Diode Auray
.70 _ 254
=3 18203 Range: 1078
- Area
Tinmee: Hiainht Area Area%
E 1.7024 1088918 18202.61 |e.a3T
D.De-1- 203z 5062 B7.54 045
3 2.1842 1838 3388 oaT
8.0e-13
T De 13
B.0e-1-
2 5.0e-1]
4.0e-13
3.08-1=
2.0e-1-
1.0e-1-
i 204 2.18
B
0.0 T T T T T — T T T T T T T T T
0.50 1.00 1.50 2.00 2.50 3.00 350 < 0D
03Mar2021_1004080_348_TFA_0D2 2: Diode Amay
170 _ 215
E 40121 Range: 2_.148
3 Area
r Time Height Area Area%h
183 1.7024 18884868 S0121.22 BE.33
20382 12428 220.32 D.55
i 2.1867 2485 falnl:lal [0 B ]
1.6
1.4
2 1.0
B.0e-1=
B.0e-1=
A.0e-1-
- 208
2.0e I-
0.0= T T T T T T T T T T T T T T T Time
050 1.0 1.50 2.00 2.50 3.00 3.50 .00




HPLC—purity, basic conditions:
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BIO-2059886
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"H NMR (500 MHz, DMSO-ds) & ppm 1.71 (s, 3 H) 1.76 - 1.85 (m, 1 H) 2.08 - 2.16 (m, 2 H) 2.19 (s, 3 H) 2.71 (ddd, J=9.31,
6.56,3.05 Hz, 2 H) 2.88 - 2.97 (m, 1 H) 3.89 (s, 3 H) 6.76 - 6.80 (m, 1 H) 7.96 - 8.01 (m, 2 H) 8.15 (s, 1 H) 8.71 (d, J=1.22
Hz, 1 H)




HPLC—purity (base modifier):
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HPLC—purity (acid modifier):
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Optical purity:



AD-H_MeOH_DEA_30
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S2: TACs for whole brain from all four PET measurements were assessed using kinetic
modelling both two-tissue compartment model (2TCM) and graphical analyses using Ichise
Multilinear Analysis MA1 (MAL1).
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The whole brain time-activity curve (TAC) for PET measurements on NHP1 under baseline
conditions was analyzed using the two-tissue compartment model (2TCM) for kinetic modeling.
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The whole brain time-activity curve (TAC) for PET measurements on NHP1 after pretreatment
conditions was analyzed using the two-tissue compartment model (2TCM) for kinetic modeling.
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The whole brain time-activity curve (TAC) for PET measurements on NHP1 under baseline
conditions was analyzed using the two-tissue compartment model (2TCM) for kinetic modeling.
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The whole brain time-activity curve (TAC) for PET measurements on NHP2 after pretreatment
conditions was analyzed using the two-tissue compartment model (2TCM) for kinetic modeling.
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The whole brain time-activity curve (TAC) for PET measurements on NHP1 under baseline
conditions was analyzed using the Multilinear Analysis MA1
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The whole brain time-activity curve (TAC) for PET measurements on NHP1 after pretreatment
conditions was analyzed using the Multilinear Analysis MA1
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The whole brain time-activity curve (TAC) for PET measurements on NHP2 under baseline
conditions was analyzed using the Multilinear Analysis MA1
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The whole brain time-activity curve (TAC) for PET measurements on NHP2 after pretreatment
conditions was analyzed using the Multilinear Analysis MA1




