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There are multiple oral supplements 
products recommended for joint support(1).
Some of them are those containing in their 
formulation UC-II® (non-denatured type 
II collagen) as the main component(3,4,5). 
UC-II® is a glycoprotein extracted from 
chicken sternum cartilage that maintains 
its three-dimensional structure and 
glycosylation that contains active epitopes. 
These epitopes are important for immune 
recognition that promotes its mechanism 
of action, called oral tolerance that takes 
place in the Peyer’s patches (the lymphoid 
tissue of the small intestine) as they are 
resistant to the gastric acids and digestive 
enzymes found in the stomach. This consists 
in the moderation of the cellular response 
of activated T lymphocytes (at the systemic 
level) after the exposure of regulatory 
lymphocytes (Th2 and Th3) to UC-II® 
molecules at the intestinal level. When 
collagen is denatured either by hydrolysis 
or heating, this three dimensional structure 
and glycosylation pattern is lost and 
therefore no oral tolerance is promoted(2).

This mechanism limits the inflammatory 
response to type II collagen present in 
canine articular cartilage. This action 
decreases the action of cells involved in the 
normal breakdown of collagen and other 
extracellular matrix proteins. Compliance 
by owners of these oral supplements is 
crucial as their benefits are not detected 
in short term periods of administration, 
therefore, the ease of administration for 
long term adherence by the owner should 
also be taken into consideration (6).

 MATERIAL AND METHODS
The study conducted was a prospective, non-
randomized, non-blinded, not- controlled 
clinical study. The product tested was 
Flexadin® Advanced (Vetoquinol) that 
includes a dose of 40mg of UC-II (a dose that 
is not dependant on the weight of the dog).
The population observed were 110 dogs, 
patients from 28 different veterinary clinics 
in Spain during 2015 and 2016 that received 
the product once included in the clinical study 
(patients diagnosed with mild osteoarthritis 
by their regular veterinarian). The product 
was administered once a day for six months (1 
chew per dog).
Inclusion criteria:
•  Dogs with initial signs of OA, preferably 

confirmed with X-Rays.
•  Dogs without any analgesic treatment (for 

OA or other disease) at least one month 
prior to the initiation of the administration of 
Flexadin Advanced.

•  Dogs with VAS > 1 < 4 scores in veterinary 
and owner assessments.

www.vetoquinol.com

 TO ASSESS THE EVOLUTION, DIFFERENT QUESTIONNAIRES WERE USED:
• A VISUAL ANALOG PAIN SCALE (VAS) OF SEVEN FACES. COLLECTED BY THE VET AND THE OWNER
NO PAIN  WORST PAIN POSSIBLE

• A SIMPLE DESCRIPTIVE SCALE (SDS) OF FOUR POINTS. COLLECTED BY THE VET

General condition

Normal 0
Mildly affected 1
Severely affected 2
Lying/listless 3

Appetite

Normal 0
Midly reduced (<50%) 1
Severely reduced (≥50%) 2
Anorexic 3

Mobility

Normal 0
Midly reduced (<25%) 1
Moderately reduced (25-50%) 2
Severely reduced (>50%) 3

Lameness

Absent 0
Mild : walk is intermittently abnormal 1
Moderate: walks abnormally continuously and/or keeps limbs 
high intermittently 2
Severe: Keeps limb up high permanently 3

• A SCALE OF CONTINUITY /EASE OF ADMINISTRATION COMPILED BY THE OWNERS
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FIGURE 4. VISUAL ANALOG SCALE (VAS PAIN) BY OWNERS-
MEDIAN (SD):

FIGURE 5. COMPLIANCE OF ADMINISTRATION BY OWNERS- 
MEDIAN (SD):

FIGURE 3: SIMPLE DESCRIPTIVE SCALE (SDS). 4 DOMAINES: GENERAL CONDITION, APPETITE, MOBILITY, LAMENESS

 OWNER ASSESSMENT 
Pain score obtained from the owner (Figure 4) was significantly lower comparing the VAS 
assessment at inclusion to all subsequent months. Months 4, 5, and 6 were significantly different 
from all previous months, but there was no difference in pain between those months. 
The continuity and ease of administration of the product (Figure 5), evaluated in months 3 and 6, 
was highly scored at the third month evaluation, but significantly lower at month 6.

 CONCLUSIONS
With the results of the present study, it can be assessed that the administration of products with 
UC-II® included in its composition may be one more option in the multimodal approach to joint 
support.  Regarding the administration of the product and its greater difficulty of the continuity/ease 
of administration in the final part of the study, the difficulty on the compliance of the administration 
of the product by the owners seems to be evident in completing long-term compliance for chronic 
processes of their pets. (5) Since it is a clinical study and knowing the statistical limitations of it, 
in the opinion of the authors more studies should be done this regard. It seems to be statistically 
evident that there is a reduction in the degree of pain in the patients included in the study, as 
well as an improvement in the parameters described (general condition, mobility, appetite, and 
lameness). In all the analysed parameters there is an evident clinical improvement from month 1 
to month 6, except in the continuity of administration of the tablets.
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FIGURE 1: VISUAL ANALOG SCALE (VAS PAIN) BY 
VETERINARIANS-MEDIAN (SD)

 RESULTS 
Median values for VAS pain scores (Figure 1) and for total scores for SDS (Figure 2) assessed by the veterinarian were significantly lower compared to 
scores at inclusion in all subsequent months in total scores and also for all of the domains assessed in the SDS: General condition, Appetite, Mobility and 
Lameness (Figure 3). Months 4, 5, and 6 scores were significantly different from all previous months, with no differences in VAS and SDS between those 
month.

FIGURE 2: SIMPLE DESCRIPTIVE SCALE (SDS) TOTAL SCORES BY 
VETERINARIANS-MEDIAN (SD)
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