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Appendix Figure S5, Pesämaa et al. 2023
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Significantly upregulated proteins in hiMGL Media and hCSF FTD-GRN

Gene Protein ID Function (uniprot.org)

FUCA1 P04066 Alpha-L-fucosidase is responsible for hydrolyzing the alpha-1,6-linked fucose joined to
the reducing-end N-acetylglucosamine of the carbohydrate moieties of glycoproteins.

Hydrolyzes the non-reducing end N-acetyl-D-hexosamine and/or sulfated N-acetyl-D-hexosamine
HEXB P07686 of glycoconjugates, such as the oligosaccharide moieties from proteins and neutral glycolipids, or from
certain mucopolysaccharides (PubMed:11707436, PubMed:9694901, PubMed:8672428, PubMed:8123671).

HLA-DRA P01903 An alpha chain of antigen-presenting major histocompatibility complex class Il (MVHCII) molecule.

NAGA P17050 Removes terminal alpha-N-acetylgalactosamine residues from glycolipids and glycopeptides.
Required for the breakdown of glycolipids.

FABP are thought to play a role in the intracellular transport of long-chain fatty acids
e FUEE and their acyl-CoA esters.

GPNMB Q14956 Could be a melanogenic enzyme.
DsC2 Q02487 Component of intercellular desmosome junctions.
QDPR P09417 Catalyzes the conversion of quinonoid dihydrobiopterin into tetrahydrobiopterin.
ADAM28 QOUKQ2 May play a role in the adhesive and proteolytic events that occur during lymphocyte emigration or

may function in ectodomain shedding of lymphocyte surface target proteins, such as FASL and CD40L.

Cell-surface receptor that plays a role in cell-cell interactions, cell adhesion and migration, helping them
CD44 P16070 to sense and respond to changes in the tissue microenvironment (PubMed:16541107,
PubMed:19703720, PubMed:22726066).

Self-ligand receptor of the signaling lymphocytic activation molecule (SLAM) family. In macrophages

CD84 QouIB8 enhances LPS-induced MAPK phosphorylation and NF-kappaB activation and modulates
LPS-induced cytokine secretion; involving ITSM 2 (By similarity).

MDH1 P40925 Plays essential roles in the malate-aspartate shuttle and the tricarboxylic acid cycle, important in
mitochondrial NADH supply for oxidative phosphorylation (PubMed:31538237).

Bifunctional enzyme that catalyzes the enolization of 2,3-diketo-5-methylthiopentyl-1-phosphate (DK-MTP-1-P)
ENOPH1 Q9UHY7 into the intermediate 2-hydroxy-3-keto-5-methylthiopentenyl-1-phosphate (HK-MTPenyl-1-P), which is then
dephosphorylated to form the acireductone 1,2-dihydroxy-3-keto-5-methylthiopentene (DHK-MTPene).

FUCA2 QUBTY?2 Alpha-L-fucosidase is responsible for hydrolyzing the alpha-1,6-linked fucose joined to the reducing-end
N-acetylglucosamine of the carbohydrate moieties of glycoproteins.

EPB41L3 Q9Y2J2 Tumor suppressor that inhibits cell proliferation and promotes apoptosis.

CHI3LA P36222 Carbohydrate-binding lectin with a preference for chitin. Has no chitinase activity. May play a role in
tissue remodeling and in the capacity of cells to respond to and cope with changes in their environment.

MILR1 Q7Z6M3 Immunoglobulin-like receptor which plays an inhibitory role in degranulation of mast cells.

LDHB P0O7195 Interconverts simultaneously and stereospecifically pyruvate and lactate with concomitant
interconversion of NADH and NAD+.

Adenosine deaminase that may contribute to the degradation of extracellular adenosine,
ADA2 QINZK5 o -
a signaling molecule that controls a variety of cellular responses.

TPM1;TPM2; P06753;P07951; - - ’
TPM3.TPM4 P09493.P67936 Binds to actin filaments in muscle and non-muscle cells.
GDH P31150 Regulates the GDP/GTP exchange reaction of most Rab proteins by inhibiting the dissociation of
GDP from them, and the subsequent binding of GTP to them.
HAGH Q16775 Thiolesterase that catalyzes the hydrolysis of S-D-lactoyl-glutathione to form glutathione and D-lactic acid.

Bifunctional zinc metalloenzyme that comprises both epoxide hydrolase (EH) and aminopeptidase activities.
LTA4H P09960 Acts as an EH to catalyze the conversion of LTA4 to the pro-inflammatory mediator leukotriene B4 (LTB4)
(PubMed:11917124, PubMed:12207002, PubMed:15078870, PubMed:18804029, PubMed:1897988,
PubMed: 1975494, PubMed:2244921).

Involved in the synthesis of the GDP-mannose and dolichol-phosphate-mannose required
MPI P34949 5 s
for a number of critical mannosyl transfer reactions.

CAPG P40121 Calcium-sensitive protein which reversibly blocks the barbed ends of actin filaments but
does not sever preformed actin filaments. May play an important role in macrophage function.

CBR1 P16152 NADPH-dependent reductase with broad substrate specificity.




image3.emf
A

PAM

sgRNA target sequence

cc

Exon 2

tgatgcgggtctctaccagtgccagagce

| INNNNE | IS | IS | (S— ) S— ) S— | S— | i— | — — —

gagagacacgtgaag. ..

Exon 4

| IS | IS | S ) SU— ) S—

WT sequence

Pro His Asp Ala Gly Leu Tyr GIn Cys GIn Ser .. Glu Arg His Val Lys Reading frame WT
ko
( T TG G
S
AN AN A\ N\
[\/\ H/\ ‘“\/\” B C
Skl BATAA
—— 1.5+ 150
G
A —
AVARYATATA mUATAT <E 3
AAAR VAR Z; -cp
% 1.0- OEJ = 100
it
N - c O
= E Sz
- £ w o
Y c
*kkk -
w kkk
0.0- 0-
E ®
= GSA-rs9471523
[ . . T B
G [N 5
[&]
= N
< > | R
ANAAN & VAN
\ \ E AAVNAA
v
ol e R T T A [R]C ¢
X
[N
m A
) n N n [\
P_f AYATAYA AAVNATA
-32 kb +901 kb
Gene ID Sequence L T Location Location Description [l
q Position Count  Score Score P detected
TREM2 gRNA ACTGGTAGAGACCCGCATCATGG
TREM2 CFDOT1 ACTGGTAGAGACCTGAAAAAGGG 4 0.002 0.210 2:74495899:74496421:-1 intergenic:TTC31-LBX2 None
TREM2 CFDOT2 ACTGGTAGAAAACCACAGCATGG 4 0.032 0.209 8:117315826:117316348:1 intergenic:SNORA31-MED30 None
TREM2 CFDOT3 ACGGGGAGAGAACCACATCAAGG 4 0.118 0.192 8:73680166:73680688:1 intergenic:RP11-463D19.1-STAU2/RP11-463D19.2 None
TREM2 MITOT 1 ACAGGTACAAAACCGCATCATGG 4 0.639 0.293 X:33061394:33061916:-1 intron:DMD None
TREM2 MITOT 2 TCTGTGAGAGACCCGCATCTGGG 4 0.422 0.103 7:27943174:27943696:-1 intron:JAZF1 None
intergenic:PDZRN3/CTD-2006M22.2/PDZRN3-AS1-RP11-
TREM2 MITOT3 CATGGTAAAGACCCTCATCATGG 4 0.403 0.089 3:73654765:73655287:1 None
TREM2 MIT OT 4 ACTGGCAGAGACCCGCTTCCTGG 3 0.306 0.028 20:35899369:35899891:-1 exon:PHF20 None
TREM2 MITOT5 AATGGAAGAGACCAGCATCATGG Ltk 3 0.268 0.221 13:77120497:77121019:-1 intergenic:MYCBP2/MYCBP2-AS1-MYCBP2 None
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-32 kb +901 kb

GSA-rs9471523

Gene ID Sequence

Mismatch

Position

Mismatch

Count

MIT 

Score

CFD 

Score

Location Location Description

Indels

detected

TREM2 gRNA ACTGGTAGAGACCCGCATCATGG

TREM2 CFD OT 1 ACTGGTAGAGACCTGAAAAAGGG .............*.*.**. 4 0.002 0.210 2:74495899:74496421:-1 intergenic:TTC31-LBX2 None

TREM2 CFD OT 2 ACTGGTAGAAAACCACAGCATGG .........*.*..*..*.. 4 0.032 0.209 8:117315826:117316348:1 intergenic:SNORA31-MED30 None

TREM2 CFD OT 3 ACGGGGAGAGAACCACATCAAGG ..*..*.....*..*..... 4 0.118 0.192 8:73680166:73680688:1 intergenic:RP11-463D19.1-STAU2/RP11-463D19.2 None

TREM2 MIT OT 1 ACAGGTACAAAACCGCATCATGG ..*....*.*.*........ 4 0.639 0.293 X:33061394:33061916:-1 intron:DMD None

TREM2 MIT OT 2 TCTGTGAGAGACCCGCATCTGGG *...**.............* 4 0.422 0.103 7:27943174:27943696:-1 intron:JAZF1 None

TREM2 MIT OT 3 CATGGTAAAGACCCTCATCATGG **.....*......*..... 4 0.403 0.089 3:73654765:73655287:1

intergenic:PDZRN3/CTD-2006M22.2/PDZRN3-AS1-RP11-

20B7.1 None

TREM2 MIT OT 4 ACTGGCAGAGACCCGCTTCCTGG .....*..........*..* 3 0.306 0.028 20:35899369:35899891:-1 exon:PHF20 None

TREM2 MIT OT 5 AATGGAAGAGACCAGCATCATGG .*...*.......*...... 3 0.268 0.221 13:77120497:77121019:-1 intergenic:MYCBP2/MYCBP2-AS1-MYCBP2 None
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