Supplementary Table 2. In vitro and in vivo studies that evaluated the effects of n-3 PUFAs in dogs and cats with osteoarthritis.

	Reference
	Specie
	N
	Study design
	Methods
	Outcome
	
	Limitations

	Adler et al. (1) 
	Dog
	-
	In-vitro study (canine chondrocytes)
	Incubation with FA,
stimulated with IL-1
	EPA reduced IL-induced iNOS gene
expression and NO production.


	
	In vitro study

	Barrouin-Melo et al. (2) 

	Dog
	77
	Prospective randomized, controlled, double-blinded study
	90 mg/kg EPA and 20 mg/kg DHA for 16 weeks
	Both treatments improved markers of oxidative stress; there was no difference between them. FO: decrease in the proportion of monocytes and basophils


	
	-

	Mehler et al. (3) 
	Dog
	74
	Prospective, randomized, double-blinded, placebo-controlled
	Approximately 48 mg/kg EPA and 32 mg/kg DHA for 84 days
	There was an improvement in all variables used to measure discomfort, lameness, and joint severity on day 84 compared to the placebo group
	
	Final dosage of EPA and DHA separately per kg or metabolic body weight is unclear. Food was not standardized

	Corbee et al. (4) 
	Cat
	16
	Randomized, double-blinded, placebo–controlled, crossover
designed study
	100 mg/kg EPA and 20 mg/kg DHA for 10 weeks
	FO supplementation resulted in higher activity levels, less stiffness during gait, and increased interaction with the owner compared to corn oil supplementation in cats with naturally occurring osteoarthritis
	
	Diets were not standardized. Clinical outcome was based on the cat owner observation.

	Moreau et al. (5) 
	Dog
	30
	Placebo-controlled and double-blinded study
	Prescription diet with omega 3 versus control. Metabolizable energy was not provided and EPA and DHA intake is unknown
	Improvement of functional disability and performance in activities of daily living in n-3 PUFA diet group
	
	Clinical outcome was dependent of the owner’s perception. But other objective variable was also used (Peak vertical force)

	Fritsch et al. (6) 
	Dog
	131
	Prospective randomized, controlled study
	High FO diet vs. control low for 12 weeks. Dosage of EPA and DHA was not declared (diet had 3.5% of n-3)
	The high FO diet allowed for a greater reduction in carprofen dosage compared to the low n-3 diet
	
	Other variables from day-to-day life were dependent on the owner’s observation.

	Roush et al. (7) 
	Dog
	38
	Randomized, double-blinded, controlled clinical trial
	3.5% FO diet x control for 90 days. EPA and DHA content were not declared
	Dogs fed n-3 diet showed improvements in
lameness and weight bearing after 3 months
	
	Clinical outcome was dependent of the owner’s perception. But other objective variable was also used (Peak vertical force and force plate)

	Roush et al. (8) 
	Dog
	127
	Randomized, double-blinded, controlled clinical trial.


	n-3 PUFA diet (3.47% DM) x control diet (0.11% of n-3 PUFA DM) for 24 weeks. Food intake was not declared, so intake of EPA and DHA is unknown
	N-3 enriched diet improved owner-reported ability to rise, play and walk
	
	Clinical outcome was dependent of the owner’s perception

	Lascelles et al. (9) 
	Cat
	40
	Randomized double-blinded, controlled clinical trial
	1.88 g/1000kcal EPA+DHA from green lipid mussel. EPA and DHA dosages were not declared separately 
	Test diet increase duration of spontaneous activity between 18h and 00h and specific activities through owners’ perception in cats with degenerative joint disease
	
	Diet also had inclusion of chondroitin and glucosamine. Cats lost weight during the study


(1)  FA, fatty acid; IL, interleukin; PUFA, polyunsaturated fatty acid; iNOS, inducible nitric oxide synthase; NO, nitric oxide; FO, fish oil; n-3, omega-3; DM, dry matter.
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