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Cartilage calcification impairs the function of knee joints. Vitamin K can prevent cartilage calcification by regulating the

carboxylation of matrix proteins, such as matrix gla protein. Prevention of calcium crystal formation also suppresses

inflammation cytokines production by joint tissues. 
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1. Introduction

Calcium crystals in the joint induced proliferation of synoviocytes and release of inflammatory cytokines and matrix

metalloproteinases. Mineralization also led to cartilage stiffness and weakened the function of cartilage as a shock-

absorbent . Thus, joint calcification could initiate and exacerbate the progression of Osteoarthritis (OA), and presented

as a target for the action of vitamin K.

2. Mechanism of Action

Carboxylation of matrix proteins, which is a functional activity of vitamin K, has been investigated as the action of vitamin

K on chondrocytes. Chondrocytes from organ donors with OA produced mainly uncarboxylated matrix gla protein (MGP)

vesicles with fetuin per se, while chondrocytes from normal donors produced fully carboxylated MGP and fetuin

complexes . MGP can inhibit BMP-2 and -4 , thereby, suppressing calcification of the joint and formation of

osteophyte. Alpha-fetuin acts as a carrier of MGP because it binds with fully carboxylated MGP and can be taken up by

the chondrocytes through endocytosis .

Since OA is a localized inflammatory event of the joint, protein carboxylation activities of vitamin K could prevent

inflammation and prevent the progression of OA. Indirect evidence from chondrocytes of rabbit with OA transfected with γ-

glutamyl carboxylase generated increased type II collagen, which is indicative of good chondrocyte survival and

differentiation, and lower metalloproteinase and type X collagen, which is indicative of chondrocyte apoptosis. Protein and

gene expressions of tumor necrosis factor and interleukin-1 beta were also decreased. Gla-rich protein (GRP) is a vitamin

K-dependent protein expressed in the soft tissues of humans and involved in pathological calcification . As mentioned

previously, cartilage calcification is a pathological feature of OA . Initial assessment by Cavaco et al.  showed that

treatment with undercarboxylated and carboxylated GRP inhibited inflammation of chondrocytes and synoviocytes

stimulated with interleukin-1β, as evidenced by lower cyclooxygenase II, metalloproteinase 13, and prostaglandin E-2

expression . Treatment with undercarboxylated and carboxylated GRP was shown to reduce tumor necrosis factor-alpha

and prostaglandin E-2 levels secreted by lipopolysaccharide- and hydroxyapatite-stimulated THP-1 monocytes. THP-1

cells overexpressing GRP also showed lower gene expression of interleukin-1β, nuclear factor kappa-light-chain-

enhancer of activated B cells, and tumor necrosis factor-alpha when challenged with lipopolysaccharide or hydroxyapatite

. Thus, this study showed that protein carboxylation might not affect the anti-inflammatory activities of GRP. Yet, THP-1

might not reflect the normal functions of primary macrophages and monocytes because they are immortalized.

The mechanism of actions of vitamin K in preventing OA is shown in Figure 1.
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Figure 1. The cartilage protective mechanism of vitamin K.
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