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SUMMARY OF RISK MANAGEMENT PLAN FOR ALYFTREK (VANZACAFTOR IN 
COMBINATION WITH TEZACAFTOR AND DEUTIVACAFTOR) 

This is a summary of the risk management plan (RMP) for Alyftrek 

(vanzacaftor/tezacaftor/deutivacaftor [VNZ/TEZ/D-IVA]) in Switzerland. The RMP details 

important risks of Alyftrek, how these risks can be minimised, and how more information will be 

obtained about Alyftrek risks and uncertainties (missing information). 

Alyftrek’s product information and its package information leaflet give essential information to 

healthcare professionals and patients on how Alyftrek should be used. 

Important new safety concerns or changes to the current ones will be included in updates of 

Alyftrek’s RMP. 

I. The medicine and what it is used for 

Alyftrek is authorised for the treatment of cystic fibrosis (CF) in people aged 6 years and older 

who have at least one F508del mutation in the cystic fibrosis transmembrane conductance 

regulator (CFTR) gene or a mutation in the CFTR gene that is responsive based on clinical and/or 

in vitro data (see Product Information for the full indication). It contains vanzacaftor in 

combination with tezacaftor and deutivacaftor as the active substances and it is given orally.  

II. Risks associated with the medicine and activities to minimise or further 
characterise the risks 

Important risks of Alyftrek, together with measures to minimise such risks and the proposed 

studies for learning more about Alyftrek’s risks, are outlined below. 

Measures to minimise the risks identified for medicinal products can be 

• Specific information, such as warnings, precautions, and advice on correct use, in the 

package leaflet and product information addressed to patients and healthcare professionals; 

• Important advice on the medicine’s packaging; 

• The authorised pack size — the amount of medicine in a pack is chosen so to ensure that the 

medicine is used correctly; 

• The medicine’s legal status — the way a medicine is supplied to the patient (e.g., with or 

without prescription) can help to minimise its risks. 

Together, these measures constitute routine risk minimisation measures. 

If important information that may affect the safe use of Alyftrek is not yet available, it is listed 

under ‘missing information’ below. 

II.A List of important risks and missing information 

Important risks of Alyftrek are risks that need special risk management activities to further 

investigate or minimise the risk, so that the medicinal product can be safely taken. Important 

risks can be regarded as identified or potential. Identified risks are concerns for which there is 

sufficient proof of a link with the use of Alyftrek. Potential risks are concerns for which an 

association with the use of this medicine is possible based on available data, but this association 

has not been established yet and needs further evaluation. Missing information refers to 
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information on the safety of the medicinal product that is currently missing and needs to be 

collected (e.g., on the long-term use of the medicine). 

List of important risks and missing information 

Important identified risks • Hepatotoxicity 

Important potential risks • Cataract 

Missing information • Use in pregnancy or breastfeeding 

• Long-term safety 

• Use in patients with moderate or severe hepatic impairment 

• Use in children aged 6 to 11 years 

II.B Summary of important risks 

Hepatotoxicity (Important identified risk) 

Evidence for 

linking the risk to 

the medicine 

In the two 52 week, double-blinded, controlled Phase 3 pivotal studies (Studies 102 and 

103) in CF subjects 12 years of age and older and the open-label, Phase 3 study 

(Study 105) in CF subjects 6 through 11 years of age, transaminase elevations have been 

reported. In some cases, a contributory role of Alyftrek cannot be excluded. 

Based on the overall safety experience with Alyftrek, hepatotoxicity is considered an 

important identified risk. 

Risk factors and 

risk groups 

Generally known risk factors for increases in transaminases include concurrent acute and 

chronic infections or illnesses (e.g., pulmonary exacerbation, flu-like illness, viral 

hepatitis), comorbidities (e.g., CF liver disease), and use of concomitant drugs (e.g., 

acetaminophen, antibiotics) or substances (alcohol) known to be associated with liver 

enzyme elevations. 

Risk minimisation 

measures 

PI Sections “Warnings and precautions” and “Undesirable effects” 

PI Section “Warnings and precautions” where recommendations for LFT monitoring and 

treatment stopping rules are provided. 

PL Sections “Do not take Alyftrek”, “When is caution required when taking Alyftrek?”, 

“Can Alyftrek be taken during pregnancy and breast-feeding?” and “Possible side 

effects”. 

PL Sections “When is caution required when taking Alyftrek?” and “Possible side 

effects” where expectations for LFT monitoring and detection of potential signs of liver 

problems are discussed. 

Prescription only 

Additional 

pharmacovigilance 

activities 

• Open-label extension study in CF subjects ages 12 years and older (Study 104) 

• Open-label extension study in CF subjects ages 1 to 11 years (Study 106) 

• Post-authorisation efficacy study (PAES) 

See Section II.C of this summary for an overview of the post-authorisation development 

plan. 

Cataract (Important potential risk) 

Evidence for 

linking the risk to 

the medicine 

Cataracts (lens opacities) considered related to ivacaftor (IVA) treatment were seen 

during studies in newborn rats but were not observed in older animals or in longer 

duration animal studies. Given developmental differences between rats and humans, it is 

unlikely that the cataract finding is relevant to humans 12 years of age and older.  

Non-congenital cataracts without impact on vision have been reported in paediatric 

subjects treated with IVA-containing regimens during clinical studies and 

post-authorisation surveillance, but the relationship of these events to treatment is 

uncertain due to the presence of other possible causes. As D-IVA is a deuterated 

isotopologue of ivacaftor, the potential risk of cataract is considered applicable to D-IVA 

containing regimen. 
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Risk factors and 

risk groups 

Risk factors for cataracts include aging, trauma, UV light and radiation exposure, diabetes 

mellitus, intraocular inflammation, and corticosteroid use. 

Risk minimisation 

measures 

PI Sections “Warnings and precautions” and “Pre-clinical data” 

PI Section “Warnings and precautions” where recommendations for baseline and follow-

up ophthalmological examinations in paediatric patients are provided. 

PL Section “When is caution required when taking Alyftrek?” 

PL Section “When is caution required when taking Alyftrek?” where expectations for eye 

examinations are discussed. 

Prescription only 

Additional 

pharmacovigilance 

activities 

• Open-label extension study in CF subjects ages 12 years and older (Study 104) 

• Open-label extension study in CF subjects ages 1 to 11 years (Study 106) 

See Section II.C of this summary for an overview of the post-authorisation development 

plan. 

Use in pregnancy or breastfeeding (Missing information) 

Risk minimisation 

measures 

PI Sections “Pregnancy, lactation” and  “Pre-clinical data” 

PI Section “Pregnancy, lactation” where advice is given regarding use during pregnancy 

and breastfeeding. 

PL Section “Can Alyftrek be taken during pregnancy and breast-feeding?” 

PL Section “Can Alyftrek be taken during pregnancy and breast-feeding?” where advice 

is given to speak with a healthcare professional before use during pregnancy and 

breastfeeding. 

Prescription only 

Additional 

pharmacovigilance 

activities 

• Post-authorisation efficacy study (PAES) 

See Section II.C of this summary for an overview of the post-authorisation development 

plan. 

Long-term safety (Missing information) 

Risk minimisation 

measures 

Prescription only 

Additional 

pharmacovigilance 

activities 

• Open-label extension study in CF subjects ages 12 years and older (Study 104) 

• Open-label extension study in CF subjects ages 1 to 11 years (Study 106) 

• Post-authorisation efficacy study (PAES) 

See Section II.C of this summary for an overview of the post-authorisation development 

plan. 

Use in patients with moderate or severe hepatic impairment (Missing information) 

Risk minimisation 

measures 

PI Sections “Dosage/Administration” and  “Pharmacokinetics”. 

PI Section “Dosage/Administration” where recommendations regarding use in patients 

with hepatic impairment are provided. 

PL Sections “When is caution required when taking Alyftrek?” and  “How to take 

Alyftrek”. 

PL Sections “When is caution required when taking Alyftrek?” and “How to take 

Alyftrek” where advice to speak with a healthcare professional before use in patients with 

liver problems is provided. 

Prescription only 

Additional 

pharmacovigilance 

activities 

• Post-authorisation efficacy study (PAES) 

See Section II.C of this summary for an overview of the post-authorisation development 

plan. 

Use in children aged 6 to 11 years (Missing information) 

Risk minimisation 

measures 

PI Sections “Indications/Uses”, “Dosage/Administration”, and “Undesirable effects”. 

PL Sections “What is Alyftrek and what it is used for” and  “When is caution required when taking 

Alyftrek?”. 
Prescription only 
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Additional 

pharmacovigilance 

activities 

• Open-label extension study in CF subjects ages 1 to 11 years (Study 106)  

• Post-authorisation efficacy study (PAES) 

See Section II.C of this summary for an overview of the post-authorisation development 

plan. 

CF: cystic fibrosis; IVA: ivacaftor; PL: Package Leaflet; PAES: post-authorisation efficacy study; PI: Product 

Information; Study 102: VX20-121-102; Study 103: VX20-121-103; Study 104: VX20-121-104; Study 105: 

VX21-121-105; Study 106: VX22-121-106 

II.C Post-authorisation development plan 

II.C.1 Studies which are conditions of the marketing authorisation 

The following study is a condition of the marketing authorization in the EU: 

Post-authorisation efficacy study (PAES) 

Purpose of the study: To characterise the efficacy and safety of Alyftrek in the treatment of CF in 

people aged 6 years and older who have at least one non-Class I mutation in the CFTR gene 

including people who have two non-F508del mutations (e.g. N1303K, non-canonical splice, and 

mutations supported by FRT data). 

II.C.2 Other studies in post-authorisation development plan 

Open-label extension study in CF subjects aged 12 years and older (Study 104) 

Purpose of the study: To evaluate the long-term safety, tolerability, and efficacy of Alyftrek for 

96 weeks in CF subjects 12 years of age and older who are homozygous for F508del mutation 

(F/F genotype), heterozygous for the F508del mutation and a gating, minimal, or residual 

function mutation (F/G, F/MF or F/RF genotypes), or have at least 1 other triple combination 

responsive (TCR) CFTR mutation and no F508del mutation. 

Open-label extension study in CF subjects aged 1 to 11 years (Study 106) 

Purpose of the study: To evaluate the long-term safety and efficacy of Alyftrek for 96 weeks in 

CF subjects 1 through 11 years of age with at least 1 TCR mutation (including F508del) in the 

CFTR gene. 
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