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BRER E3 ubiquitin-protein ligase that acts as a key epigenetic regulator by bridging DNA methylation and chro
matin modification (PubMed:10646863, PubMed:15009091, PubMed:19056828, PubMed:23022729, PubM
ed:24013172, PubMed:27595565, PubMed:30104358, PubMed:30392929, PubMed:30392931, PubMed:39
607687). Plays a key role in DNA methylation inheritance by promoting recruitment of DNMT1 to hemime
thylated DNA and ensure faithful propagation of the DNA methylation patterns through DNA replication (P
ubMed:23022729, PubMed:24013172, PubMed:27595565, PubMed:30104358, PubMed:30392929, PubMe
d:30392931, PubMed:39607687). Acts both as a histone reader and writer: specifically recognizes and bin
ds (1) hemimethylated DNA at replication forks and (2) histone H3 trimethylated at 'Lys-9' and unmethyla
ted at 'Arg-2' (H3K9me3 and H3R2meO, respectively), thereby activating its E3 ubiquitin-protein ligase ac
tivity (PubMed:15361834, PubMed:17673620, PubMed:17967883, PubMed:18772889, PubMed:21745816,
PubMed:21777816, PubMed:22100450, PubMed:22837395, PubMed:23022729, PubMed:27595565, PubM
e€d:30104358). UHRF1 then mediates histone H3 'Lys-18' monoubiquitination (H3K18ub), a docking site fo
r DNMT1, leading to DNMT1 recruitment and replication-coupled DNA methylation maintenance (PubMed:
27595565). Also mediates histone H3 'Lys-14' and 'Lys-23' ubiquitination (H3K14ub and H3K23ub) at low
er level (PubMed:24013172, PubMed:27595565). Histone ubiquitin ligase activity also stimulates the met
hyltransferase activity of SUV39H1 and/or SUV39H2, promoting accumulation of H3K9me3 histone mark t
o reinformce heterochromatin state (PubMed:39631394). Enriched in pericentric heterochromatin where i
t recruits different chromatin modifiers required for this chromatin replication. Also localizes to euchromat
ic regions where it negatively regulates transcription possibly by impacting DNA methylation and histone
modifications (PubMed:21777816). Plays a role in DNA repair by cooperating with UHRF2 to ensure recrui
tment of FANCD2 to interstrand cross-links (ICLs) leading to FANCD?2 activation (PubMed:30335751). Also
ubiquitinates non-histone proteins, such as histone H3, KIF11 and PML (PubMed:22945642, PubMed:3772
8657). Acts as a critical player of proper spindle architecture by catalyzing the 'Lys-63'-linked ubiquitinati
on of KIF11, thereby controlling KIF11 localization on the spindle (PubMed:37728657) E3 ubiquitin-protein
ligase that acts as a key epigenetic regulator by bridging DNA methylation and chromatin modification. PI
ays a key role in DNA methylation inheritance by promoting recruitment of DNMT1 to hemimethylated DN
A and ensure faithful propagation of the DNA methylation patterns through DNA replication. Acts both as
a histone reader and writer: specifically recognizes and binds (1) hemimethylated DNA at replication fork
s and (2) histone H3 trimethylated at 'Lys-9' and unmethylated at 'Arg-2' (H3K9me3 and H3R2meO, respe
ctively), thereby activating its E3 ubiquitin-protein ligase activity. UHRF1 then mediates histone H3 'Lys-1
8' monoubiquitination (H3K18ub), a docking site for DNMT1, leading to DNMT1 recruitment and replicatio
n-coupled DNA methylation maintenance. Also mediates histone H3 'Lys-14' and 'Lys-23' ubiquitination (H
3K14ub and H3K23ub) at lower level. Histone ubiquitin ligase activity also stimulates the methyltransfera
se activity of SUV39H1 and/or SUV39H2, promoting accumulation of H3K9me3 histone mark to reinformc
e heterochromatin state. Enriched in pericentric heterochromatin where it recruits different chromatin mo
difiers required for this chromatin replication. Also localizes to euchromatic regions where it negatively re
gulates transcription possibly by impacting DNA methylation and histone modifications. Plays a role in DN
A repair by cooperating with UHRF2 to ensure recruitment of FANCD?2 to interstrand cross-links (ICLs) lead
ing to FANCD2 activation. Also ubiquitinates non-histone proteins, such as histone H3, KIF11 and PML. Act
s as a critical player of proper spindle architecture by catalyzing the 'Lys-63'-linked ubiquitination of KIF1
1, thereby controlling KIF11 localization on the spindle

ZRHID 29128

EE% UHRF1, Uhrfl

Swiss Q96T88 (https://www.uniprot.org/uniprotkb/Q96T88/entry), Q7TPK1 (https://www.uniprot.org/uniprotkb/Q7
TPK1/entry)

A% UHRF1 (YD11506),UHRF1 (YD11506) Rabbit mAb,UHRF1,Inverted CCAAT box-binding protein of 90 kDa,N

uclear zinc finger protein Np95,RING finger protein 106, Transcription factor ICBP90,Ubiquitin-like PHD and
RING finger domain-containing protein 1
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