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1.  Introduction 

1.1.  Submission of the variation application 

In accordance with Article 16 of Commission Regulation (EC) No 1234/2008, the marketing 
authorisation holder, VIRBAC (the applicant), submitted to the European Medicines Agency (the 
Agency) on 5 March 2020 an application for a type II variation for Leucofeligen FeLV/RCP. 

1.2.  Scope of the variation 

Variation(s) requested Type 
C.I.6.a Change(s) to therapeutic indication(s) - Addition of a new 

therapeutic indication or modification of an approved one 
II 

 
To change the onset of immunity for the calicivirus component of the vaccine from 4 weeks after 
primary vaccination to 3 weeks after first vaccine injection of primary vaccination. 

1.3.  Changes to the dossier held by the European Medicines Agency 

This application relates to the following sections of the current dossier held by the Agency: 

Part 1 and Part 4. 

1.4.  Scientific advice 

Not applicable. 

1.5.  MUMS/limited market status 

Not applicable. 

2.  Scientific Overview 

The applicant intends to modify Section 4.2 of the SPC and Section 4 of the package leaflet as regards 
the onset of immunity of the feline calicivirus component of the vaccine Leucofeligen FeLV/RCP. 
Therefore, the applicant performed an additional study in order to assess the efficacy of the FCV 
component three weeks after the first injection. This study was conducted according to Ph. Eur. 
monograph 1102 “Feline calicivirosis (live)”:  

Twenty 9-week-old SPF kittens, seronegative against FCV, were included in this study and divided in 
two groups: 

● Vaccinated group consisted of 10 cats, which were vaccinated with Leucofeligen FeLV/RCP on 
Day 0.  

● Control group consisted of 10 cats, which remained unvaccinated. 

After the vaccination, clinical and serological follow-up was performed regularly. Blood samples for 
determination of antibodies against FCV, FVR, FPV and p45 protein of FeLV were taken weekly.   

Three weeks after vaccination, all cats were challenged intranasally with a virulent FCV field strain. 
After the challenge, the cats were observed daily for clinical signs using a scoring system according to 
Ph. Eur. Monograph 1102 and additional parameters. Rectal temperature and body weight were 
measured regularly. Blood samples for determination of antibodies against feline calicivirus as well as 
nasal washings for determination of viral excretion were performed. After vaccination, all cats 
(vaccinates and controls) remained in good health until challenge. All vaccinated cats showed a small 
nodule at the injection site on Day 7, which had disappeared on Day 22. One kitten showed a 
transitory digestive disturbance and had recovered on Day 9.  
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All kittens (vaccinates and controls) had temperatures in the physiological range (37.5°C – 39.5°C) 
except one vaccinated cat, which had a transitory hyperthermia on Day 7 (40.2°C) and on Day 8 
(40.0°C).  

All these signs are already adequately described in the SPC. 

All kittens (vaccinates and controls) gained weight until challenge.  

As regards FCV, FVR, FPV and p45 protein all cats (vaccinates and controls) were seronegative on Day 
0. The control cats remained seronegative against these antigens until challenge.  

A serological response to FCV was detected in the vaccinated cats between two and three weeks after 
primary vaccination.  

After challenge, vaccinated cats developed clinical signs of FCV infection (apathy, nasal and buccal 
ulcers, nasal and ocular discharge, dyspnoea, sneezing, coughing, hyperthermia), and showed viral 
excretion. 

All control kittens showed clinical signs of FCV infection (apathy, depression, nasal and buccal ulcers, 
nasal and ocular discharge, dyspnoea, sneezing, coughing, hyperthermia) and had viral excretion. 

Statistical analysis of the datawas performed. Taking into account the scoring system of Ph. Eur. 
monograph 1102 the results showed that the median maximal score for the vaccinated cats is 
significantly lower than for the control group (p = 0.008).  

Taking into account the scoring system of Ph. Eur. monograph 1102 combined with the additional 
parameters measured the statistical analysis of the data confirmed that the median complementary 
maximal score of the vaccinated group was significantly lower than for the control group.  

The antibody titres against FCV of the vaccinated animals increased after challenge reaching a 
maximum titre on Day 14. The cats showed a high seroconversion in the seroneutralising antibody 
test. 

In the control group, the challenge induced a seroconversion against FCV in all cats 
(immunofluorescence and seroneutralising antibody test).  

The study was designed to meet the requirements of Ph. Eur. monograph 1102. However, one 
deviation was made: 

● As an onset of immunity of three weeks after the first vaccination is applied for this vaccine, 
the time between vaccination and challenge was 3 weeks instead of 4 weeks.  

This deviation from the immunogenicity test stated in the monograph is considered acceptable as it 
can be regarded as a worst case scenario.  

The vaccination with Leucofeligen FeLV/RCP is intended for cats from eight weeks of age. The kittens 
used in this study were not of minimum age (9 weeks instead of 8 weeks). The rapporteur is of the 
opinion that this does not have a negative influence on the outcome of the study. The rapporteur 
agrees with the expert’s opinion that the use of 9-week-old cats in this study is acceptable as the 
original marketing authorization dossier contains studies with animals of the minimum age.  

According to Ph. Eur. monograph 1102, the challenge is not valid if during the observation period after 
challenge fewer than 80% of the control cats show notable signs of feline calicivirosis (hyperthermia, 
buccal ulcers, respiratory signs). In this study, all control cats developed clinical signs of feline 
calicivirosis (apathy, depression, nasal and buccal ulcers, nasal and ocular discharge, dyspnoea, 
sneezing, coughing). Therefore, this requirement of the monograph is fulfilled and the challenge is 
considered valid.  

Ph. Eur. monograph 1102 states that “the vaccine virus complies with the test if during the observation 
period after challenge the score for the vaccinated cats is significantly lower than that for the controls.” 
The results of the statistical analysis showed that the median maximal score for the vaccinated cats is 
significantly lower than for the control group (p = 0.008). Therefore, the Ph. Eur. requirement is 
fulfilled. An onset of immunity for FCV three weeks after the first vaccination is considered acceptable. 

Based on the results of the study described above, the applicant proposes the following wording for 
SPC Section 4.2 and package leaflet Section 4 of Leucofeligen FeLV/RCP: 

“For active immunisation of cats from eight weeks of age against: 

- feline calicivirosis to reduce clinical signs, 
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- feline viral rhinotracheitis to reduce clinical signs and viral excretion, 

- feline panleucopenia to prevent leucopenia and to reduce clinical signs, 

- feline leukaemia to prevent persistent viraemia and clinical signs of the related disease. 

The onset of immunity has been demonstrated from: 

- 3 weeks after the first injection of primary vaccination for the calicivirus component, 

- 3 weeks after the primary vaccination for the panleucopenia and leukaemia components,  

- 4 weeks after the primary vaccination for the rhinotracheitis virus components. 

After the primary vaccination course, the duration of immunity lasts for one year for all components.  

Following a first booster vaccination one year after the primary vaccination course, a duration of 
immunity of 3 years has been demonstrated for the leukaemia component.” 

The rapporteur considers the proposed wording acceptable. 

3.  Benefit-risk assessment of the proposed change 

Leucofeligen FeLV/RCP is a lyophilisate and suspension for suspension for injection for cats, intended 
for the active immunisation of cats against feline calicivirosis, feline viral rhinotracheitis, feline 
panleucopenia and feline leukaemia. 

The benefits of Leucofeligen FeLV/RCP are for feline calicivirosis the reduction of clinical signs, for 
feline viral rhinotracheitis the reduction of clinical signs and viral excretion, for feline panleucopenia the 
prevention of leucopenia and reduction of clinical signs, and for feline leukaemia the prevention of 
persistent viraemia and clinical signs of the related disease. 

The proposed variation is to modify Section 4.2 of the SPC and Section 4 of the package leaflet as 
regards the onset of immunity of the feline calicivirus component of the vaccine Leucofeligen 
FeLV/RCP. 

3.1.  Benefit assessment 

Direct therapeutic benefit 

The benefits of the product remain unaffected by this variation. 

Additional benefits 

In the new study, an onset of immunity for the feline calicivirus component (FCV) three weeks after 
the first vaccination with Leucofeligen FeLV/RCP was demonstrated. This early onset of immunity for 
the FCV component is an advantage for the cats, especially for young outdoor cats or cats in animal 
shelters, which might come in contact with feline calicivirus before the primary vaccination is 
completed.   

3.2.  Risk assessment 

Quality: 

Quality remains unaffected by this variation. 

Safety: 

Safety remains unaffected by this variation. The vaccine Leucofeligen FeLV/RCP is still well tolerated by 
the target species.  
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3.3.  Risk management or mitigation measures 

The benefit-risk balance remains unchanged. 

3.4.  Evaluation of the benefit-risk balance 

No change to the impact of the product is envisaged on the following aspects: quality, user safety, 
environmental safety and target animal safety, as the variation only affects efficacy  

The earlier onset of immunity for the FCV component is an advantage for the cats. 

The benefit-risk balance remains unchanged. 

4.  Conclusion 

Based on the original and complementary data presented on efficacy, the Committee for Medicinal 
Products for Veterinary Use (CVMP) concluded that the application for variation to the terms of the 
marketing authorisation for Leucofeligen FeLV/RCP can be approved.  

The CVMP considers that the benefit-risk balance remains positive and, therefore, the variation is 
considered approvable. Changes are required in the Annexes to the Community marketing 
authorisation: 

I and IV 

As a consequence of this variation, Section 4.2 of the SPC is updated. The corresponding section of the 
package leaflet is updated accordingly. 


