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Suppl Figure 1- Concentration of plasma a-synuclein at baseline, 2 and 6-months treatment with A) 150mg and B) 300mg Nilotinib and at

follow up visit at 9 months. Bars are SD. * indicates p<0.05. N=5 for 150mg group and N=6 for 300mg group.
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Suppl Table 1- Serious Adverse Events (SAEs) requiring hospitalization in all participants.

system Organ Class/PreferredTerm Number of affected | Total number of | Number of affected Number of affected

partiipants N=12 events. participants in 150mg | participants in 300mg.

roup. N=7
[Cardiac disorders

Moderate cardiac ischemia
Myocardial Infarct
Infections and infestations.
Urinary tract infection

Pneumonia
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Suppl Table 2- Non-Serious Adverse Events in all participants throughout the study

System Organ Class/Preferred Term Number of afected | Total number of | Number of affected participants | Number of affected partiipants in
participants_N-12 events in 150me group . N=5. 300me group. N=7
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Suppl Table 3- A detailed list of QTc values throughout the study in the 150mg (top grid) and 300mg (bottom grid)
groups. Normal QTc was specified in the study protocol in the range of 350-450ms. EKG: electrocardiogram

150 mg
EKG QTc (Normal range per study protocol: 350-450 ms)
Screening [Baseline \Week-2 Week-4 Week-6 Week-8 Week-12 \Week-16 Week-20 (Week-24 Week-36
NILL an 18 a6 | an | a7 | am 428 408 an 219 219
NI 380 a1 a9 | a0 | a5 | a0 a2 435 416 429 429
NIL8 435 12 @9 | a% | a3 | as6 423 a4 a1 out 219
NIL-11 399 392 299 | an | 397 | a3 a7 398 an 410 420
Nt | a0 a2 2 | a6 | am | an a4 2 | 4w 423 a6 |
300 mg
EKG QTc (Normal range per study protocol: 350-450 ms)
screening |Baseline |Week-2 Week-4 Week-5 \Week-8 |Week-12 |Week-16 |Week-20 |Week-24_Week-36
N2 39 403 407 | 403 | 387 | aw0 404 a1 408 a1 414
NIL3 a1 396 a5 | w12 | a0 | aon a2 428 407 a1 a1
NIL6 410 a3 405 | 434 | a3 | am a4 240 242 432 432
NILS. 241 430 47 | 510 | out
NIL-12 431 435 3 | aa0 | a2 | amw a4 a2 434 a2 out
i1z 218 415 426 | 403 | a9 | a1z 433 12 420 242 388
NIL15. 428 240 as6 | aaa | a5 | as3 43 242 45 50 432
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Suppl Table 4- List of results of laboratory tests at baseline and after Nilotinib administration. At baseline, 3 participants had slightly below
normal range of ALT, 1 amylase and 1 LDL. A light increase above the normal range was recorded in WEC in 1 participant, 4 ALT, 1 amylase,
2 cholesterol, 1 HDL, 2 LDL and 3 triglyceride. Low density lipoprotein (LDL): high density lipoprotein (HDL), alanine aminotransferase
(ALT), aspartate aminotransferase (AST). white blood cells (WBC).

Number of events below Number of events above
Baseline (N=12) (<100%) normal range (N-12) (+100%) normal range (N-12)
Normal Range labTest  Slightly Slightly
lower higher  Number of events  Number of events in300  Number ofevents  Number of events
than  thon n150mggroup(N5)  mggroup(N=7)  in150me group (N=S) in300me group (N=7)
normal normal
s5-10k/uL wac o 1 o o o o
1217g/d  Hemoglobin  © o o o o o
36-52% Hematocrit o o o o o o
145-400K/ul Platelet o o o o o o
137-145mmol/L  Sodium o o o o o o
2545ma/dl Phosphate o o o o o o
84102mg/dl  Calcium o o o o o o
1623meg/dl  Magnesium o o o o o o
3-34units/L AT o o o o o 1
1541 units/L AT 3 4 3 o 1 2
0319meg/dl  TotalBilirubin O o o o 1 o
23-300units/L Lipase o o o o o o
30-110units/t  Amylase 1 1 o o o o
120-200mg/dL Total Cholesterol 0 2 o o o o
40-80ma/dL HOL o 1 o o o o
85-125 ma/dL 1oL 1 2 o o o o
50-150mg/dl  Trighceride O 3 o o o o
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Suppl Table 5- Concentration of CSF biomarkers at baseline 2 and 6-months Nilotinib treatment. Data are summarized as
meanzSD. Cerebrospinal fluid (CSF), a-synuclein (a-syn), Homovanillic Acid (HVA), B-Amyloid (AB), Neuron Specific Enolase
(NSE). (") is p<0.05 and (**) p<0.01.

CSF (150mg)

! . Nfrm Wilcoxon Pa‘t:fr' Nfrm Wilcoxon PREET o : ,
(pg/ml)
p-tau (181) 21%118 206+938 213+108 05 02188 02098 05 05 04152 03452 02188 01847
p-tau /Ttau 00760027 0.087+0021 0084:0015 02103 0.0313* 0.026* 04206 00938 00854 02738 02188 02334
AB42/ptau 306215 291%2167 282194 05 05 03304 03452 0.1563 0.1667 os 03125 03231
AB42 531% 408 522374 506+ 348 05 04063 03446 05 0.4063 0.2808 os 03125 03253
AB40 3473£1739 3448: 1774 3420+ 1569 05 04063 04442 04206 os 04446 os 0.4063 04784

AB42/AB40 015630069 015:007 015:005 05 04063 02766 04206 04063 02856 04206 02188 02527

CSF (300mg)

e Pared™:  warn aired
saseline  2mis  omis  Whitney WIouT test  Whiner piowr st MO Wilkoon PairedTiest
(N=5). (N=5). (N=6) Base VS ) ips DaseVS BaseVs o Base VS | mths 2 VS 6Mths  2VS 6mths.

toa/mi amihs amihs omths omths
WA 085023 154:081 19:088 01213 0155 0079 00183 00ABS O00IZ  Odszé 0325 03005
DM 55:46 34216 2218:077 02103 03125 02155 OO7E' 00625 0079 00866  00G2s  00dcs*
woyn 10395135 10720255 9ses2ie 04206 04063 0338 032 0096 0107 032 0096 01w
NSt 1141309 10101158 949:131 02026 00781 0078 Olsis 0046 009 02606 0109 00608
S1008 216511165 150a:1001 177821151 043 04375 0251 00756  oeas Oz 0zse2 0l 0w
Totoltw 26372 17598 25136595 01111 0093 00847 0273 0033 00061 0166 02188 01359
ptau(181) 195£731 17934578 186625 04686 03438 01343 03742 02188 01663 0.4686 02188 0.1508
ptau/Ttau 008%002 01:003 008%002 02103 00938 01074 04206 03125 02328 02738 02188 01502
ABa2 550£240 519£223 506£208 04091 02188 02433 04686 00781 01177 05 05 03839
ABa0 3584£1221 3172£805 3241:1126 02944 01094 00823 03496  0.0469°  0.0394° 0.4686 04219 03803

AB42/AB40 015:005 016005 01590049 02944 01563 01820 03496 03438 03453 04091 03438 03354




