	Determinations
	OA induction
	Treatments

	Histologic evaluation
	Macroscopic evaluation
	Presence of osteophytosis, ulcerations and cartilage eburnation.
	CGH-NC lead to better macroscopic score values and lower osteophyte stage, showing a cartilage appearance closer to the healthy one.
No differences were reported between CGH and CTR animals.

	
	Microscopic evaluation
	Articular cartilage: Matrix strain, cartilage structure and chondrocyte density showed a significant worsening.

Subchondral bone: structure of subchondral bone was worsened.

Synovial membrane: higher inflammatory stage.
	Articular cartilage: CGH-NC lead to less degenerative changes in chondrocytes when compared to CGH and CTR animals.

Subchondral bone: No effects were reported in both treatments.

Synovial membrane: CGH-NC rabbits showed better values regarding the disposition of cells in the synovial membrane, exhibiting a lower inflammatory stage in this tissue. 

	Synovial Fluid Hyaluronic Acid Measurements
	Hyaluronic acid levels were significantly diminished. 
	CGH-NC showed higher values of hyaluronic acid in comparison with CGH and CTR animals.

	MRI Quantitative Biomarkers Analysis
	Articular cartilage biomarkers
	Higher longitudinal (T1) and transversal (T2) relaxation times, which are associated with reduced proteoglycan content and increased water content and alterations in collagen network, respectively.
	CGH-NC induced lower T2 femoral lateral posterior region values and a trend towards lower T2 tibial medial anterior region values when compared to CTR group.

	
	Subchondral bone biomarkers
	Alterations in two-dimensional fractal dimension (D2D) femoral lateral and D2D tibial lateral.
	CGH-NC induced lower D2D femoral lateral values and a trend towards lower D2D tibial lateral values when compared to CTR group.


Supplementary Table 1. Summary of the main results obtained by Sifre et al. regarding the administration of CGH and CGH-NC supplements in an OA-induced model by cranial cruciate ligament transection in rabbits.
