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1. Background information on the variation

In November 2008, the European Commission granted a marketing authorisation for Masivet film-

coated tablets for dogs for the “Treatment of non-resectable mast cell tumours (Grade 2 or 3) with 

confirmed mutated c-KIT tyrosine kinase receptor”. 

In April 2010, the marketing authorisation holder, AB Science S.A., submitted to the European 

Medicines Agency an application for a Type II variation for Masivet for a new indication:  Treatment of 

dogs with atopic dermatitis. In preparation of the application for this variation, the applicant received 

scientific advice (and two follow-up scientific advice applications) from the Committee for Medicinal 

Products for Veterinary Use (CVMP) on specific details of the protocol of the pivotal clinical efficacy 

study that was designed by the company with the aim to satisfy both EU and FDA requirements.

In December 2010, the CVMP concluded that the benefit-risk balance for this new application was 

negative. The applicant requested a re-examination of this opinion, involving the consultation of an ad-

hoc expert group (veterinary dermatologists and statisticians). Based on the re-assessment of the data 

provided by the applicant, and the recommendation given by the ad-hoc expert group (AHEG), the 

CVMP adopted in April 2011 a final opinion, concluding that the overall benefit-risk balance for this 

variation is negative.

During the meeting on 5-7 April 2011, the CVMP issued a final Opinion recommending the refusal of 

the variation for Masivet. 

Scope of the proposed variation

Addition of a new indication: Treatment of dogs with atopic dermatitis

2. Scientific discussion

Justification of dose

The applicant justified the treatment dose of 12.5 mg masitinib/kg bw for canine atopic dermatitis with 

pharmacodynamic/pharmacokinetic considerations, study results from an exploratory pilot study, and 

established tolerance of this dose in dogs for another (authorised) indication. However, both the CVMP 

and the AHEG, which was consulted during the re-examination, considered the justification 

unsatisfactory as the in vitro concentrations could not be extrapolated into a therapeutic dose, and 

could not replace dose finding studies, and the results from the pilot study showed major 

shortcomings. The AHEG pointed out that no other studies such as intradermal tests were undertaken 

to establish a dose in vivo. The CVMP also noted the narrow safety margin of the proposed dose. The 

CVMP concluded, therefore, that the proposed dose is not satisfactorily justified for the proposed 

indications.

Clinical efficacy

In support of the application, the applicant provided the results of a new pivotal field study comparing 

the efficacy and safety of masitinib at 12.5 mg/kg bw to placebo in dogs with atopic dermatitis. The 

study was performed in several EU member states and in the USA. 
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The results of the study demonstrated that treatment with Masivet improved some skin condition of 

dogs as assessed by CADESI score (one out of two co-primary endpoints) significantly, although the 

effect magnitude was limited and its clinical relevance not clear. However, it failed to decrease 

pruritus, the other co-primary endpoint, significantly. Results for primary endpoints were principally 

confirmed by the analyses of secondary endpoints.

The CVMP considered this a major deficiency, as pruritus is a cardinal symptom of atopic dermatitis 

which produces considerable distress to the animal and is at least in part responsible for acute and 

chronic skin lesions typical for the disease. This concern was shared by the AHEG. 

The applicant pointed out that their proposal for “CADESI scoring” as the primary endpoint was 

accepted by the CVMP during an initial scientific advice procedure as a more objective endpoint than 

pruritus, since pruritus might be biased by owner perception. However, the AHEG confirmed the 

importance of pruritus as the main clinical endpoint for this disease, and considered CADESI scoring as 

supportive only, in particular as there was only limited effect of treatment shown in this second 

primary endpoint with regard to skin changes.

No minimum level of pruritus was selected for recruitment, but the applicant pointed out that only

severe pruritus was improved with masitinib. However, a posteriori performed analyses of new efficacy 

parameters (dogs with severe baseline pruritus) were not acceptable for non-compliance with GCP 

standards and statistical principles. Likewise, the applicant pointed out that dogs resistant or intolerant 

to cyclosporine and/or glucocorticoids were significantly improved for CADESI by treatment with 

masitinib. However, the CVMP confirmed that the analyses in population subgroups (dogs resistant to 

standard treatment with cyclosporine and/or glucocorticoids) were not acceptable, for the same 

reasons. 

The Committee acknowledged the need for new treatment options in canine atopic dermatitis, and in 

particular in dogs that do not respond to treatment with cyclosporins and/or glucocorticoids, or show 

unacceptable adverse reaction to such treatment. However, the Committee concluded that the study 

design and data analysis of the pivotal clinical field study was unsuitable to draw clear conclusions on 

the efficacy of Masivet for this subgroup. These conclusions were also supported by the AHEG.

Target animal safety

Treatment with masitinib, when following the recommended dosing regime, is associated with several 

adverse events, the nature of which had already been characterised during the initial mast cell tumour 

study. 

However, the CVMP considered that acceptance criteria for adverse events connected with treatment 

should be different for the existing and the proposed new indication. For the treatment of mast cell 

tumours, the CVMP accepted a variety of even severe adverse events in view of the severity of the 

disease, while canine atopic dermatitis is by itself not life-threatening. In addition, it should be taken 

into consideration that there are approved treatments available for the initially proposed indication.

These conclusions were also supported by the AHEG.

In addition, the applicant provided a new carcinogenicity study with masitinib in rats, where the 

formation of brain tumours (astrocytoma, oligodendroglioma) was observed in single rats, both treated 

and control animals, and cause for concern. Considering that astrocytoma is a very rare tumour in 

Sprague-Dawley rats, the CVMP could not rule out the risk for tumour formation in dogs when treated 

with masitinib. Such risk could potentially only be accepted in dogs where other treatment options 

have been exhausted, and where suffering from a disease is of a magnitude that euthanasia would be 

at risk. However, it was considered that this would not apply to the treatment of canine atopic 

dermatitis, as alternative treatment options exist.



EMA/CVMP/308917/2011
Page 5/6

3. Benefit – Risk assessment

3.1 Benefit assessment

The direct benefit of the product would have been its efficacy in the claimed indication, i.e. canine 

atopic dermatitis, a most distressing disease in dogs. However, such efficacy has not been 

demonstrated under the conditions specified in the pivotal clinical efficacy study.

Although efficacy was statistically confirmed in one primary endpoint (CADESI scoring) reflecting some 

changes to the skin, the effect magnitude was quite small and its clinical relevance not clear. For the 

other primary endpoint (pruritus), no effect of treatment was demonstrated. The AHEG, which was 

consulted during the re-examination, highlighted that this is a major concern, since pruritus is the 

clinical sign of this disease, causing suffering for the animal and thus, reduction of pruritus would be 

the main motive for treatment. 

With regard to the reduced claim (dogs that do not respond to treatment with cyclosporins and/or 

glucosteroids, or that are at risk for unacceptable adverse reaction to such treatment (“resistant or 

intolerant dogs”)), the Committee agreed with the applicant that there is an unmet medical need for 

treatment of such dogs. However, the study design and statistical data analysis of the pivotal clinical 

field study were unsuitable to draw clear conclusions on the efficacy of Masivet in this subgroup.

3.2 Risk assessment

The primary targets of toxicity in dogs are the digestive tract, the kidneys, the haematopoietic system 

and the liver. In the pivotal efficacy study side effects related to these organ systems had proved to be 

serious or even fatal in some dogs. Risk mitigation measures were addressed in the proposed product 

literature, i.e. contraindications, warnings, procedures for early diagnosis of adverse events, indication 

of threshold levels for intervention, and interventional measures such as dose reduction, treatment 

interruption, and treatment discontinuation. In addition, the Committee noted that the results of a 

carcinogenicity study in rats could not rule out a potential carcinogenic effect of masitinib treatment in 

dogs.

The CVMP considered that acceptance criteria for adverse events should differ between the existing

authorised indication (mastcell tumours), and the proposed new indication (atopic dermatitis). 

Regarding the use of masitinib in mast cell tumours, CVMP accepted a variety of even severe adverse 

events in view of the severity of the disease, while canine atopic dermatitis is by itself not life-

threatening (although it may promote the animal owner to decide euthanasia of a dog when clinical 

signs can not be satisfactorily managed). This view was supported by the AHEG.

3.3 Evaluation of the benefit risk balance

In consideration of the insufficient dose justification, the limited effect of treatment with regard to skin 

changes, the risk for adverse events which may be fatal, a potential carcinogenic effect of masitinib 

and the fact that atopic dermatitis is not a life threatening disease, and in particular the lack of effect 

on pruritus as the main important parameter for the disease, the benefit risk balance is considered 

negative for the indication ”treatment of atopic dermatitis” in the overall population. 

The later proposed, reduced claim (treatment of atopic dermatitis in dogs that are resistant or 

intolerant to cyclosporine and/or glucocorticoids) was not accepted, as a posteriori performed analyses 
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of population subgroups (dogs resistant to standard treatment with cyclosporine and/or 

glucocorticoids) are not acceptable for non-compliance with GCP standards and statistical principles.    

Overall conclusions

Based on the original and complementary data available, and taking into consideration 

recommendations and conclusions of the AHEG, which was consulted during this re-examination, the 

Committee for Medicinal Products for Veterinary Use (CVMP) concluded that the benefit-risk balance for 

Masivet is considered negative for the treatment of atopic dermatitis    

Grounds for refusal of the variation

Whereas, 

-- Ground 1 for refusal 

There is lack of effect of treatment shown for the major primary endpoint (pruritus), 

-- Ground 2 for refusal 

There is only limited effect of treatment shown in the second primary endpoint (CADESI score) 

with regard to skin changes,

-- Ground 3 for refusal 

The risk for adverse events is unacceptable in relation to the expected limited benefit 

documented for the new indication (atopic dermatitis).

-- Ground 4 for refusal 

A conclusion on benefit-risk balance for “resistant dogs” could not be drawn as this 

subpopulation was not sufficiently defined

for the above stated reasons the variation application does not satisfy the criteria for authorisation 

and, therefore, CVMP recommends the refusal of the variation to the terms of the Marketing 

Authorisation for Masivet.
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