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Hematopoietic PBX-interacting
protein mediafes

cartilage degeneration during the
pathogenesis

of osteoarthritis
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Hematopoietic PBX-interacting protein mediates
cartilage degeneration during the pathogenesis
of osteoarthritis
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Infroduction

» SXP (Osteoarthritis, BIROA) SHEEADE
DB —IRITM X DER. RIBEZEHREPINNFELT,
FEEHOSTHAEED, KNBOBNIAEZETEX DR
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HPIP 2 T2 ?

®» hematopoietic pre-B cell leukemia
transcription factor-interacting protein
(HPIP)
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» (HPIP/PBXIP1) mainly functions as a
modulator of cancer carcinogenesis
and progression
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Materials and Methods

®» Patients and specimens
» Mice

» ACLT surgery

» Cell culture

» HPI|P knockout chondrocytes

» RNA-sequencing analysis

» ChlP-sequencing assay

» Gene ontology (GO) and KEGG enrichment analysis
» Adeno-associated virus (AAV)

» Rotarod and hotplate analysis

» Pain measurement




Results

» Flevated HPIP levels in the cartilage of

OA patients
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Resulfs

» HPI|P deficiency impaired arficular
cartilage development
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Resulfs

» Ablation of HPIP prevents OA
development
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Resulfs

» Gene fransfer with HPIP-specific ShRNA
treats OA
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Results

» RNA-seq analysis of downstream genes
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Resulfs

» ChIP-seqg analysis of direct tfranscriptional

targets of HPIP
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Resulfs

= HPIP stimulates Wnt signaling by interacting

with LEF]
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» HPIP acetylates H3KS6ac af the promoters
of Wnt target genes
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Discussion

» Collectively, our findings demonstrated
that HPIP expression was increased in OA.
HPIP deficiency in mice impairs arficular
cartilage development and protects
against developing OA. An infra-artficular
injection of AAV carrying HPIP-shRNA in
vivo attenuated OA arficular cartilage
degradation when administered after

injury.




Discussion

» Mechanistically, we showed that HPIP
physically interacts with LEF1 to promote
transcription of Wnt target genes. HPIP
potentiates LEF1 transcriptional activity
and acetylates H3K56ac around Wnt
signaling target gene promoters, thus
suggesting that HPIP may be an
atfractive therapeutic target for treating
OA patients.




Discussion
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