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admission included failure to thrive (28.6%), elevated immunoreactive
trypsinogen (IRT) (9.5%), and pancreatitis (9.5%). During a median follow-
up of 11 years, 80% maintained their CF diagnosis, while 19% were reclas-
sified as CFTR-related disorder (CFTR-RD). Mean FEV; was 101.78+12.33%
and 47.6% were colonised with methicillin-sensitive Staphylococcus aureus
(MSSA). Pancreatic sufficiency was preserved in 8 of 9 patients tested. While
47.6% showed no systemic involvement, 28.6% had PBS, 9.5% pancreatitis,
9.5% recurrent infections, and 4.8% pancreatic insufficiency. In the CFTR-RD
group (n=4), second alleles carried residual function or unidentified muta-
tions. In the CF group (n=17), 8 had residual function and 8 had minimal
function mutations on the second allele.

Conclusion: D110H is frequently associated with PBS, preserved pancreatic
sufficiency, and normal FEV; values. The clinical phenotype and disease
severity are significantly determined by the accompanying mutation. Long-
term follow-up and genetic characterisation are critical for optimal patient
management.
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Clinical impact of large CFTR gene deletions and duplications in
children with cystic fibrosis: A national registry-based study
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Objectives: Large deletions and duplications (copy number variations,
CNVs) in the CFTR gene are rare in cystic fibrosis (CF) compared with
common mutations. This study aimed to evaluate the frequency of large
CFTR CNVs in Tiirkiye and their clinical impact using data from the National
Cystic Fibrosis Registry (NCFR).

Methods: NCFR data from 2024 were retrospectively analyzed. Among
2,150 CF patients followed in 36 centers, those with identified large CFTR
CNVs were included. Demographic, clinical, microbiological, and treatment-
related characteristics were recorded.

Results: A total of 43 patients (2.00%) had large CNVs, 53.4% of whom
were male. Median (min-max) age at diagnosis was 0.33 (min-max: 0.08-
9) years. Newborn screening was positive in 44.1%, and 9.30% had a
history of meconium ileus. Mean+SD sweat chloride levels were
85.314+25.97 mEq/L and 93.00+£22.11 mEq/L. Inhaled antibiotic therapy
was used by 34.8% of patients, while advanced respiratory support was
required in three patients. CFTR modulator therapy was used by two pa-
tients with heterozygous F508del mutations. Median (min-max) BMI Z-
score was —0.67 (-2.73-2.72), and the mean4SD FEV; value in the
spirometry test was 76.81%+26.00. Ten patients (23.2%) experienced a
mean=+SD of 2.10+1.10 pulmonary exacerbations per year. Pseudomonas
aeruginosa and Methicillin-resistance Staphylococcus aureus were detected
in 41.8% and 13.9% of patients, respectively. Pancreatic insufficiency and
liver disease were present in 23.2% and 20.9% of patients, respectively.
ABPA was recorded in 3 patients, diabetes in 2 patients, and Dios in 1
patient.
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Conclusions: Children with large CFTR CNVs constitute a small but clini-
cally significant subgroup with increased disease burden, characterized by
chronic airway infection, and frequent organ involvement. Systematic eval-
uation of large CFTR CNVs may improve risk stratification and support ge-
notype-based follow-up strategies in CF.
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Objectives: A common genetic variant among patients with cystic fibrosis
(CF) is 5T. This variant exhibits a highly variable clinical phenotype,
particularly when present in combination with other CFTR alleles. The aim of
this study was to characterize the clinical and genetic features of Portuguese
patients carrying this variant.

Methods: We conducted a retrospective analysis of children and adults
followed in 5 CF- Reference Centers in Portugal, who carried at least one 5T
variant in trans with another CFTR variant.

Results: Fifteen patients were included (7 males), with a median age 22
years [IQR 13-45], and median age at diagnosis of 13 years [IQR 3-33];
two patients had a positive neonatal screening. Eight patients had 5T in
trans with F508del (1 of whom also had another CF-causing (CFc) variant in
cis with the F508del mutation), four had 5T in trans with a non-F508del
CFc variant, and three had F508del and another CFc variant in cis with 5T.
Seven patients had a 5T;12TG genotype, while TG repeat length was un-
known in seven. Median sweat chloride was 60 mmol/L [IQR 43-75] at
diagnosis. Thirteen patients were diagnosed with CF, one with CF related
disorder, and one with CF screen positive inconclusive diagnosis. Chest CT
abnormalities were observed in 11 patients. Pancreatic insufficiency was
present in two patients, and six reported gastrointestinal symptoms. Res-
piratory symptoms were present in 11 patients, and five had Pseudomonas
aeruginosa isolates. Median FEV; was 87% [IQR 66-105]. Three patients
initiated highly effective modulator therapy, one of whom discontinued
treatment due to adverse effects.

Conclusion: This is the first multicentre Portuguese cohort describing pa-
tients carrying the CFTR 5T variant. Most patients showed clinically relevant
respiratory involvement. These findings reinforce the importance of
comprehensive genetic evaluation to understand the impact of the 5T variant
in the disease and its genotype-phenotype correlations.
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