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Ivacaftor
KALYDECO 25 mg, 50 mg, 75 mg granules in sachet

First assessment (25 mg)
New indication (50 and 75 mg)

D Key points

Favourable opinion for reimbursement in the treatment of infants aged at least 6 months, toddlers and
children weighing 5 kg to less than 25 kg with cystic fibrosis (CF) who have one of the gating (class
111) mutations in the CFTR gene mentioned in the MA.

D What therapeutic improvement?

Therapeutic improvement in the treatment of cystic fibrosis in infants aged at least 6 months to 1 year
and weighing 5 kg to less than 25 kg who have one of the gating (class Ill) mutations in the CFTR
gene mentioned in the MA.

P Role in the care pathway?

The management of cystic fibrosis patients requires the intervention of a multidisciplinary team.
Symptomatic treatment, which needs to be life-long, is based on 4 complementary symptomatic
interventions:

- respiratory management: physiotherapy, inhaled dornase alfa (which cannot be administered in
patients under the age of 5 years), antibiotic therapy,
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- nutritional and gastrointestinal management,

- implementation of optimal prevention of lung infections in accordance with the immunisation
schedule,

- patient education.

Role of the medicinal product in the care pathway

As in children aged 12 months and over, KALYDECO (ivacaftor) is a long-term treatment for cystic
fibrosis, which should be prescribed from the outset in cystic fibrosis patients aged at least 6 months
to 12 months and weighing 5 kg to less than 25 kg, with one of the following gating (class Ill) mutations
in the CFTR gene: G551D, G1244E, G1349D, G178R, G551S, S1251N, S1255P, S549N or S549R.

The optimal treatment duration for KALYDECO (ivacaftor) is not known.

D Special recommendations

Given the product characteristics and the complexity of treatment, the Committee reiterates that
KALYDECO (ivacaftor) may only be prescribed by physicians with experience in the treatment of cystic
fibrosis and recommends that patients be managed in reference centres specialising in the disease.
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COMMITTEE’S CONCLUSIONS

Clinical benefit
D Cystic fibrosis is a serious disease that is life-limiting for patients.
D The KALYDECO (ivacaftor) medicinal products are curative treatments.

D The efficacy/adverse effects ratio of KALYDECO (ivacaftor) in infants aged from more than 6
months to less than 1 year and weighing 5 kg to less than 25 kg is high.

D To date, there are no other treatments targeting the causes of the disease.
D KALYDECO (ivacaftor) medicinal products are first-line treatments.

D Public health impact:

Considering:

- the seriousness of the disease,

- its prevalence and rarity,

- the identified unmet medical need,

- the lack of demonstrated impact of KALYDECO (ivacaftor) on quality of life,

- the absence of any demonstrated impact of KALYDECO (ivacaftor) on the organisation of
care,

- the partial response to the identified need, in the same way as that observed for children in
the higher age group (absence of mortality data but impact on morbidity based on the results
of secondary and tertiary endpoints from a non-comparative 24-week study),

as in children aged 1 year and over, KALYDECO (ivacaftor) is likely to have an additional impact

on public health in infants aged at least 6 months to 1 year.

Considering all these elements, the Committee deems that the clinical benefit of KALYDECO
(ivacaftor) is substantial in the MA indication for the 25 mg strength and in the MA indication
extension for the 50 mg and 75 mg strengths.

The Committee issues a favourable opinion for inclusion in both the hospital formulary list
and the retail formulary list of reimbursed proprietary medicinal products approved for use
in the MA indication for the 25 mg strength and in the MA indication extension for the 50 mg
and 75 mg strengths, and at the MA dosages.

Clinical Added Value

Considering:

- an efficacy and safety of ivacaftor (KALYDECO) in children aged at least 6 months to
1 year similar to those already assessed by the Committee in children aged from 1
year and over to less than 2 years, based on:

o the results of a phase Illl non-comparative trial having essentially assessed the
pharmacokinetics (primary endpoint) and safety of ivacaftor in children aged at
least 6 months to 1 year,

o theresults of secondary or tertiary biological, symptomatic, growth parameter and
palatability endpoints derived from exploratory descriptive analyses in this study,

- the safety profile of ivacaftor, which appears to be acceptable in children aged from at
least 6 months to 1 year,

- theidentified medical need in the absence of any other treatment targeting the causes
of the disease,

and despite:

- thefollow-up limited to 24 weeks of treatment not enabling evaluation of the long-term
efficacy and safety,
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the Transparency Committee considers that, as in children aged over 1 year, KALYDECO
(ivacaftor) provides an important clinical added value (CAV Il) in the treatment of cystic
fibrosis in infants aged at least 6 months to 1 year and weighing 5 kg to less than 25 kg who
have one of the following gating (class Ill) mutations in the CFTR gene: G551D, G1244E,
G1349D, G178R, G551S, S1251N, S1255P, S549N or S549R.
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