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Abstract

:

Background: Lung function deterioration in cystic fibrosis (CF) is typically measured by a decline in the forced expiratory volume in one second (FEV1%), which is thought to be a late marker of lung disease. Dynamic hyperinflation (DH) is seen in obstructive lung diseases while exercising. Our aim was to assess whether DH could predict pulmonary deterioration in CF; a secondary measure was the peak VO2. Methods: A retrospective study was conducted of people with CF who performed cardiopulmonary exercise tests (CPETs) during 2012–2018. The tests were classified as those demonstrating DH non-DH. Demographic, genetic, and clinical data until 12.2022 were extracted from patient charts. Results: A total of 33 patients aged 10–61 years performed 41 valid CPETs with valid DH measurements; sixteen (39%) demonstrated DH. At the time of the CPETs, there was no difference in the FEV1% measurements between the DH and non-DH groups (median 83.5% vs. 87.6%, respectively; p = 0.174). The FEV1% trend over 4 years showed a decline in the DH group compared to the non-DH group (p = 0.009). A correlation was found between DH and the lung clearance index (LCI), as well as the FEV1% (r = 0.36 and p = 0.019 and r = −0.55 and p = 0.004, respectively). Intravenous (IV) antibiotic courses during the 4 years after the CPETs were significantly more frequent in the DH group (p = 0.046). The peak VO2 also correlated with the FEV1% and LCI (r = 0.36 and p = 0.02 and r = −0.46 and p = 0.014, respectively) as well as with the IV antibiotic courses (r = −0.46 and p = 0.014). Conclusions: In our cohort, the DH and peak VO2 were both associated with lung function deterioration and more frequent pulmonary exacerbations. DH may serve as a marker to predict pulmonary deterioration in people with CF.
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1. Introduction


Cystic fibrosis (CF) is the most common life-limiting autosomal recessive disease, with lung disease being the most significant cause of morbidity and mortality [1].



The loss of lung function is usually measured by the decline in the forced expiratory volume in one second (FEV1%) as measured by spirometry. It is undisputed that FEV1% decline is a late marker of lung disease in CF [1,2]. Markers of early lung disease are essential, as they indicate a critical time window for intervention with more intensive therapies and the attenuation of the disease trajectory.



Exercise-related parameters are more sensitive than measurements at rest in assessing respiratory health, and, indeed, exercise tolerance is reduced in people with CF [2,3,4].



Exercise performance and respiratory function while exercising was suggested as a prognostic factor over 30 years ago [5]. While later studies failed to prove the superiority of aerobic capacity over the FEV1% [6], a recent review concluded that low levels of peak VO2 are associated with an increase of 4.9-fold in the risk of mortality in subjects with CF, and it could be an important variable to follow in addition to the FEV1% [7]. Other parameters of exercise tests were not extensively investigated.



Inspiratory capacity (IC) tends to increase in healthy people while exercising, as recruited expiratory muscles ensure increased expiratory flow and decreased end expiratory lung volume. Dynamic hyperinflation (DH) is a phenomenon which appears in obstructive lung diseases such as chronic obstructive pulmonary disease (COPD) and CF while exercising. The collapse of the airways during forced expiration in these obstructive lung diseases contributes to lung hyperinflation [8]. Due to airway obstruction, exhalation may not be complete at the time the next breath is initiated, thereby leading to increasing amounts of trapped air at the end of exhalation and increasing end expiratory lung volume. This process is termed dynamic hyperinflation.



Measuring inspiratory capacity is a surrogate measure of dynamic hyperinflation and increased end expiratory lung volume in obstructive lung disease. Assuming that the total lung capacity remains constant, as exercise progresses and the end expiratory lung volume increases, the inspiratory capacity decreases [8,9].



Dynamic hyperinflation can limit ventilation during exercise. The work of breathing is increased, as the inspiratory muscles are at a mechanical disadvantage due to length–tension effects. At first, increased respiratory effort results in increased tidal volume. However, as exercise proceeds, there is a progressive decrease in the IC without a further increase in the tidal volume. This results in the cardinal symptom of dynamic hyperinflation, which is dyspnea upon exertion.



In healthy individuals, the exercise tidal flow volume loop (extFVL) and the maximal flow volume loop (MFVL) are distinct. However, as end expiratory lung volume increases with dynamic hyperinflation, there is an encroachment of the extFVL on the MFVL.



Previous studies have demonstrated a correlation between DH, reduced lung function, and exercise intolerance in CF, but the relationship between DH and subsequent lung function deterioration has not been examined [10,11].



Cardiopulmonary exercise tests (CPETs) are performed periodically as a routine follow-up at our center by people with CF who have an FEV1% greater than the 30% that is predicted. The test is performed while clinically stable.



We hypothesized that DH and other exercise parameters might be sensitive markers for predicting lung disease severity and deterioration in people with CF.




2. Methods


2.1. Patients


We conducted a retrospective longitudinal study that included children and adults with CF (FEV1% > 30% predicted) who were followed at the Graub Cystic Fibrosis Center at Schneider Children’s Medical Center of Israel during 2012–2018.



Patients’ demographic and clinical data until 12.2022 were collected, including age, gender, body mass index (BMI), genotype, pancreatic sufficiency status, the presence of CF-related diabetes and CF-related liver disease, the presence of chronic infection with Pseudomonas aeruginosa, pulmonary function tests, courses of intravenous antibiotics (IV) for pulmonary exacerbations, and CFTR modulator treatment status.



Routine medications used by the patients in our CF center include hypertonic saline and dornase alfa inhalations, as well as inhaled and oral antibiotics, in accordance with bacteria found in sputum cultures. Routine treatment also includes physiotherapy, pancreatic enzyme replacement therapy, and vitamins. As previously mentioned, some patients received CFTR modulator treatment during the study period.




2.2. Pulmonary Function Tests


Pulmonary function was measured at the lung function laboratory of the hospital’s pulmonary institute according to the American Thoracic Society/European Respiratory Society standards [12]. Spirometry and plethysmography measurements were performed using a constant-volume body plethysmograph (smart PFT body, Medical Equipment Europe GmbH, Hammelburg, Germany). Nitrogen multiple breath washout was performed with the use of an ultrasonic flow meter (smart PFT nebulizer, Ecomedics, Hammelburg, Germany).



Cardiopulmonary exercise tests (CPETs) are routinely performed periodically at our center by people with CF while they are clinically stable and have a FEV1% percent predicted (FEV1%pp) to be greater than 30% predicted.



Cardiopulmonary exercise testing was performed on an electronically braked cycle ergometer and a ZAN600 computerized metabolic system (variable impedance pneumotachometer sensor technology, ZAN-Messgerate GmbH, Hammelburg, Germany) using a graded protocol, with work rate increasing progressively at 10–20 W/min, depending on the patient predicted values. The work rate was increased with the goal of participants reaching maximal effort within 10–12 min. Pulmonary gas measurements were recorded during exercise and included oxygen uptake, carbon dioxide production, and minute ventilation using a metabolic gas analyzer (MetaLyzer®3B, Cortex Biophysik GmbH, Hammelburg, Germany).



IC was measured by spirometry as patients were instructed to inspire fully after normal expiration and then to expire maximally. The volume measured was defined as IC. In order to practice the maneuver, the patients performed several IC maneuvers before commencing the CPET. In addition, during the CPET, maneuvers were repeated every 2–3 min and only technically acceptable tests at maximal exercise, as reviewed by an experienced technician, were included. The change in IC from rest to peak exercise was calculated (IC exercise − IC rest = ∆IC) and DH was defined as a decrease of ≥5% in IC during maximal exercise [13]. Patients were categorized as those with and without evidence of DH. In the absence of expiratory flow limitation, vital capacity and a lack of inspiratory capacity might be the actual limit for tidal volume expansion. It should therefore be noted that expiratory flow limitation was a major feature in our patient group. For this population, as inspiratory capacity is a surrogate measure for end expiratory lung volume, we chose to use this measure in our study.



The criteria for acceptable CPET results included-a respiratory exchange ratio (RER) of ≥1.05 for adults and ≥1.03 for children [14]; peak heart rate > 100% predicted in adults or ≥195 bpm in children [15]; ventilation at peak exercise exceeding maximum voluntary ventilation (MVV) [16]; and VO2 peak ≥ 100% predicted or maximal work rate ≥ 100% predicted [14].




2.3. Parameters Evaluated


Patients’ demographic data and clinical data were compared between patients demonstrating DH and those without DH. The number of IV antibiotic courses for each patient in the 4 years after the CPETs were also compared between the two groups. FEV1% values were measured in the two and four years after the tests were extracted. Lung clearance index (LCI) measurements of all patients within 4 years of the CPETs were also reviewed. Values of FEV1% and LCI were compared between DH and non-DH patients.



The primary outcome measures were the rate of FEV1% decline in the DH as compared to the non-DH group, the LCI value measured during the 4 years after the CPETs, and the number of pulmonary exacerbations measured by IV antibiotic courses in the 4 years after the CPET in both groups.



The secondary outcome measures were the correlation between peak VO2 and FEV1%, as well as the LCI values and the number of IV antibiotic courses in the 4 years after the CPETs.




2.4. Statistics


The Shapiro–Wilk test was used for assessing normal distribution (p > 0.05 indicated that the sample distribution does not deviate significantly from a normal distribution). Data are presented as means (SDs) or median [min, max] for continuous variables and frequencies (%) for categorical variables. Primary outcomes: The differences in CPET parameters between DH and non-DH groups were analyzed using independent samples t-tests or Chi test [2] or Fisher’s exact test for smaller samples. Correlations between ∆IC and LCI/FEV1% were analyzed using Pearson test, and linear regression models were fitted. The correlation between peak VO2 and number of IV courses were analyzed using Spearman test. Trends in FEV1% changes over the study period were analyzed using a univariate general linear model. The analysis was performed using IBM SPSS version 29 (Armonk, NY, USA); statistical significance was set at p < 0.05.





3. Results


During the study period, 61 CPET studies were conducted, of which 20 were technically unacceptable—either due to submaximal effort during the test or due to malperformance of the DH maneuver, and they were therefore excluded. Valid DH measurements were available for 41 tests, which were performed by 33 patients (46% females). Their median age at the time of performing the test was 24.4 years (range 10–61, Table 1).



3.1. Baseline Characteristics of the Study Groups


3.1.1. Clinical Parameters—DH vs. Non-DH


While preforming IC maneuvers in rest and at peak exercise, DH was demonstrated in 16 (39%) tests; the mean (range) ∆IC was −14.7% (−6–(−29%)), whereas 61% (25) of the patients did not demonstrate DH, and their mean (range) ∆IC was +9.1% (−3.5–(+40.7%)).



The demographic parameters were similar in the DH and non-DH groups, apart from gender, wherein there were more females in the DH group (69% vs. 32%, p = 0.03) (Table 1).



The clinical characteristics of the DH and non-DH groups were similar at the baseline, including the respiratory status, with a median predicted FEV1% of 83.5% vs. 87.6%, respectively (p = 0.174).




3.1.2. Cardiopulmonary Measures—DH vs. Non-DH


Comparison of CPET parameters between DH and non-DH groups demonstrated a significantly higher breathing frequency in the DH group (mean (SD), 143.8 (34.6) vs. mean (SD) of 121.4 (30.6); p = 0.042). Other parameters, including the breathing reserve, peak VO2%, and VO2%, that were predicted at the anaerobic threshold were similar between the two groups (Table 2).





3.2. Prognostic Values of CPET Parameters


3.2.1. DH as a Prognostic Factor







	
FEV1% decline—Data regarding the FEV1% at the time of the CPET and in the following 2 and 4 years after the test were available in all but one test, which was missing 4 years after the CPET. While the FEV1% did not change in the non-DH group (p = 0.213), a significant deterioration was observed in the DH group (p = 0.0034). In comparing the two groups, the FEV1% trend from the time of the CPET to 4 years after the test showed a substantial decline in the DH group compared to the non-DH group (p = 0.009, Figure 1). A correlation was found between the severity of DH and the FEV1%, with patients having lower ∆ICs also having lower FEV1% values (r = 0.36 and p = 0.019; Figure 2).













	
DH and LCI—LCI measurements were available for 26 tests. Significantly higher LCI values were found in the DH group, with a mean (SD) value of 17.45 (4.41) in the DH group versus 10.6 (4.40) in the non-DH group (p = 0.024, Figure 3). A negative correlation was found between the ∆IC and the LCI (r = −0.55 and p = 0.004; Figure 4).













	
DH and IV antibiotic courses—IV antibiotic courses due to pulmonary exacerbations during the four years following the CPET were documented in 13/25 (52%) in the non-DH group and in 12/16 (75%) in the DH group (p = 0.006). The total number of IV antibiotic courses was higher in the DH group—totaling 52 courses versus 35, respectively, with a p = 0.046. Furthermore, a correlation was found between the degree of DH and the frequency of pulmonary exacerbations (r = −0.43 and p = 0.005; Figure 5).









3.2.2. Peak VO2 as a Prognostic Factor


A positive correlation was found between Peak VO2, measured at peak exercise, and the FEV1% 4 years after the CPET—meaning that a higher peak VO2 was found to predict a higher FEV1% after 4 years (r = 0.306 and p = 0.05; Figure 6). A negative correlation was found between the peak VO2 and LCI (r = −0.46 and p = 0.014), as well as between the peak VO2 and IV antibiotic courses due to pulmonary exacerbations (r = −0.46 and p = 0.014).




3.2.3. End Tidal CO2 (EtCO2) and Tidal Volume (TV)/IC Ratio as Prognostic Factors


The EtCO2 values during exercise were similar between the dynamic hyperinflation group and the nondynamic hyperinflation group, with a mean (SD) of 33.92 (4.07) mmHg and 32.75 (5.82) mmHg, respectively (p = 0.52). The TV/IC ratios also did not differ, with mean (SD) ratios of 0.58 (0.30) in the dynamic hyperinflation group compared to 0.64 (0.17) in the nondynamic hyperinflation group (p = 0.40).






4. Discussion


In the present study, by summarizing the CPET results in a cohort of people with CF and examining the CPET parameters as prognostic factors, we showed that DH was found to correlate with lung function deterioration and pulmonary exacerbations measured by the need for IV antibiotic courses. DH was shown to be a common phenomenon in people with CF—with 39% of our cohort of patients demonstrating DH. During the CPETs, although DH was not associated with worse aerobic capacity, with no change in other respiratory measures at maximal effort, including peak VO2, patients with DH demonstrated a significantly higher breathing frequency that suggested less efficient ventilation. Nonetheless, peak VO2 was another predictor of pulmonary function in the 4-year follow-up.



Nixon et al. found that higher levels of aerobic fitness in patients with cystic fibrosis are associated with a significantly lower risk of dying and concluded that measurement of the peak VO2 appears to be valuable for predicting a prognosis [5]. Vendrusculo et al. have also recently found that low levels of peak VO2 are associated with an increase of 4.9-fold in the risk of mortality in people with CF [7]. This indicates that VO2 could be an important follow-up variable to measure in addition to the FEV1. On the other hand, other studies failed to show a correlation between the peak VO2 and the long-term prognosis [6]. Our results support the notion that peak VO2 is a prognostic factor in people with CF, with higher values predicting better lung function and reduced episodes of pulmonary exacerbations.



Lower IC at rest correlated with breathlessness and increased number of hospitalizations in the study by Vilozni et al. [17]. Furthermore, Stevens et al. showed that people with CF with static hyperinflation demonstrated a significant reduction in exercise performance [18].



When addressing DH, several studies [9,19] have shown that it is commonly seen in people with CF, but no association between DH and ventilatory limitation was demonstrated. Savi et al. [20] have also found DH to be prevalent in mild to moderate CF, and although their exercise tolerance was reduced, the daily physical activity was not impaired.



Conversely, other studies [10,11] did demonstrate a correlation between DH and reduced lung function, as well as exercise intolerance. Stevens et al. evaluated CPET parameters, including DH expression in 109 mild to moderate CF patients; they found a correlation between DH and reduced lung function parameters, including the FEV1%. They also found a correlation between DH and reduced CPET parameters such as oxygen uptake, minute ventilation, tidal volume, and work rate at peak exercise. In our study, we did not find differences in most respiratory exercise parameters in patients with DH, which is probably because our cohort included patients with better lung function than the patients in the study by Stevens et al. However, our study did demonstrate a significant deterioration in the FEV1% in DH patients compared to the non-DH group during the 4 years after the CPET. Stevens et al. did not find DH to have a prognostic value with regards to lung function deterioration in the following two years. These differences might be explained by the extended follow-up in our study, as well as the differences in the study population—with younger patients having been examined in our present study.



The LCI measurements in our study were positively correlated with DH. In a study by Chelabi et al. [21], LCI was evaluated as a possible marker of exercise limitation in children with mild CF, and although none of the children in the study had documented DH, and the end expiratory lung volumes were higher in patients with higher LCI values.



Pulmonary exacerbations treated with IV antibiotics during the four years following the CPETs were significantly more frequent in the DH group compared to the non-DH group. Furthermore, a positive correlation was found between the degree of dynamic hyperinflation and the frequency of pulmonary exacerbations. To our knowledge, this is the first study to examine the correlation between DH and pulmonary exacerbations as a marker of clinical deterioration in people with CF.



It is well known that in COPD the increase in the respiratory rate while exercising in the presence of expiratory flow limitation might cause DH [22]. Studies addressing bronchodilator therapy in COPD patients have demonstrated a rise in the tidal volume, which resulted in a decrease in the breathing frequency and a rise in exercise tolerance [22,23,24]. Reversible airway obstruction is common in CF, and it is more frequent in younger patients and in those with a severe genotype [25]. To date, no studies addressing bronchodilator therapy for dynamic hyperinflation in people with CF have been published; our results suggest that bronchodilator treatment might benefit people with CF demonstrating DH.



Our study has several limitations. First, the study is retrospective, although the CPET is part of routine follow up in our clinic. Second, our study group was small, as children under 10 years and patients with low FEV1 values did not perform this test. In addition, several tests were not technically acceptable as maximal tests. Moreover, two issues can confound the measurements of the inspiratory capacity: firstly, the plateau in the tidal volume could occur physiologically after the respiratory compensation point for lactic acidosis. Secondly, the inspiratory capacity maneuvers can potentially underestimate the magnitude of dynamic hyperinflation in patients with COPD who retain CO2 during exercise, because hypercapnia is associated with increasing neural respiratory drive. In order to eliminate the bias of CO2 retention, we added an analysis of the EtCO2 at maximal effort. The comparison of this parameter between the dynamic hyperinflation and nondynamic hyperinflation groups showed no difference. Lastly, we had more females in the DH group, which may be due to the fact that women present a more rapid deterioration in adolescence and young adulthood.



In conclusion, our study demonstrates that DH and peak VO2 are both associated with more frequent pulmonary exacerbations, as well as lung function deterioration, in people with CF. These results suggest that the VO2 in combination with DH might be used as an early marker to predict pulmonary deterioration in CF. Larger multi center prospective studies are needed to further evaluate the role of both markers in predicting lung function deterioration in people with CF.







Author Contributions


Conceptualization, M.M.-Z., E.S. and H.B.; investigation, M.M.-Z. and E.S.; data curation, M.M.-Z., E.S., P.S., H.L., G.S., O.B.-O., H.B. and D.P; analysis, Y.G., M.M.-Z. and E.S.; writing—original draft preparation, E.S. and M.M.-Z.; writing—review and editing, P.S., H.L., G.S., O.B.-O., H.B. and D.P. All authors have read and agreed to the published version of the manuscript.




Funding


This research received no external funding.




Institutional Review Board Statement


The study was approved by the institutional ethics research board (RMC-0643-20).




Informed Consent Statement


Written informed consent was obtained from all the subjects involved in the study.




Data Availability Statement


The data presented in this study are available on request from the corresponding author. The data are not publicly available due to privacy restrictions.




Conflicts of Interest


The authors declare no conflict of interest.




References


	



Szczesniak, R.; Heltshe, S.L.; Stanojevic, S.; Mayer-Hamblett, N. Use of FEV1 in cystic fibrosis epidemiologic studies and clinical trials: A statistical perspective for the clinical researcher. J. Cyst. Fibros. 2017, 16, 318–326. [Google Scholar] [CrossRef] [PubMed]

	



Elborn, J.S. Cystic fibrosis. Lancet 2016, 388, 2519–2531. [Google Scholar] [CrossRef]

	



Urquhart, D.S.; Saynor, Z.L. Exercise testing in cystic fibrosis: Who and why? Paediatr. Respir. Rev. 2018, 27, 28–32. [Google Scholar] [CrossRef]

	



Hebestreit, H.; Hulzebos, E.H.; Schneiderman, J.E.; Karila, C.; Boas, S.R.; Kriemler, S.; Dwyer, T.; Sahlberg, M.; Urquhart, D.S.; Lands, L.C.; et al. Cardiopulmonary exercise testing provides additional prognostic information in cystic fibrosis. Am. J. Respir. Crit. Care Med. 2019, 199, 987–995. [Google Scholar] [CrossRef]

	



Nixon, P.A.; Orenstein, D.M.; Kelsey, S.F.; Doershuk, C.F. The prognostic value of exercise testing in patients with cystic fibrosis. N. Engl. J. Med. 1992, 327, 1785–1788. [Google Scholar] [CrossRef]

	



Moorcroft, A.J.; Dodd, M.E.; Webb, A.K. Exercise testing and prognosis in adult cystic fibrosis. Thorax 1997, 52, 291–293. [Google Scholar] [CrossRef] [PubMed]

	



Vendrusculo, F.M.; Heinzmann-Filho, J.P.; da Silva, J.S.; Perez Ruiz, M.; Donadio, M.V.F. Peak oxygen uptake and mortality in cystic fibrosis: Systematic review and meta-analysis. Respir. Care 2019, 64, 91–98. [Google Scholar] [CrossRef]

	



Kominami, K.; Noda, K.; Minagawa, N.; Yonezawa, K.; Akino, M. The concept of detection of dynamic lung hyperinflation using cardiopulmonary exercise testing. Medicine 2023, 102, E33356. [Google Scholar] [CrossRef]

	



Karapanagiotis, S.; Gambazza, S.; Brivio, A.; D’Abrosca, F.; Colombo, C. Ventilatory limitation and dynamic hyperinflation during exercise testing in Cystic Fibrosis. Pediatr. Pulmonol. 2017, 52, 29–33. [Google Scholar] [CrossRef] [PubMed]

	



Stevens, D.; Stephenson, A.; Faughnan, M.E.; Leek, E.; Tullis, E. Prognostic relevance of dynamic hyperinflation during cardiopulmonary exercise testing in adult patients with cystic fibrosis. J. Cyst. Fibros. 2013, 12, 655–661. [Google Scholar] [CrossRef] [PubMed]

	



Reuveny, R.; Vilozni, D.; Dagan, A.; Ashkenazi, M.; Velner, A.; Segel, M.J. The role of inspiratory capacity and tidal flow in diagnosing exercise ventilatory limitation in Cystic Fibrosis. Respir. Med. 2022, 192, 106713. [Google Scholar] [CrossRef] [PubMed]

	



Graham, B.L.; Steenbruggen, I.; Miller, M.R.; Barjaktarevic, I.Z.; Cooper, B.G.; Hall, G.L.; Hallstrand, T.S.; Kaminsky, D.A.; McCarthy, K.; McCormack, M.C.; et al. Standardization of spirometry 2019 update an official American Thoracic Society and European Respiratory Society technical statement. Am. J. Respir. Crit. Care Med. 2019, 200, E70–E88. [Google Scholar] [CrossRef]

	



O’donnell, D.E.; Revill, S.M.; Webb, K.A. Dynamic Hyperinflation and Exercise Intolerance in Chronic Obstructive Pulmonary Disease. Am. J. Respir. Crit. Care Med. 2001, 164, 770–777. [Google Scholar] [CrossRef] [PubMed]

	



Hebestreit, H.; Arets, H.G.; Aurora, P.; Boas, S.; Cerny, F.; Hulzebos, E.H.; Karila, C.; Lands, L.C.; Lowman, J.D.; Swisher, A.; et al. Statement on exercise testing in cystic fibrosis. Respiration 2015, 90, 332–351. [Google Scholar] [CrossRef] [PubMed]

	



Rowland, T.W. Developmental Exercise Physiology; Human Kinetics: Champaign, IL, USA, 1996. [Google Scholar]

	



ATS/ACCP Statement on cardiopulmonary exercise testing. Am. J. Respir. Crit. Care Med. 2003, 167, 211–277. [CrossRef]

	



Vilozni, D.; Dagan, A.; Lavie, M.; Sarouk, I.; Bar-Aluma, B.E.; Ashkenazi, M.; Mendelovich, S.L.; Betzalel, Y.; Efrati, O. The value of measuring inspiratory capacity in subjects with cystic fibrosis. Respir. Care 2018, 63, 981–987. [Google Scholar] [CrossRef]

	



Stevens, D. Static hyperinflation is associated with ventilatory limitation and exercise tolerance in adult cystic fibrosis. Clin. Respir. J. 2018, 12, 1949–1957. [Google Scholar] [CrossRef]

	



Di Paolo, M.; Teopompi, E.; Savi, D.; Crisafulli, E.; Longo, C.; Tzani, P.; Longo, F.; Ielpo, A.; Pisi, G.; Cimino, G.; et al. Reduced exercise ventilatory efficiency in adults with cystic fibrosis and normal to moderately impaired lung function. J. Appl. Physiol. 2019, 127, 501–512. [Google Scholar] [CrossRef] [PubMed]

	



Savi, D.; di Paolo, M.; Simmonds, N.J.; Pascucci, C.; Quattrucci, S.; Palange, P. Is daily physical activity affected by dynamic hyperinflation in adults with cystic fibrosis? BMC Pulm. Med. 2018, 18, 60. [Google Scholar] [CrossRef] [PubMed]

	



Chelabi, R.; Soumagne, T.; Guillien, A.; Puyraveau, M.; Degano, B. In cystic fibrosis, lung clearance index is sensitive to detecting abnormalities appearing at exercise in children with normal spirometry. Respir. Physiol. Neurobiol. 2018, 247, 9–11. [Google Scholar] [CrossRef]

	



Varga, J. Mechanisms to dyspnoea and dynamic hyperinflation related exercise intolerance in COPD (Review). Acta Physiol. Hung. 2015, 102, 163–175. [Google Scholar] [CrossRef] [PubMed]

	



Berton, D.C.; Reis, M.; Siqueira, A.C.B.; Barroco, A.C.; Takara, L.S.; Bravo, D.M.; Andreoni, S.; Neder, J.A. Effects of tiotropium and formoterol on dynamic hyperinflation and exercise endurance in COPD. Respir. Med. 2010, 104, 1288–1296. [Google Scholar] [CrossRef] [PubMed]

	



O’donnell, D.E.; Flüge, T.; Gerken, F.; Hamilton, A.; Webb, K.; Aguilaniu, B.; Make, B.; Magnussen, H. Effects of tiotropium on lung hyperinflation, dyspnoea and exercise tolerance in COPD. Eur. Respir. J. 2004, 23, 832–840. [Google Scholar] [CrossRef] [PubMed]

	



Levine, H.; Cohen-Cymberknoh, M.; Klein, N.; Hoshen, M.; Mussaffi, H.; Stafler, P.; Breuer, O.; Kerem, E.; Blau, H. Reversible airway obstruction in cystic fibrosis: Common, but not associated with characteristics of asthma. J. Cyst. Fibros. 2016, 15, 652–659. [Google Scholar] [CrossRef] [PubMed]








[image: Jcm 12 05834 g001] 





Figure 1. Median FEV1% trend in DH and non-DH groups from the time of CPETs to 4 years after the tests. General linear model; p = 0.009. 
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Figure 2. Correlation between ∆IC and predicted FEV1% predicted. Linear regression. 
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Figure 3. Mean LCI values in DH and non-DH groups. Mann–Whitney test. 
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Figure 4. Correlation between ∆IC and LCI. Linear regression. 
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Figure 5. Independent sample Mann–Whitney U test for the number of IV courses in the four years after the CPETs in the DH and non-DH groups. Mann–Whitney test; IV antibiotic courses were documented in 13/25 (52%) patients in the non-DH group and in 12/16 (75%) in the DH group (p = 0.006), with a total number of IV antibiotic courses of 52 versus 35, respectively, and a p = 0.046. 
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Figure 6. Correlation between FEV1% and Peak VO2. Linear regression. 
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Table 1. Patients characteristics.
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	DH, n = 16
	Non-DH, n = 25
	p





	Age—mean (SD) *
	25.9 (14.8)
	23.9 (10.2)
	0.520



	Female, n (%) #
	11 (69%)
	8 (32%)
	0.030



	BMI *
	21 (3.76)
	21.8 (3.51)
	0.490



	Genotype #

Both allele minimal function

At least one allele residual function
	

10 (62.5%)

6 (37.5%)
	

15 (60%)

10 (40%)
	

0.873



	Pancreatic insufficiency, n (%) #
	11 (69%)
	17 (68%)
	0.618



	CF-related diabetes $
	3 (18%)
	2 (8%)
	0.362



	CF-related liver disease $
	1 (6%)
	6 (24%)
	0.215



	Chronic PSA #
	12 (75%)
	14 (56%)
	0.322



	CFTR modulators tx, n (%) #
	5 (31%)
	4 (16%)
	0.276



	FEV1%, median (SD) *
	83.5 (25)
	87.6 (19.2)
	0.174







DH = dynamic hyperinflation; BMI = body mass index; PSA = Pseudomonas aeruginosa; * = independent samples t-test; # = Chi2 test; $ = Fisher’s exact test.













 





Table 2. Cardiopulmonary exercise test (CPET) parameters #.
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	DH, n = 16
	Non-DH, n = 25
	p





	Breathing frequency % of predicted breaths per minute, mean (SD) *
	143.8 (34.6)
	121.4 (30.6)
	0.043



	Breathing reserve %, mean (SD) *
	25.8 (15.9)
	28.6 (14.3)
	0.580



	Peak VO2%, mean (SD) *
	97.3 (33.6)
	92.8 (31.1)
	0.668



	VO2% predicted at the anaerobic threshold, mean (SD)
	59.7 (22.4)
	49.2 (19.1)
	0.137







DH = dynamic hyperinflation; VO2 = oxygen consumption * = at peak exercise; # = independent samples t-test.
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