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Figure S1. miRNAs targeting genes associated
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with innate and adaptive immunity are altered following nilotinib

treatment. Gene ontology analysis revealed 38 upregulated and and 55 downregulated miRNAs that target 476 genes

experimentally observed to be associated with immunological processes, including B and T cell receptor signaling,

inflammatory cytokine production, and innate immune cell crosstalk.
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Figure S2. ELISA concentrations inflammatory markers in the CSF following nilotinib treatment.

I T T
a = %
(o] ol v

1.6

1
a S
L} -

00+
00+

T T
o o
3 F a =

-
$0 (w/3d) 01-d1 ASD (u/3d) 4SOV ASD

400
300

1
=
=]
ol

800

I
=
-
A

(Jw/3d) g-11




Significantly Altered miRNAs

Neurodegenerative
Diseases
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Figure
nilotinib treatment. Gene ontology analysis revealed 39 upregulated and 48 downregulated miRNAs that target 268
genes experimentally observed to be associated with neurodegenerative diseases including AD, PD, ALS, and HD.
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Genes controlled by miRNAs

CD86 GNG2 IGF1R P2RX7 51008
CDK5R1 GNG3 IKBKG PAK1 SDHC
cuc GRIAL IL10 PGF SGK1
CPLX2 GRIA2 IL1B PIK3R6 SH3GL3
CREB1 GRIK2 IL1IR1 PLA2G2D SLC1A2
CREB3 GRIK3 L4 PLA2G6 SLC6AL
CREB3L1  GRIN3A KCNJ5 POLR2C SNAP25
CREB3L4  HAP1 KCNJ9 POLR2D sob3
CSFIR HDAC10 MAP2K7  POLR2E S0s1
CSNK1D  HDAC11 MAP3K10  POLR2J2/POLR2J3 STATL
CTsD HDAC4 MAPK15  POLR2K STX1B.
Cx3CL1 HLA-A MAPK3 PRKACA TAF9B
CxcLi2 HLA-C MAPK4 PRKAR1B TCERG1
DLG4 HLA-DOB MAPT PRKCA TGFB3
DNAJB1 HLA-DRB1 MFGE8 PRKCD TGFBR3
EGFR HLA-DRB5 MTOR PRKCE TLR6
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CoA GNB4 IKBKB PIK3CD PROK1
CNTF GNG10 118 PIK3CG PSEN2
CRP GNG12 1134 PIK3RS PSMA1
CSNK1E GNG5 IRAK3 PLA2G12B  PSMA4
CX3CR1 GOSR1 IRAK4 PLA2G12B  PSMB8
CXCL10 GPAA1 IRF7 PLA2G2A PSMC1
CXcLe GPX1 ITPR1 PLA2G2E PSMD6
cyes GRIA4 KCNJ3 PLA2G2F RELA
DNM1L GRIKS KCNJ6 PLA2G4C STX1A
FAS GRIN2B MAPK1 PLA2G4D SYK
FASLG GRINA MAPK13 PLA2G4F TGFBR2
GABBR2 GRM1 MAPK6 POLR2L TIRAP
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S3. miRNAs targeting genes associated with various neurodegenerative disorders are altered following



Table S1. Demographics and Adverse Events.

Patient ID Nil-HD-001 Nil-HD-002 Nil-HD-003 Nil-HD-004 Nil-HD-005 Nil-HD-006 Mean +/- SD
Age 62 47 [ 63 58 50 56.83 £6.74
Gender M F M F M M
Weight (kg) 84.1 58.7 65.3 82.9 82.13 97.1 78.37+£13.97
Height (cm) 177.3 171.8 178 158.9 178.2 176 172.58 £ 8.07
BMI 26.8 19.89 20.61 32.83 25.86 31.35 26.11£5.95
Race White White White White White White
Ethnicity Not Hispanic or Latino Hispanic or Latino Not Hispanic or Latino | Not Hispanic or Latino | Not Hispanic or Latino | Not Hispanic or Latino
Selective s.el"ct?u.nin Zoloft (Sertraline) - - - - Prozac (Fluoxetine)
reuptake
No. AEs (%) No. AEs (%) No. AEs (%) No. AEs (%) No. AEs (%) No. AEs (%) T“'“g:;]ffg/s)v B
o ) ) Obsessive compulsive
Psychiatric Disorders Irritability 1 (5.2%) disorder 1(5.2%) 2(10.5%)
Nen’fms System Headache 1 (5.2%) Headache 1 (5.2%) Headache 1 (5.2%) 3 (15.8%)
Disorders
Skin Disorders Folliculitis 2 (10.5%) 2(10.5%)
Dig;:it:;': di-‘;z“"" Stomach pain 1 (5.2%) 1(2.5%)
Respiratory Tract Sinus 1 (5.2%)
Disorders Ronny nose (5.2%) Flu | (5.2%) Flu 1 (5.2%) 4(21%)
Cold sore 1 (5.2%)
: . D. kin 2 (10.5% Moti ickness 1
General Disorders Fatigue 1 (5.2%) g ﬁsgm h ((5_2% 4 ) © "(I;SZI;) €35 7 (36.84%)
Allergies 1 (5.2%)
No. “fAE(i/:';" patient 4(21%) 4(21%) 2 (10.5%) 7 (36.84%) 0(0%) 2(10.5%) 19 (100%)
EKG QTec interval (ms)
Patient ID Screening Baseline 0.5 Month 1 Month 1.5 Month 2 Month 3 Month 4 Month
Nil-HD-001 440 426 438 417 435 427 424 415
Nil-HD-002 459 433 426 432 447 438 442 Remote visit
Nil-HD-003 389 400 400 410 Remote visit Remote visit 416 403
Nil-HD-004 414 425 413 Remote visit Remote visit Remote visit 431 428
Nil-HD-005 422 423 425 417 426 416 418 422
Nil-HD-006 403 402 407 384 408 410 408 388
Table S2. Exploratory Clinical Outcomes.
Baseline 3 Mths 4 Mths BSL Vs 3 Mths 3 Mths Vs 4 Mths
(Mean * SD) (Mean * SD) (Mean + SD) (p value) (p value)
MOCA 26.50 +2.74 25.83+3.0 284 +1.14 0.25 0.1563
Timed up and go 10.05+2.0 12.02 +2.38 10.25 + 1.64 0.1563 0.0781
TMT-B 120.2 +79.15 120 +74.69 116.2 +72.44 0.5 0.5
UHDRS-m (motor score) 28 +13.89 27.33 +13.63 28.33 £10.88 0.375 0.125
Apathy (Partner) 21.5+4.37 23+5.1 21.83+4.79 0.125 0.4531
Apathy (Participant) 23+3.69 2617 +2.32 2417 +2.4 0.1875 0.125
Irritability (Partner) 14.17 £4.79 15.83 +4.22 17.17 £4.12 0.3125 0.3281
Irritability (Participant) 15.17 + 8.04 17+£9.14 19 £ 6.03 0.375 0.4063




