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Costs of care for 242 adults and children with cystic fibrosis followed up
in four reference medical centers in France
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Objectives: Costs of care are influenced by evolution of characteristics of
cystic fibrosis (CF) patients due to increasing life expectancy and by recent
apparition of expensive innovative therapeutics. The aim of our study was
to update CF-related costs in France in 2015.

Methods: We conducted a retrospective cohort study with non-pulmon-
ary-transplanted patients followed up in 2 adult and 2 pediatric reference
medical centers in France and covered by the French National Health
Insurance (NHI). Information on sociodemographic data and CF character-
istics were collected from the patients’ medical records. Consumptions
related to CF were extracted from the regional French medical insurance
health care funding database. Economic evaluation was performed from
the perspective of the NHI with a time horizon of 1 year. Overall annual CF-
related mean cost and annual mean cost per source of expenditure were
evaluated.

Results: A total of 242 patients have given their consent for extraction of
their health-care consumption data and were included. Among them 38.8%
were adults and 46.3% were females. Median age was 15.0 (min: 0; max:
65). Children were distributed in 21.1% aged 0-5 years old, 21.9% aged 6-11
years old and 18.2% aged 12-17 years old. The mean overall annual CF-
related cost per patient was €27 315. Hospital care represents 30.5% of costs
and home care 69.5% of costs, among them 46.2% for drugs and 8.4% for
physiotherapists’ consultations. Concerning drug consumption, 93.8% of
patients had at last 1 dispensing of oral or intravenous antibiotic, 38.0 of
inhaled tobramycin, 26.9% of inhaled colymicin, 54.1% of dornase alpha,
83.9% of pancreatic enzymes. Four patients were on ivacaftor with a mean
overall annual CF-related cost per patient of €204 395.

Conclusion: CF-related costs are increasing since 2003 where a mean
overall annual CF-related cost per patient of €22 725 was evaluated. Major
sources of expenditure stay drugs consumptions and hospital care.
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with ivacaftor (IVA): analysis of real-world data from the UK CF Registry
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Objectives: This ongoing, long-term, postapproval observational safety
study uses existing CF registries’ data to evaluate outcomes in pts treated
with IVA in a real-world setting. Here we present results of disease
progression analyses using 2015 data from the UK CF Registry.

Methods: Pts with a record of IVA use in the first year of commercial
availability in the UK (2013), who continued treatment through 2015 and
had no organ transplantation, were compared to comparator (COMP) pts
with no IVA use record matched (~1:5) on age, sex, and genotype severity
(eg, G551D mutation IVA pts were primarily matched to pts homozygous
for F508del ineligible for IVA therapy). Outcomes included percent
predicted FEV, ( ppFEV;), pulmonary exacerbations (PEx), PEx hospitaliza-
tions, body mass index (BMI), distal intestinal obstruction syndrome
(DIOS), and CF-related diabetes (CFRD).

Results: IVA (N=260) and COMP (N =1,289) pts were similar in age, sex,
lung function, and medication use in 2012. From 2012 to 2015, mean
ppFEV, change was +5.8 percentage points in IVAvs —3.1 percentage points
in COMP pts; mean BMI increase was 1.7 kg/m? for IVA vs 0.6 kg/m? for
COMP pts. The proportion of IVA pts experiencing PEx decreased from
54.6% to 35.4%, compared to an increase from 46.3% to 56.4% in COMP pts.
Other outcomes are summarized in the Table.

Conclusion: In addition to maintained improvements in lung function and
nutritional status, as well as decreased risk of PEx and PEx hospitalizations,

pts treated with IVA had a lower prevalence of DIOS and CFRD relative to
COMP pts. These results support disease modification by CFTR modulator
therapy.

Acknowledgement: Sponsored by Vertex Pharmaceuticals Incorporated

Table:
ppFEV,, Risk of PEx DIOS CFRD
mean (SD) Hospitalizations, Prevalence, Prevalence,
% % %

IVA COMP IVA|COMP  IVA|COMP IVA | COMP IVA|COMP

2012, 719 (24.2) 72.5(22.9) 54.6 | 46.3 47.7 1423 6571 169 22.0
baseline

2013 78.6 (25.2) 72.9 (23.3) 48.156.0 36.943.0 46|71 18.1]24.5
2014 79.1(25.0) 71.7 (23.5) 323563 227|444 39|77 200]273
2015 78.1(25.6) 70.5(24.2) 354|564 281|446 31|77 212|306
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Spanish multicentre registry-based study on the phenotype of patients
with cystic fibrosis carrying the V232D (¢.695T>A) mutation
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Objectives: To investigate the clinical impact (so far unknown) of V232D, a
valine to aspartate change in exon 6a reported in 1993 [1].

Methods: Out of the 2015 national dataset of 2003 patients with CF under
care at 19 CF centres participating in the ECFSPR, we identified 29 patients
carrying the V232D allele and: F508del (14), other CF-causing mutations
(12), or another unknown mutation (3). Clinical variables in patients with
V232D (V232Dp), and in all 1718 Spanish patients on the 2014 Spanish
national dataset (allCF) were compared

Results: V232D accounted for 0.72% of Spanish CF alleles. V232Dp were
older at diagnosis 9.2 +15.3 years (median 1.1) vs 4.5+9.9 (median 1.1),
p =0.048. Age at follow-up was not different (20.6 £ 16 vs 18.6 £ 13). Just 4
V232Dp had been diagnosed by newborn screening. Sweat chloride
(mmol/l) was lower: 71.7 +17.2, range 40-102, vs 90.4+26 (p<0.001).
There was no difference in the proportion of patients with sweat chloride
>60 and < 60 mmol/L. One single V232Dp was on pancreatic enzymes vs
1105 (73%), p < 001. FEV,%Pred. was 87.9 + 20.2 in V232Dp vs 79.3 +24.7 in
allCF (p=0.098). It was not different in patients aged < 18 (93.4£16 vs
92.6 £ 20, but adult V232Dp fared better (83.6 £ 22 vs67.4 + 22 (p =0.01).No
V232Dp younger than 18 had chronic bronchial infection with P aeruginosa
(cPa) vs 121(13.8%) in allCF (NS), while 3/13 (23.1%) adults had cPa vs 626/
1478 (42.4%), (p=0.01). There was no difference between groups in the
number of patients with chronic bronchial infection with S aureus.
Conclusions: Most V232D patients had classical CF albeit with compara-
tively lower sweat chloride values. They were nearly always PS, and their
average age at diagnosis was higher. Adults had significantly better FEV; and
lower prevalence of cPa. Still 6/2 (26%) of those with available pulmonary
function data, had FEV;% pred 50-69%, so close follow-up is warranted as a
sizeable minority may develop substantial pulmonary disease.
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