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Development of a novel therapy targeting the unfolded protein response in
osteoarthritis
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Salubrinal, quercetin, and 4-phenylbutyric acid has been reported to
suppress endoplasmic reticulum stress in cultured cells. We examined their effects in a mouse model
of osteoarthritis of the knee. Each drug was injected into an intra-articular space twice a week
for 3 weeks. None of the drugs suppressed the progression of cartilage degeneration; moreover,
neither the promotion of anabolic action in chondrocytes nor the suppression of unfolded protein
response was observed. We speculate that twice-weekly administration may not have been sufficient to

improve the modulation of chondrocyte metabolic activity. Further studies are needed to verify the
effect of daily intra-articular administration of the abovementioned drugs on the inhibition of
cartilage degeneration.
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