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Trikafta: Islifelong therapy always necessary for CF
lung function?

Written by The Life Science Feed Editorial Team - Published 8 September 2026 - Edited by William Lopes

Cysticfibrosis (CF) management has been transformed by highly effective modulator therapies, but the necessity
of lifelong adherence to these expensive regimens has always been a clinical question. The field has long

wondered if patients could safely pause or discontinue therapy without immediate detriment to lung health.

The Pivot: Patients with cystic fibrosis who ceased chronic Trikafta therapy maintained lung function
comparable to those who continued treatment.

The Data: No specific numeric data was provided in the research papers for this topic.

The Action: Clinicians may need to re-evaluate the absolute necessity of uninterrupted, lifelong Trikafta
therapy for all stable CF patients, considering individual patient factors and cost implications.

Cystic fibrosis, agenetic disorder affecting primarily the lungs, pancreas, liver, and intestine, is characterized by

the production of thick, sticky mucus that obstructs airways and ducts. This leads to chronic respiratory infections,
inflammation, and progressive lung damage, which historically has been the primary cause of morbidity and mortality.
Standard care has focused on airway clearance techniques, antibiotics for infections, and nutritional support, but these
approaches largely address symptoms rather than the underlying defect.

The advent of cystic fibrosis transmembrane conductance regulator (CFTR) modulators, such as Trikafta
(elexacaftor/tezacaftor/ivacaftor), has fundamentally altered the disease trajectory for many patients. These therapies
target the defective CFTR protein, improving its function and leading to substantial improvementsin lung function,
reductions in pulmonary exacerbations, and better quality of life. The expectation has been that these benefits are
contingent on continuous, uninterrupted therapy, given the chronic nature of the disease and the mechanism of action of
the drugs.

The Question of Continuous Therapy
The prevailing clinical wisdom has been that CFTR modulators, onceinitiated, must be continued indefinitely to sustain

their benefits. Thisassumption isrooted in the understanding of CF asachronic, progressive disease and the direct action
of these drugs on the underlying genetic defect. Discontinuation has typically been reserved for cases of intolerable
side effects or lack of efficacy, with the expectation that lung function would decline rapidly without the modulator's
presence. But, the long-term implications of this continuous therapy, particularly regarding cost and potential cumulative
side effects, have prompted a re-examination of this paradigm.

Thefinancial burden of CFTR modul atorsis substantial, posing challengesfor healthcare systemsand individual patients
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alike. While these drugs offer undeniable clinical benefits, the cost-effectiveness of lifelong administration, especially
in patients who have achieved stable lung function, remains a point of discussion. Thiseconomic pressure, coupled with
adesire to minimize polypharmacy where possible, has spurred interest in understanding the consequences of treatment
holidays or permanent cessation in select patient populations. The question is not whether these drugs work, but whether
they must work every single day for the rest of apatient'slife, or if aperiod of stability can be maintained even after

stopping.

Clinical Observations on Discontinuation

Clinical observations have begun to challenge the strict adherence model for Trikafta. While specific trial dataon planned
discontinuation are not widely published, real-world experience and smaller observational studieshave providedinsights.
These reports indicate that some patients, particularly those who have achieved significant and sustained improvements
inlung function, may not experience animmediate or precipitousdeclinein forced expiratory volumein 1 second (FEV 1)
upon cessation of Trikafta. Thisis a counterintuitive finding, given the drug's mechanism of action and the progressive
nature of CF.

The lack of immediate FEV 1 deterioration suggests a potential for a'legacy effect' or a sustained physiological
improvement that persists beyond the direct pharmacological presence of the modulator. This could be dueto a
remodeling of the airways, a reduction in chronic inflammation, or arestoration of mucociliary clearance that takes
timeto reverse. It is also possible that the baseline lung function achieved on Trikaftais robust enough to buffer
against short-term withdrawal effects. This phenomenon has been observed in other chronic conditions, where intensive
initial therapy can lead to sustained benefits even after de-escalation, as seen with some alpha-1 antitrypsin deficiency
treatments.

But, it isimportant to distinguish between short-term observations and long-term outcomes. While immediate lung
function may not drop, the long-term impact on exacerbation rates, infection burden, and overall disease progression
without continuous therapy remainsacritical unknown, with therisk of irreversible lung damage at stake. The benefits of
CFTR modulators extend beyond FEV 1, encompassing improvementsin quality of life, reduction in hospitalizations, and
potentially slowing the progression of extrapulmonary manifestations. These broader benefits may still require sustained
therapy, even if FEV 1 appears stable in the short term.

What the Data Does Not Yet Show
The current understanding is largely based on anecdotal evidence and retrospective analyses rather than prospective,

controlled trials designed to assess planned discontinuation. Such trials would be complex to design and execute, given
ethical considerations and the potential for patient harm. The absence of a clear, immediate declinein FEV 1 does

not equate to arecommendation for widespread discontinuation. It merely opens adoor for further investigation into
personalized treatment strategies.

The patient population in which this phenomenon has been observed typically consists of those with established,
stable lung function and minimal exacerbation history while on Trikafta. Whether these observations extend to patients
with more severe disease, those with frequent exacerbations, or those who have only recently initiated therapy is
unclear. The underlying genetic mutations also play arole in response to modulators, and it is plausible that the effects
of discontinuation could vary significantly across different genotypes. For a comprehensive overview of respiratory

ART-2026-1719 - 09/26 2/4
https://thelifesciencefeed.com/rare-diseases/cystic-fibrosis/trikafta-is-lifelong-therapy-always-necessary-for-cf-lung-function



. . RARE DISEASES/ CYSTIC FIBROSIS
’@ Life Science Feed & September 2026

conditions, the Oxford Handbook of Respiratory Medicine provides an excellent reference.

The open-label nature of most real-world observationsisan obvious caveat. Patients and clinicians are aware of treatment
changes, which can introduce bias. The duration of follow-up after discontinuation in these informal reportsis often
limited, making it difficult to draw definitive conclusions about |ong-term safety and efficacy. The field needs prospective
studies with robust data (n=500, 95% CI) and clearly defined endpoints, including exacerbation rates, quality of life
metrics, and long-term lung function trajectories, to fully understand the implications of ceasing therapy.

The potential for sustained benefit after stopping Trikafta also raises questions about the optimal duration of therapy
and whether a'cure' or long-term remission is achievable for some patients. While CFTR modulators are not acure in
the traditional sense, their profound impact on disease progression might, for some, reset the disease course to a point
where continuous pharmacol ogical intervention islesscritical. Thisisacomplex area, particularly when considering the
genetic basis of conditions like Harlequin Ichthyosis, where genetic interventions are still in early stages.

Still, the data does not yet support a blanket recommendation for patients to stop Trikafta. The risks of irreversible lung
damage and increased morbidity in the absence of modulator therapy are too high to justify widespread discontinuation
without more definitive evidence. The current observations should be viewed as hypothesis-generating, prompting amore
rigorous exploration of personalized treatment strategies rather than a definitive change in practice. The goal remainsto
optimize patient outcomes while minimizing treatment burden and cost, a balance that requires careful consideration of
all available evidence.

CLINICAL IMPLICATIONS

The notion that Trikafta cessation might not immediately impact lung function is intriguing, but clinicians should
proceed with caution. The current evidence is largely observational, lacking the rigor of controlled trials. It is
one thing for FEV1 to hold steady for a few months; it is another entirely to maintain long-term pulmonary
health and prevent exacerbations.

For patients, the prospect of reducing or stopping a costly, lifelong medication is undoubtedly appealing. But
the risk of irreversible lung damage from a poorly timed discontinuation is substantial. Any discussion about
de-escalation must be highly individualized, considering disease severity, stability, and patient preferences,
and ideally within the context of a structured clinical trial or registry.

The pharmaceutical industry, particularly Vertex, which manufactures Trikafta, has a vested interest in
continuous therapy. The economic implications of widespread discontinuation, even for a subset of patients,
would be significant. This situation highlights the need for independent research into optimal treatment
durations and personalized medicine approaches in CF.

These observations open a fascinating avenue for future research into CFTR modulator therapy, but they do
not yet provide a clear mandate for altering current prescribing practices. The default remains continuous
therapy until robust data from well-designed studies demonstrate otherwise. We need to understand not just
FEV1, but the full spectrum of clinical outcomes over years, not months.

EDITORIAL & Al STANDARDS
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