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|Function

Names & Taxonomy
Subcellular Location
Disease & Variants
PTM/Processing
Expression
Interaction
Structure

Family & Domains

Sequence & Isoforms

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

UniProtKB ~ Advanced | List

faP17948 - VGFR1_HUMAN

Protein' Amino acids

Vascular endothelial growth factor receptor 1 1338

Gene'l Protein existence'

FLT1 Evidence at protein level
Status’ Annotation score’

% UniProtKB reviewed (Swiss-Prot) @

Organism!

Homo sapiens (Human)

Entry Feature viewer Publications External links History

BLAST Align . Download + ¢ Add Addapublication Entry feedback

x
Similar Proteins §
. N °
Function’ $
Tyrosine-protein kinase that acts as a cell-surface receptor for VEGFA, VEGFB and PGF, and plays an essential role in the development of embryonic =B
vasculature, the regulation of angiogenesis, cell survival, cell migration, macrophage function, chemotaxis, and cancer cell invasion. Acts as a positive
regulator of postnatal retinal hyaloid vessel regression (Ref.11). May play an essential role as a negative regulator of embryonic angiogenesis by inhibiting
excessive proliferation of endothelial cells. Can promote endothelial cell proliferation, survival and angiogenesis in adulthood. Its function in promoting cell
proliferation seems to be cell-type specific. Promotes PGF-mediated proliferation of endothelial cells, proliferation of some types of cancer cells, but does
not promote proliferation of normal fibroblasts (in vitro). Has very high affinity for VEGFA and relatively low protein kinase activity; may function as a
negative regulator of VEGFA signaling by limiting the amount of free VEGFA and preventing its binding to KDR. Modulates KDR signaling by forming
heterodimers with KDR. Ligand binding leads to the activation of several signaling cascades. Activation of PLCG leads to the production of the cellular
signaling molecules diacylglycerol and inositol 1,4,5-trisphosphate and the activation of protein kinase C. Mediates phosphorylation of PIK3R1, the
regulatory subunit of phosphatidylinositol 3-kinase, leading to activation of phosphatidylinositol kinase and the downstream signaling pathway. Mediates
activation of MAPK1/ERK2, MAPK3/ERK1 and the MAP kinase signaling pathway, as well as of the AKT1 signaling pathway. Phosphorylates SRC and YES1,
and may also phosphorylate CBL. Promotes phosphorylation of AKT1 at 'Ser-473' Promotes phosphorylation of PTK2/FAK1 (PubMed:16685275).
Isoform 1
Phosphorylates PLCG.
Isoform 2
May function as decoy receptor for VEGFA.
Isoform 3 E
May function as decoy receptor for VEGFA.
Isoform 4
May function as decoy receptor for VEGFA.
Isoform 7
Has a truncated kinase domain; it increases phosphorylation of SRC at 'Tyr-418' by unknown means and promotes tumor cell invasion.
Catalytic activity
ATP + L-tyrosyl-[protein] = ADP + H* + O-phospho-L-tyrosyl-[protein] [ PROSITE-ProRule Annotation | [ 5 Publications |
EC:2.7.10.1(UniProtKB | ENZYME [ |Rhea )
Source: Rhea 10596 [2
v View Rhea reaction
Activity regulation
Present in an inactive conformation in the absence of bound ligand. Binding of VEGFA, VEGFB or PGF leads to dimerization and activation by
autophosphorylation on tyrosine residues.
Features
Showing features for site’, binding site’, active site’.
2
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TYPE ID POSITION(S) DESCRIPTION
--Select-- ¥
>
https://www.uniprot.org/uniprotkb/P17948/entry#function 11
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2/28/23, 9:30 AM FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

. ¢ ...
niProt UniProtKB Advanced | List [ECeN
(X

|Function Entry Feature viewer Publications External links History

Names & Taxonomy

TYPE ID POSITION(S) DESCRIPTION
Subcellular Location
--Select--

Disease & Variants

> Site 767-768 Cleavage; by PSEN1

PTM/Processing

» Binding site 833-841 ATP (UniProtKB | ChEBILZ ) (¥ PROSITE-ProRule Annotation | BLAST ¢ Add
Expression
» Bindingsite 861 ATP (UniProtKB | ChEBI L% )
Interaction > Activessite 1022 Proton acceptor [ PROSITE-ProRule Annotation|
Family & Domains GO annotations’ 3
Slimming set: §
Sequence & Isoforms 8 set: @
. . generic v -]
Similar Proteins
&
ol
&e_‘;q*(@”
'o'°°\\\>‘b’° Sy
& S
o QL . PR
& 8 S
& SN
S~ PSS
| a
»
Cell color indicative of number of GO terms
ASPECT TERM
Cellular Component actin cytoskeleton [7
Cellular Component d = Source:UniProtKB-SubCell |
Cellular Component extracellular space [
Cellular Component focal adhesion 7 [ source:UniProtks| [ 1 Publication|
Cellular Component plasma membrane [Z [ source:niprotks| (™ 1 Publication|
Cellular Component receptor complex [ || Source:MGl | | N1 publication
Molecular Function ATP binding [Z
Molecular Function growth factor binding [7 [I Source:UniProtkB | [I 5 Publications |
Molecular Function placental growth factor receptor activity (7 [ L} Source:UniProlKBJ [I 1 Pubncation]
Molecular Function transmembrane receptor protein tyrosine kinase activity [ [ Source:GO_Central| [ LET Pub\ication}
Molecular Function vascular endothelial growth factor receptor activity [Z [ source:uniprotks | (X 3 Publications |
Expand table
Complete GO annotation on QuickGO [
Keywords'
Molecular function
#Developmental protein
#Kinase
#Receptor
#Transferase
#Tyrosine-protein kinase
Biological process
#Angiogenesis
#Chemotaxis
#Differentiation
Ligand
#ATP-binding
#Nucleotide-binding
Enzyme and pathway databases
BRENDA SIGNOR
2.7.10.14 2681 P17948 4
PathwayCommons SignalLink
P17948 17 P17948 2
Reactome ENZYME
R-HSA-194306 [4 Neurophilin interactions with VEGF and VEGFR Search...[7
R-HSA-195399 [Z VEGF binds to VEGFR leading to receptor dimerization
o T 3
https://www.uniprot.org/uniprotkb/P17948/entry#function 11
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2/28/23, 9:21 AM

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

UniProtKB ~

Function Entry Feature viewer, Publications External links History
Names & Taxonomy
Subcellular Location .

Names & Taxonomy'

Disease & Variants

PTM/Processing

Protein names’

Recommended name

Expression Vascular endothelial growth factor receptor 1
Interaction EC number

EC:2.7.10.1 (UniProtKB | ENZYME [4 |Rhea[4 )
Structure

Family & Domains
Sequence & Isoforms

Similar Proteins

Short names
VEGFR-1

Alternative names

Fms-like tyrosine kinase 1 (FLT-1)
Tyrosine-protein kinase FRT
Tyrosine-protein kinase receptor FLT (FLT)
Vascular permeability factor receptor

Gene names’

Name
FLT1

Synonyms
FLT, FRT, VEGFR1

Organism names

Organism’
Homo sapiens (Human)

Taxonomic identifier’
9606 NCBI [Z

Taxonomic lineage'

Advanced | List

cellular organisms > Eukaryota (eucaryotes) > Opisthokonta > Metazoa (metazoans) > Eumetazoa > Bilateria > Deuterostomia > Chordata (chordates) > Craniata >

Vertebrata (vertebrates) > Gnathostomata (jawed vertebrates) > Teleostomi > Euteleostomi (bony vertebrates) > Sarcopterygii > Dipnotetrapodomorpha > Tetrapoda
(tetrapods) > Amniota (amniotes) > Mammalia (mammals) > Theria > Eutheria (placentals) > Boreoeutheria > Euarchontoglires > Primates > Haplorrhini > Simiiformes >

Catarrhini > Hominoidea (apes) > Hominidae (great apes) > Homininae > Homo

Accessions

Primary accession
P17948

Secondary accessions
A3E342
A3E344
A8BKA71
BOLPF1
B2BF46

More accessions

Proteomes’

Identifier
UP000005640

Component!

Chromosome 13

Organism-specific databases

HGNC
HGNC:3763 4 FLT1

MIM
1650707 gene

Subcellular Location’

GO Annotation

UniProt Annotation

VEuPathDB
HostDB:ENSG00000102755 [4

neXtProt
NX_P17948 [4

Isoform 1

Q Cell membrane ; Single-pass type | membrane protein
Q Endosome

ﬂ Feedback

https://www.uniprot.org/uniprotkb/P17948/entry#names_and_taxonomy 11
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2/28/23, 9:31 AM FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

o !
niProt UniProtKB ~ Advanced | List RN
(X4

Function Entry Feature viewer Publications External links History

Names & Taxonomy -
MIM neXtProt

|Subcellular Location 165070 £ gene NX_P17948[%

Disease & Variants

PTM/Processin; 0 i
¢ Subcellular Location
Expression
INceraction UniProt Annotation GO Annotation
Structure
Isoform 1
Family & Domains Q Cell membrane; Single-pass type | membrane protein E
b1
Sequence & Isoforms 9 Endosome ﬁ
Note: Autophosphorylation promotes ubiquitination and endocytosis. =
Similar Proteins
Isoform 2
Q Secreted
Isoform 3
Secreted
Isoform 4
Secreted
e
e Isoform 5
Q Cytoplasm
Isoform 6
Cytoplasm
Isoform 7
Cytoplasm
Features E
Showing features for topological domain’, transmembrane'.
Q & & &
1' 1(')0 260 3(')0 460 5(')0 660 7(')0 E(‘JO 9(')0
TYPE ID POSITION(S) DESCRIPTION
--Select -- v
» Topological domain 27-758 Extracellular BLAST i Add
» Transmembrane 759-780 Helical BLAST & Add
» Topological domain 781-1338 Cytoplasmic BLAST i Add
Keywords'
Cellular component
#Cell membrane
#Cytoplasm
#Endosome
#Membrane
#Secreted
Disease & Variants'
Involvement in disease’
No disease ID v
»
https://www.uniprot.org/uniprotkb/P17948/entry#subcellular_location 11
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2/28/23, 9:36 AM

Function

Names & Taxonomy
Subcellular Location
|Disease & Variants
PTM/Processing
Expression
Interaction
Structure

Family & Domains
Sequence & Isoforms

Similar Proteins

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

Advanced | List

UniProtKB ~

Entry.

#Viemprane
#Secreted

Feature viewer

Disease & Variants'
Involvement in disease'

No disease ID

Note

Publications

External links History

Can contribute to cancer cell survival, proliferation, migration, and invasion, and tumor angiogenesis and metastasis. May contribute to cancer pathogenesis by

promoting inflammatory responses and recruitment of tumor-infiltrating macrophages

No disease ID

Note

Abnormally high expression of soluble isoforms (isoform 2, isoform 3 or isoform 4) may be a cause of preeclampsia

Features

Showing features for mutagenesis'.

! Feedback

Q @ & &2
1' 160 2('10 3('10 4(')0 560 S(I)D 760 BIIJO 960 1 ‘DIOD
| | |
TYPE ID POSITION(S) DESCRIPTION
--Select-- ¥
» Mutagenesis 767 Abolishes proteolytic cleavage by PSEN1.
» Mutagenesis 861 Abolishes enzyme activity. Abolishes interaction with PLCG. [ 1 publication
» Mutagenesis 914 Reduces phosphorylation at other tyrosine residues.
P> Mutagenesis 1050 Strongly increases kinase activity. Increases activity in promoting proliferation of endothelial cells. ! 1 Publication
» Mutagenesis 1169 Loss of phosphorylation site. Abolishes interaction with PLCG.
» Mutagenesis 1213 Loss of phosphorylation site. Abolishes interaction with PIK3R1. [ 1 publication E
» Mutagenesis 1242 Loss of phosphorylation site.
» Mutagenesis 1327 Loss of phosphorylation site. [ 1 publication |
» Mutagenesis 1333 Loss of phosphorylation site. Abolishes interaction with CBL.
Variants
Q Q @\G 1' 160 200 360 460 500 600 760 860 960 1.0'00

Filter Consequence

Likely disease

Predicted consequence

Likely benign

Uncertain

Filter Provenance

UniProt reviewed
ClinVar reviewed

Large scale studies

VARIANT POSITION(S) CHANGE DESCRIPTION CLINICAL
ID(s) SIGNIFICANCE
CA6930939 -

15779796008

[[]

https://www.uniprot.org/uniprotkb/P17948/entry#disease_variants
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2/28/23, 9:38 AM

Function

Names & Taxonomy
Subcellular Location
|Disease & Variants
PTM/Processing
Expression
Interaction
Structure

Family & Domains
Sequence & Isoforms

Similar Proteins

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

UniProtKB ~

History

Advanced | List

[SCENGREL]

Entry Feature viewer Publications Externallinks
Variants
Q @ @ 1' 100 200

Filter Consequence

Likely disease

Predicted consequence
Likely benign

Uncertain

]
|

Filter Provenance

UniProt reviewed

ClinVar reviewed

Large scale studies

Lea TT<MIXDOMZOZTOAO® _ < >0

VARIANT
ID(S)
CA6930939

V>1
rs779796008
CA247658270

$>G
rs1047423171
CA247658269

Y>H
rs930219341
CA387694730

Y>S
rs1182975792

Organism-specific databases

DisGeNET
23217

MIM
165070 % gene

MalaCards
FLT1CZ

Chemistry

ChEMBL
CHEMBL1868 2

DrugBank

DB06626 [7 Axitinib

DB05932[4 Denibulin

DB10770[Z Foreskin fibroblast (neonatal)
DB12010[% Fostamatinib

DB06101[% IMC-1C11

More DrugBank links

Genetic variation databases

BioMuta
FLT1Z

DMDM
1438114744

PTM/Processing’

https://www.uniprot.org/uniprotkb/P17948/entry#disease_variants

Regeneron Pharmaceuticals, Inc.
Celltrion, Inc. v. Regeneron Pharmaceuticals, Inc.
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! Feedback

1

CLINICAL PROVENANCE
SIGNIFICANCE
ClinGen
EXAC
TOPMed
gnomAD
ClinGen
TOPMed
gnomAD
ClinGen
TOPMed
ClinGen
gnomAD
ClinGen
ClinVar -
OpenTargets
ENSG00000102755 [
Orphanet
2755554 Preeclampsia
PharmGKB
PA28180 4
DrugCentral
P17948 1%
GuidetoPHARMACOLOGY
181214
ClinGen
HGNC:3763 4
GenCC
HGNC:3763 4
»
7
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2/28/23, 12:04 PM FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

&%
niPro.t 3 Advanced | List
o
Function Entry Feature viewer Publications External links History
Names & Taxonomy . )
PTM/Processing’
Subcellular Location
Features

DiseaseSiVariants Showing features for signal’, chain’, disulfide bond’, glycosylation’, modified residue’, modified residue (large scale)'.

PTM/Processing

2
Qa & &
Expression
| 100 200 300 400 500 600 700 800 900
Interaction 1
|
Structure f 1 T 1 [ 11 11 f L 11T |
| | | | [
Family & Domains
TYPE ID POSITION(S) SOURCE DESCRIPTION -
Sequence & Isoforms
--Select -- A --Select-- ¥ =
Similar Proteins s
» Glycosylation 100 UniProt N-linked (GICNAC...) asparagine | M Sequence Analysis g
fing
» Disulfide bond 158-207 UniProt BLAST b Add ®|
» Glycosylation 164 UniProt N-linked (GIcNAc...) asparagine
» Glycosylation 196 UniProt N-linked (GIcNAc...) asparagine
» Glycosylation 251 UniProt N-linked (GIcNAc...) asparagine
> Disifdebond 252911 Unirot BUAST @ add
» Glycosylation 323 UniProt N-linked (GlcNAc...) asparagine
» Glycosylation 402 UniProt N-linked (GIcNAc...) asparagine
» Glycosylation 417 UniProt N-linked (GIcNAc...) asparagine

Expand table

Post-translational modification’
N-glycosylated.
Ubiquitinated after VEGFA-mediated autophosphorylation, leading to proteolytic degradation.

Autophosphorylated on tyrosine residues upon ligand binding. Autophosphorylation occurs in trans, i.e. one subunit of the dimeric receptor phosphorylates tyrosine residues
on the other subunit. Phosphorylation at Tyr-1169 is important for interaction with PLCG. Phosphorylation at Tyr-1213 is important for interaction with PIK3R1, PTPN11,
GRB2, and PLCG. Phosphorylation at Tyr-1333 is important for endocytosis and for interaction with CBL, NCK1 and CRK. Is probably dephosphorylated by PTPRB.

J5 publications

Keywords'

PTM

#Disulfide bond
#Glycoprotein
#Phosphoprotein
#Ubl conjugation

Proteomic databases

EPD ProteomicsDB
P17948 4 340307
7 5

MassIVE 5353004 [P17948-1]
P17948 4 5353104 [P17948-2]

5353207 [P17948-3]
RiaxQb 5353307 [P17948-4]
P17948 4 More ProteomicsDB links
PaxDb TS
P17948 4 lposT

P17948 %
PeptideAtlas
P17948 [4
PTM databases
GlyConnect PhosphoSitePlus

7714 5N-Linked glycans (6 sites)
GlyGen

P17948 [4 13 sites, 3 Asn glycans (4 sites), 5 N-linked glycans (6 sites)

Expression’
Tissue specificity’

P17948[4

iPTMnet
P17948 7

Detected in normal lung, but also in placenta, liver, kidney, heart and brain tissues. Specifically expressed in most of the vascular endothelial cells, and also expressed in
peripheral blood monocytes. Isoform 2 is strongly expressed in placenta. Isoform 3 is expressed in corneal epithelial cells (at protein level). Isoform 3 is expressed in vascular

https://www.uniprot.org/uniprotkb/P17948/entry#ptm_processing

Regeneron Pharmaceuticals, Inc.
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2/28/23, 12:13 PM

Function

Names & Taxonomy
Subcellular Location
Disease & Variants
PTM/Processing
Expression
|Interaction
Structure

Family & Domains
Sequence & Isoforms

Similar Proteins

UniProtKB ¥

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

Advanced | List

Entry. Feature viewer Publications External links History

Expression’

Tissue specificity’

Detected in normal lung, but also in placenta, liver, kidney, heart and brain tissues. Specifically expressed in most of the vascular endothelial cells, and also expressed in peripheral blood monocytes.
Isoform 2 is strongly expressed in placenta. Isoform 3 is expressed in corneal epithelial cells (at protein level). Isoform 3 is expressed in vascular smooth muscle cells (VSMC). [ 2 publications)
Induction’

Up-regulated in coculture of VSMC/endothelial cell (EC) or by direct exposure to VEGF of VSMC monoculture. Up-regulated from the second trimester of pregnancy to the term and in the placenta of
women with preeclampsia (PE). Up-regulated in monocytes exposed to bacterial lipopolysaccharide (LPS). (¥ 2 publications |

Gene expression databases

Bgee Genevisible
ENSG00000102755 4 Expressed in pericardium and 200 other tissues P17948 7 HS

ExpressionAtlas
P17948 [Z baseline and differential
Organism-specific databases

HPA
ENSG00000102755 [Z Tissue enriched (placenta)

Interaction’

Subunit’

Interacts with VEGFA, VEGFB and PGF. Monomer in the absence of bound VEGFA, VEGFB or PGF. Homodimer in the presence of bound VEGFA, VEGFB and PGF. Can also form a heterodimer with
KDR. Interacts (when tyrosine phosphorylated) with CBL, CRK, GRB2, NCK1, PIK3R1, PLCG, PSEN1 and PTPN11. Probably interacts also with PTPRB. Interacts with RACK1. Identified in a complex
with CBL and CD2AP. (¥ 16 publications |

Binary interactions’

P17948 has binary interactions with 7 proteins

Filter
Subcellular location Diseases
Select... v Select... v

z
£2zzz:5%
233522555
£25553223
e
§Eugdgit
VGFR1_HUMAN
PTPR]_HUMAN
PLGF_HUMAN
CRKL_HUMAN @
P85A_HUMAN
CBL_HUMAN
VEGFA_HUMAN
VEGFA_HUMAN (X ]
TYPE ENTRY 1 ENTRY 2 NUMBER OF EXPERIMENTS INTACT
--Select - v --Select - v
BINARY P17948 CBL P22681 2 EBI-1026718, EBI-518228 [
BINARY P17948 CRKL P46109 9 EBI-1026718,EBI-910 %
BINARY P17948 PGF P49763 2 EBI-1026718, EBI-1037633 [4
BINARY P17948 PIK3R1P27986 3 EBI-1026718, EBI-79464 [
BINARY P17948 PTPRJ Q12913 2 EBI-1026718, EBI-2264500 [2
BINARY P17948 VEGFA P15692 4 EBI-1026718, EBI-1026643 %
BINARY P17948 VEGFA P15692-4 3 EBI-1026718, EBI-1026691 %
BINARY P17948-2 HSPG2 PRO_0000391621 P98160 2 EBI-6530464, EBI-6896259 [7
BINARY P17948-2 HSPG2 PRO_0000391622 P98160 2 EBI-6530464, EBI-6896607 [

Expand table

Protein-protein interaction databases

BioGRID MINT

108609 [ 67 interactors P17948 12

pIP STRING

DIP-643N 7 9606.ENSP00000282397 4

IntAct
P179482 177 interactors

Chemistry

BindingDB
P17948 17

Structure’

i iewer has not been loaded on this device.

https://www.uniprot.org/uniprotkb/P17948/entry#expression
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2/28/23, 12:22 PM

[ 1)

Function

Names & Taxonomy
Subcellular Location
Disease & Variants
PTM/Processing
Expression
Interaction
Structure

Family & Domains
Sequence & Isoforms

Similar Proteins

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

UniProtKB v

Advanced | List

Entry Feature viewer Publications External links History
Family & Domains'
Features
Showing features for domain’, region’, compositional bias'.
Q | & &7
| 100 200 300 400 500 600 700 800
1
TYPE ID POSITION(S) DESCRIPTION
Domain v
]
38
» Domain 32-123 Ig-like C2-type 1 BLAST ¢ Add 8
w
¥ Domain 151-214 Ig-like C2-type 2 W @& b -]
Sequence: GRELVIPCRVTSPNITVTLKKFPLDTLIPDGKRIIWDSRKGFIISNATYKEIGLLTCEATVNGH
» Domain 230-327 Ig-like C2-type 3 LS
» Domain 335-421 Ig-like C2-type 4 BLAST ¢ Add
» Domain 428-553 Ig-like C2-type 5 BLASTRR G Add
» Domain 556-654 Ig-like C2-type 6 BLAST ¢ Add
» Domain 661-747 Ig-like C2-type 7 qvar & R
» Domain 827-1158 Protein kinase BLAST @ Add
Domain'
The second and third Ig-like C2-type (immunoglobulin-like) domains are sufficient for VEGFA binding.
Sequence similarities’ E
Belongs to the protein kinase superfamily. Tyr protein kinase family. CSF-1/PDGF receptor subfamily.
Keywords®
Domain
#lmmunoglobulin domain
#Repeat
#Signal
#Transmembrane
#Transmembrane helix
Phylogenomic databases
GeneTree PhylomeDB
ENSGT00940000158713 [4 P17948[2
HOGENOM TreeFam
CLU_000288_49_4 1[4 TF325768 [
InParanoid eggNOG
P17948[4 KOG0200 [ Eukaryota
OMA
TRNSGFT 2
Family and domain databases
Gene3D Pfam
2.60.40.10 [ 7 hits View protein in Pfam [4
PF07679[% I-set 2 hits
InterPro . )
View protein in InterPro [4 AR L; ig 1 hit .
IPRO07110[7 Ig-like_dom PF07714|'_; PK_Tyr_Ser-Thr 1 hl.t
IPRO36179 L7 Ig-like_dom_sf PF17988 [4 VEGFR-2_TMD 1 hit
IPRO13783 [ Ig-like_fold SMART .
.......... R .. .a -
11

https://www.uniprot.org/uniprotkb/P17948/entry#family_and_domains
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2/28/23, 12:25 PM

Function Entry Feature viewer Publications

Names & Taxonomy Domain

#1 lobuli i
Subcellular Location [eineslcLlinoman

#Repeat
Disease & Variants #Signal
#Transmembrane

EiRVBrocessing #Transmembrane helix

Expression
Phylogenomic databases
Interaction
GeneTree
Structure ENSGT00940000158713 [
HOGENOM

Family & Domains
CLU_000288_49 4 1[%

Sequence & Isoforms .
InParanoid

Similar Proteins P17948 4

OMA
TRNSGFT[4

Family and domain databases

Gene3D
2.60.40.10 £ 7 hits

InterPro

View protein in InterPro [4
IPRO07110 7 Ig-like_dom
IPR036179 [ Ig-like_dom_sf
IPRO13783 [ Ig-like_fold
IPRO13098 7 Ig_|-set

More InterPro links

PRINTS
PR0O1833 [4 VEGFRECEPTR1

PROSITE

View protein in PROSITE [£

PS50835 [4 I1G_LIKE 6 hits

PS00107 [ PROTEIN_KINASE_ATP 1 hit
PS50011[4 PROTEIN_KINASE_DOM 1 hit
PS00109 [4 PROTEIN_KINASE_TYR 1 hit
PS00240 [4 RECEPTOR_TYR_KIN_III 1 hit

Sequence & Isoforms'

BLAST 8 isoforms  Align 8 isoforms

Sequence status’
Complete

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

Advanced | List

History

PhylomeDB
P17948[%

TreeFam
TF325768 [4

eggNOG
KOG0200 [ Eukaryota

Pfam

View protein in Pfam [£
PF07679 4 I-set 2 hits
PF00047 [7 ig 1 hit

PF07714 [% PK_Tyr_Ser-Thr 1 hit
PF17988 [Z VEGFR-2_TMD 1 hit

SMART

View protein in SMART [
SM00409 [7 IG 7 hits
SM00408 [4 1Gc2 5 hits
SM00406 4 I1Gv 2 hits
SM00219 [ TyrKc 1 hit

SUPFAM
SSF48726 [4 Immunoglobulin 7 hits
SSF56112[4 Protein kinase-like (PK-like) 1 hit

MobiDB
Search...[4

ProtoNet
Search...[7

Sequence processing’
The displayed sequence is further processed into a mature
form.

This entry describes 8 isoforms’ produced by Alternative splicing. Additional isoforms seem to exist.

P17948-1

This isoform has been chosen as the canonical sequence. All positional information in this entry refers to it. This is also the
sequence that appears in the downloadable versions of the entry.

https://www.uniprot.org/uniprotkb/P17948/entry#family_and_domains
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2/28/23, 12:27 PM

Function

Names & Taxonomy
Subcellular Location
Disease & Variants
PTM/Processing
Expression
Interaction
Structure

Family & Domains
Sequence & Isoforms

Similar Proteins

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

UniProtKB ~ Advanced | List

Entry Feature viewer Publications External links History

View protein in PROSITE [{
PS50835 £ IG_LIKE 6 hits
PS00107 [Z PROTEIN_KINASE_ATP 1 hit

SSF48726 [4 Immunoglobulin 7 hits
SSF56112[4 Protein kinase-like (PK-like) 1 hit

PS50011 [ PROTEIN_KINASE_DOM 1 hit MobiDB ;
PS00109 [Z PROTEIN_KINASE_TYR 1 hit Search...[d
PS00240 [ RECEPTOR_TYR_KIN_III 1 hit ProtoNet
Search...[7
Sequence & Isoforms’
BLAST 8isoforms  Align 8 isoforms
Sequence status’ Sequence processing’
Complete The displayed sequence is further processed into a mature form.

This entry describes 8 isoforms’ produced by Alternative splicing. Additional isoforms seem to exist.

P17948-1

This isoform has been chosen as the canonical sequence. All positional information in this entry refers to it. This is also the sequence that appears in the
downloadable versions of the entry.

Name See also
1 sequence in UniParc or sequence clusters in UniRef
Synonyms
Flt1
Tools ¥ ¥, D load @ Add Highlight * Copy sequence
Length Last updated
1,338 2007-04-03 v2
Mass (Da) Checksum’
150,769 FF3381EEFAF0787C

10 20 30 40 50 60 70 80 90 100
MVSYWDTGVL LCALLSCLLL TGSSSGSKLK DPELSLKGTQ HIMQAGQTLH LQCRGEAAHK WSLPEMVSKE SERLSITKSA CGRNGKQFCS TLTLNTAQAN
110 120 130 140 150 160 170 180 190 200
HTGFYSCKYL AVPTSKKKET ESAIYIFISD TGRPFVEMYS EIPEIIHMTE GRELVIPCRV TSPNITVTLK KFPLDTLIPD GKRIIWDSRK GFIISNATYK
210 220 230 240 250 260 270 280 290 300
EIGLLTCEAT VNGHLYKTNY LTHRQTNTII DVQISTPRPV KLLRGHTLVL NCTATTPLNT RVQMTWSYPD EKNKRASVRR RIDQSNSHAN IFYSVLTIDK
310 320 330 340 350 360 370 380 390 400
MQNKDKGLYT CRVRSGPSFK SVNTSVHIYD KAFITVKHRK QQVLETVAGK RSYRLSMKVK AFPSPEVVWL KDGLPATEKS ARYLTRGYSL IIKDVTEEDA
410 420 430 440 450 460 470 480 490 500
GNYTILLSIK QSNVFKNLTA TLIVNVKPQI YEKAVSSFPD PALYPLGSRQ ILTCTAYGIP QPTIKWFWHP CNHNHSEARC DFCSNNEESF ILDADSNMGN

510 520 530 540 550 560 570 580 590 600
RIESITQRMA IIEGKNKMAS TLVVADSRIS GIYICIASNK VGTVGRNISF YITDVPNGFH VNLEKMPTEG EDLKLSCTVN KFLYRDVTWI LLRTVNNRTM

610 620 630 640 650 660 670 680 690 700
HYSISKQKMA ITKEHSITLN LTIMNVSLQD SGTYACRARN VYTGEEILQK KEITIRDQEA PYLLRNLSDH TVAISSSTTL DCHANGVPEP QITWFKNNHK

710 720 730 740 750 760 770 780 790 800
IQQEPGIILG PGSSTLFIER VTEEDEGVYH CKATNQKGSV ESSAYLTVQG TSDKSNLELI TLTCTCVAAT LFWLLLTLFI RKMKRSSSEI KTDYLSIIMD

810 820 830 840 850 860 870 880 890 900
PDEVPLDEQC ERLPYDASKW EFARERLKLG KSLGRGAFGK VVQASAFGIK KSPTCRTVAV KMLKEGATAS EYKALMTELK ILTHIGHHLN VVNLLGACTK

910 920 930 940 950 960 970 980 990 1000
QGGPLMVIVE YCKYGNLSNY LKSKRDLFFL NKDAALHMEP KKEKMEPGLE QGKKPRLDSV TSSESFASSG FQEDKSLSDV EEEEDSDGFY KEPITMEDLI
1010 1020 1030 1040 1050 1060 1070 1080 1090 1100
SYSFQVARGM EFLSSRKCIH RDLAARNILL SENNVVKICD FGLARDIYKN PDYVRKGDTR LPLKWMAPES TIFDKIYSTKS DVWSYGVLLW EIFSLGGSPY
1110 1120 1130 1140 1150 1160 1170 1180 1190 1200
PGVQMDEDFC SRLREGMRMR APEYSTPEIY QIMLDCWHRD PKERPRFAEL VEKLGDLLQA NVQQDGKDYI PINAILTGNS GFTYSTPAFS EDFFKESISA

1210 1220 1230 1240 1250 1260 1270 1280 1290 1300
PKFNSGSSDD  VRYVNAFKFM SLERIKTFEE LLPNATSMFD DYQGDSSTLL ASPMLKRFTW TDSKPKASLK IDLRVTSKSK ESGLSDVSRP SFCHSSCGHV

1310 1320 1330
SEGKRRFTYD HAELERKIAC CSPPPDYNSV VLYSTPPI

P17948-2
Name Differences from canonical
2 657-687: 657-687: DQEAPYLLRNLSDHTVAISSSTTLDCHANGY -
Synonyms GEHCNKKAVFSRISKFKSTRNDCTTQSNVKH

https://www.uniprot.org/uniprotkb/P17948/entry#sequences
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Names & Taxonomy
Subcellular Location
Disease & Variants
PTM/Processing
Expression
Interaction
Structure

Family & Domains
Sequence & Isoforms

Similar Proteins

FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

UniProtKB * Advanced | List

Entry Feature viewer Publications External links History

1210 1220 1230 1240 1250 1260 1270 1280 1290 1300
PKFNSGSSDD  VRYVNAFKFM SLERIKTFEE LLPNATSMFD DYQGDSSTLL ASPMLKRFTW TDSKPKASLK IDLRVTSKSK ESGLSDVSRP SFCHSSCGHV

1310 1320 1330
SEGKRRFTYD HAELERKIAC CSPPPDYNSV VLYSTPPI

P17948-2
Name Differences from canonical
2 657-687: 657-687: DQEAPYLLRNLSDHTVAISSSTTLDCHANGV -
Synonyms GEHCNKKAVFSRISKFKSTRNDCTTQSNVKH
sFit1 688-1338: 688-1338: Missing
See also

sequence in UniParc or sequence clusters in UniRef

x
[&]
©

3

P17948-3 8

w
Name Differences from canonical -
3 706-733: 706-733: GIILGPGSSTLFIERVTEEDEGVYHCKA -
Synonyms ELYTSTSPSSSSSSPLSSSSSSSSSSSS
sFit1-14 734-1338: 734-1338: Missing
See also

sequence in UniParc or sequence clusters in UniRef

P17948-4
Name Differences from canonical
4 518-541: 518-541: MASTLVVADSRISGIYICIASNKV -
See also LPPANSSFMLPPTSFSSNYFHFLP
sequence in UniParc or sequence clusters in UniRef 542-1338: 542-1338: Missing

P17948-5 E
Name See also

5 sequence in UniParc or sequence clusters in UniRef

Synonyms Differences from canonical

i15 1-782: 1-782: Missing
P17948-6

Name See also

6 sequence in UniParc or sequence clusters in UniRef

Synonyms Differences from canonical

i18 1-875: 1-875: Missing

P17948-7
Name See also
7 sequence in UniParc or sequence clusters in UniRef
Synonyms Differences from canonical
i21 1-995: 1-995: Missing

P17948-8
Name Differences from canonical
8 1-7:1-7:MVSYWDT > MNSDLLV
See also 8-984: 8-984: Missing

sequence in UniParc or sequence clusters in UniRef

Show sequence -

https://www.uniprot.org/uniprotkb/P17948/entry#sequences 11
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FLT1 - Vascular endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

Advanced | List

UniProtKB ~

Function Entry Feature viewer Publications External links History
Names & Taxonomy FLrogo-1
Name See also
Subcellular Location 7 sequence in UniParc or sequence clusters in UniRef
Disease & Variants Synonyms Differences from canonical
i21 1-995: 1-995: Missing

PTM/Processing

Expression
Interaction P17948-8

Name Differences from canonical
Structure

8 1-7:1-7:MVSYWDT > MNSDLLV
Seealso 8-984: 8-984: Missing

Family & Domains

sequence in UniParc or sequence clusters in UniRef
Sequence & Isoforms

Similar Proteins

Computationally mapped potential isoform sequences’

There are 3 potential isoforms mapped to this entry

u Feedback

Viewall
ntry Entry name Gene name Length

(J HY9N1E7 H9N1E7_HUMAN FLT1 433

()] HY9N1E8 H9N1E8_HUMAN FLT1 85

(J AOA1IW2PNW4 AOAIW2PNW4_HUMAN FLT1 665
Features
Showing features for alternative sequence’, sequence conflict’, compositional bias'.

Q& & A

r T T T T T T T T T

100 200 300 400 500 600 700 800 900
1
TYPE ID POSITION(S) DESCRIPTION
--Select -- v

» Alternative sequence VSP_047759 1-7 inisoform 8 BLAST & Add

> Alternative sequence VSP_041985 1-782 inisoform 5 BLAST 6 Add

»> Alternative sequence VSP_041984 1-875 inisoform 6 BLAST &b Add

» Alternative sequence VSP_041983 1-995 inisoform 7 BLAST & Add

> Alternative sequence VSP_047760 8-984 inisoform 8 BLAST 4 Add

» Sequence conflict 490 in Ref. 3; AAC16449

» Alternative sequence VSP_041929 518-541 inisoform 4 BLAST #¥ Add

» Alternative sequence VSP 041930 542-1338 inisoform 4 (M 1 Publication BLAST @ Add v
Keywords'
Coding sequence diversity
#Alternative splicing
Technical term
#3D-structure
#Direct protein sequencing
#Reference proteome
Sequence databases
CCDS RefSeq
CCDS53860.1[4 [P17948-3] NP_001153392.1 [ NM_001159920.1[% [P17948-2]
CCDS53861.1[4 [P17948-4] NP_001153502.1[f NM_001160030.1[% [P17948-3]
CCDS73556.1[4 [P17948-2] NP_001153503.1[Z NM_001160031.1 % [P17948-4]
CCDS9330.1[7 [P17948-1] NP_002010.2 [Z NM_002019.4[% [P17948-1]
PIR
A49636 [3 A49636

https://www.uniprot.org/uniprotkb/P17948/entry#sequences
Regeneron Pharmaceuticals, Inc.  Exhibit 2032 Page 13
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Function

Names & Taxonomy
Subcellular Location
Disease & Variants
PTM/Processing
Expression
Interaction
Structure

Family & Domains
Sequence & Isoforms

|Similar Proteins

FLT1 - Vascular

UniProtkB ~

endothelial growth factor receptor 1 - Homo sapiens (Human) | UniProtKB | UniProt

Advanced | List S

Entry  Featureviewer  Publications  Externallinks  History
» Sequence conflict 490 in Ref. 3; AAC16449 {I Curated
»> Alternative sequence VSP_041929 518-541 inisoform 4 [ 1 publication BLAST fy Add
> Alternative sequence VSP_041930 542-1338 inisoform 4 [ 1 publication BLAST ¢ Add <
Keywords'
Coding sequence diversity
#Alternative splicing
Technical term
#3D-structure
#Direct protein sequencing
#Reference proteome
Sequence databases
CCDS RefSeq
CCDS53860.17 [P17948-3] NP_001153392.1 4 NM_001159920.1 % [P17948-2]
CCDS53861.14 [P17948-4] NP_001153502.1 [ NM_001160030.1[% [P17948-3]
CCDS73556.114 [P17948-2] NP_001153503.1 2 NM_001160031.1 (2 [P17948-4]
CCDS9330.1[7 [P17948-1] NP_002010.2 4 NM_002019.4[7 [P17948-1]
PIR
A49636 [ A49636
5099824 509982
SEQUENCE PROTEIN MOLECULE TYPE STATUS
X51602 (EMBLLZ | GenBank 2 | DDBJZ ) CAA35946.1 (EMBLZ |GenBank [ | DDBJCZ ) mRNA
U01134 (EMBL[Z |GenBank [ |DDBJ %) AAC50060.1 (EMBLLZ | GenBank [ |DDBJIZ ) mRNA
AF063657 (EMBLEZ | GenBank [Z | DDBJIZ ) AAC16449.2 (EMBLIZ |GenBank [Z | DDBJ[Z ) mMRNA
EU826561 (EMBLLZ | GenBank[Z | DDBJCZ ) ACF47597.1 (EMBL[Z |GenBank[Z |DDBJ[Z ) mRNA
EU368830 (EMBLLZ |GenBank [ | DDBJ(Z ) ACA62948.1 (EMBLIZ |GenBank [ | DDBJIZ ) mMRNA
DQ836394 (EMBLLZ |GenBank [ |DDBJIZ ) ABI53803.1 (EMBL [ |GenBank[Z |DDBJ[Z ) mRNA
DQ836395 (EMBLLZ |GenBank 2 |DDBJLZ ) ABI53804.1 (EMBL 2 | GenBank (2 | DDBJ [ ) mMRNA
DQ836396 (EMBLLZ |GenBank[Z |DDBJZ ) ABI53805.1 (EMBL [ |GenBank[Z |DDBJ[Z ) mRNA
EF491868 (EMBL 2 | GenBank [ | DDBJ [ ) ABS32268.1 (EMBLLZ | GenBank 2 | DDBJZ ) mMRNA
EF491869 (EMBL[Z | GenBank[? |DDBJ[Z ) ABS32269.1 (EMBLZ | GenBank [Z | DDBJ[Z ) mRNA
EF491870 (EMBL % | GenBank [ | DDBJ % ) ABS32270.1 (EMBLLZ | GenBank 2 | DDBJ ) mMRNA
EU360600 (EMBLLZ |GenBank [ | DDBJCZ ) ACB05747.1 (EMBLZ | GenBank[Z | DDBJZ ) mRNA -

Genome annotation databases

Ensembl

Expand table

KEGG

ENST00000282397.9 [ ENSP00000282397.4 7 ENSG00000102755.12 [F [P17948-1]
ENST00000539099.1 [ ENSP00000442630.1 3 ENSG00000102755.12[F [P17948-4]
ENST00000541932.5 [7 ENSP00000437631.1 [ ENSG00000102755.12 [ [P17948-3]
ENST00000543394.2 [ ENSP00000437841.1 7 ENSG00000102755.12[F [P17948-8]
ENST00000615840.4 7 ENSP00000484039.1[Z ENSG00000102755.12[F [P17948-2]

GenelD
23210

Similar Proteins’

100% identity 90% identity 50% identity

P17948-1, P17948-5, P17948-6, and P17948-7
UniRef100_P17948

Protein name
receptor protein-tyrosine kinase
Vascular endothelial growth factor receptor 1
Vascular endothelial growth factor receptor 1
FLT1isoform 4
Protein kinase domain-containing protein
Vascular endothelial growth factor receptor 1
FLT1isoform 3

Show all (7) UniProtKB entries

P17948-8

UniRef100_AOA2I3TIG8

Protein name
Fms related receptor tyrosine kinase 1

Show all (1) UniProtKB entries

P17948-2, P17948-3, and P17948-4

No similar proteins at 100% identity for these isoforms.

hsa:2321 4

MANE-Select
ENST00000282397.9 L7 ENSP00000282397.4 [Z NM_002019.4Z NP_002010.2%

ucsc
uc001usb.4 2 human [P17948-1]

Organism Length
Homo sapiens (Human) 1338
Homo sapiens (Human) 433
Homo sapiens (Human) 85
Pan troglodytes (Chimpanzee) 433
Pan paniscus (Pygmy chimpanzee) (Bonobo) 433
Pan troglodytes (Chimpanzee) 85
Pan troglodytes (Chimpanzee) 85
Organism Length
Pan troglodytes (Chimpanzee) 361

https://www.uniprot.org/uniprotkb/P17948/entry#similar_proteins
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