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I. Abstract Body (up to 250 words)
Osteoarthritis (OA) is a growing problem for clinical and public health systems. Yet, there is no way to cure OA or prevent its progression, and there is no OA-specific pain medication. How OA develops and progresses to painful and debilitating disease is unclear, this question represents key gaps in our knowledge. A striking feature of OA is the dramatic increase in vascular endothelial growth factor (VEGF) levels and in new blood vessel formation in the joints, both of which correlate with painful OA severity3-8. Genomic studies revealed that vegf is one of the key genes that are strongly associated with OA progression in humans6. The present study investigated distinct role of VEGF receptors (VEGFR): activation of Flt1/VEGFR-1 is the major driver of joint pain transmission by plasticity of peripheral (sensory neurons) and central glial activation; Flk1/VEGFR-2 is primarily responsible for cartilage degeneration during the OA progression, thus, simultaneous inhibition of Flt1 and Flk1 by pazopanib (an FDA-approved small molecule anti-cancer drug) will act as an ideal OA disease-modifying drug with (i) immediate reduction of joint pain and (ii) gradually cartilage regeneration. Our results may take the field of OA research a giant step forward: in the short term, by increasing our mechanistic understanding of the causes and progression of OA, and by developing a novel strategy for treating OA and joint pain effectively and safely in our pre-clinical OA animal model; and, in the longer term, by providing a rationale for clinical trials to test pazopanib to treat OA patients.

II.  Image:
[image: image1.emf]FLT-1 (VEGFR-1) FLK-1 (VEGFR-2)

VEGF-B,  PlGF VEGF-A

OA risk factor (i.e., injury)

Cartilage 

degeneration

Joint Pain

Pazopanib

MMP13, ADAMTS, Runx2

TIMPs, aggrecan, COL2

VEGF, NGF

Ion channels

in DRGs

Spinal glial activity

VEGF-E

Inflammation

Fig. 1. Summary

ofstudyconcept.


III. Reference:
1. Walsh DA et al., Angiogenesis in the synovium and at the osteochondral junction in osteoarthritis. Osteoarthritis cartilage 2007;15(7):743-51. 

2. Murata M, et al., The potential role of VEGF in cartilage: how the angiogenic factor could be involved in the pathogenesis of osteoarthritis? Osteoarthritis cartilage 2008;16(3):279-86. 

3. Rodriguez-Fontenla C et al., 2013. Assessment of osteoarthritis candidate genes in a meta-analysis of 9 genome-wide association studies. Arthritis and rheumatism.

4. Pufe T, Petersen W, Tillmann B, Mentlein R. The splice variants VEGF121 and VEGF189 of the angiogenic peptide vascular endothelial growth factor are expressed in osteoarthritic cartilage. Arthritis Rheum 2001;44(5):1082-8. 

5. Im HJ, Kim JS, Li X, Kotwal N, Sumner DR, van Wijnen AJ, FJ, Yan D, Levine B, Henry JL, Deservre J, Kroin JS (2010). Alteration of sensory neurons and spinal response to an experimental OA pain model. Arthritis Rheum 62:2995

6. Das et al., Blockade of Flt-1 reveals a novel analgesic for OA-induced joint pain. Gene Reports 2018, 11:94

7. Kc et al., PKC null mutations in a mouse model of OA alter osteoarthritic pain independently of joint pathology by augmenting NGF/TrkA-induced axonal outgrowth. Ann Rheum Dis 2016 75:2133.

IV. Biography: (Up to 100 words)

Dr. Im-Sampen received her PhD degree from the University of New South Wales, Sydney, Australia, followed by postdoctoral fellowships at the Department of Pharmacology, University of Minnesota and at the Department of Nephrology, Mayo Clinic, Rochester, MN. She is a Professor/ Principal Investigator at the Jesse Brown Veterans Affairs Medical Center (JBVAMC) in Chicago with a conjoint appointment in the Department of Bioengineering, University of Illinois at Chicago (UIC). She has published over 125 full-length peer reviewed papers in reputed journals, and has been serving as an Editor-in-Chief for and an Editorial Board Member for numerous journals. 
Presenting author details 
[image: image2.jpg]



Full Name: Hee-Jeong Im Sampen, 

Contact number: 1 847 454 6843
Twitter account: N/A; Linked In account: N/A
Session name/ number: Orthopedics and Osteoarthritis
Category: Invited Keynote Speaker
Passport Number: 
Meetings International pte Ltd          

                                                      
Website: https://www.meetingsint.com/conferences/arthritis

Email: arthiritis@insightsummits.com

[image: image3.jpg]