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Development of combination therapy of tanezumab and intra-articular injection
in an osteoarthritic rat model

Iwasaki, Koji

3,200,000
Nerve growth factor NGF 0A)
NGF 1,10,100p g 1 4 100p g
Von-ray test Allodynia 6
NGF OA NGF
0A
0A) 0A
NSAIDS
NGF 0A
OA NGF
NGF 0A 0A

Knee osteoarthritis (OA) was induced in an 8-week-old male Sprague&#8211;

Dawley (SD) rat joint by monoiodoacetate (MIA) injection for 2 weeks, and the effect of weekly
injections of low-dose (1, 10, and 100p g) NGF antibody or saline (control) was evaluated.
Behavioral tests were performed, and at the end of week 6, all rats were sacrificed and their knee
joints were collected for macroscopic and histological evaluations. Results showed that 100y g NGF
antibody injection relieved pain in OA rats, as evidenced from improved weight-bearing performance
but not allodynia. In contrast, no significant differences were observed in macroscopic and
histological scores between rats from different groups, demonstrating that intra-articular treatment

does not worsen OA progression. These results sug?est that local administration yielded a low
effective NGF antibody dose that may serve as an alternative approach to systemic injection for the
treatment of patients with OA.
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Grade
0 = normal appearance

Likert scale (Guingamp macroscopic lesions )

1 = slight yellowish discolouration of the chondral surface

2 = little cartilage erosion in load bearing areas

3 = large erosions extending down to the subchondral bone
4 = large erosions with large areas of subchondral bone
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