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Abstract: People with cystic fibrosis experience bronchopulmonary exacerbations, leading to
lung damage, lung function decline, increased mortality, and a poor health-related quality of
life. To date, there are still open questions regarding the rationale for antibiotic use and the
optimal duration of antibiotic therapy. This prospective single-center study (DRKS00012924)
analyzes exacerbation treatment over 28 days in 96 pediatric and adult people with cystic fibrosis
who started oral and/or intravenous antibiotic therapy in an inpatient or outpatient setting after
clinician diagnosis of bronchopulmonary exacerbation. Biomarkers of exacerbation were examined
in terms of their ability to predict response to treatment and the need for antibiotic therapy. The
mean duration of antibiotic therapy was 14 days. Inpatient treatment was associated with a poorer
health status, but no significant difference was found in the modified Fuchs exacerbation score
between inpatients and outpatients. A significant increase of in-hospital FEV1, home spirometry
FEV1, and body-mass index and a significant decrease of the modified Fuchs symptom score,
C-reactive protein, and 8 out of the 12 domain scores of the revised cystic fibrosis questionnaire
were demonstrated after 28 days. However, a trend towards a FEV1 decline in the inpatient group
on day 28 could be demonstrated, while FEV1 was maintained in the outpatient group. Correlation
analyses of changes between baseline and day 28 show a strong positive correlation between home
spirometry and in-hospital FEV1, strong negative correlations between FEV1 and the modified
Fuchs exacerbation score and between FEV1 and C-reactive protein, and a moderately negative
correlation between FEV1 and the three domains of the revised cystic fibrosis questionnaire.
Responders and non-responders to antibiotic therapy were defined in terms of FEV1 improvement
after therapy. A higher baseline C-reactive protein, a greater decrease in C-reactive protein, a
higher baseline modified Fuchs exacerbation score, and a greater decrease in the score after 28 days
could be found in the responder group, while other baseline and follow-up parameters like FEV1
showed no significant differences. Our data show that the modified Fuchs exacerbation score
is applicable in a clinical setting and can detect acute exacerbations regardless of health status.
Home spirometry is a useful tool for outpatient exacerbation management. A change in C-reactive
protein and a modified Fuchs score change are suitable follow-up markers of exacerbation due to
their strong correlation with FEV1. Further studies are needed to assess which patients would
benefit from a longer duration of antibiotic therapy. C-reactive protein at exacerbation onset
and C-reactive protein decline during and after therapy better predict antibiotic therapy success
than FEV1 at therapy onset, while the modified Fuchs score indicates exacerbation regardless
of the need for antibiotic therapy, suggesting that antibiotic therapy is only part of exacerbation
management.
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1. Introduction

Cystic fibrosis (CF) is one of the most common monogenetic, autosomal recessive
inherited diseases. The estimated incidence ranges from 1:1353 in Ireland to 1:128.434 in
China; however, it is still not known in many parts of the world [1-3]. Loss-of-function
mutations in the cystic fibrosis transmembrane conductance regulator (CFTR) gene encod-
ing for the CFTR channel cause a reduction in chloride and bicarbonate ion transport at
cell membranes in many organs. This results in a multi-organ disease in the lung, leading
to chronic inflammation and infection with respiratory pathogens and recurrent episodes
of worsening symptoms called bronchopulmonary exacerbations (BEx). Progressive de-
struction of lung tissue with respiratory failure is the most common cause of death in CF,
and BEx account for most hospital admissions in people with cystic fibrosis (pwCF) [4].
Advances in therapy have led to dramatically increased life expectancy and quality of life,
though a substantial number of patients are still severely affected [4]. The symptomatic
therapy of CF lung disease includes mucoactive agents, inhalative and systemic antibiotics,
bronchodilators, and anti-inflammatory drugs. During the last decade, highly effective
CFTR modulators (HEMT) have been developed and approved for many CFTR mutations.
HEMT provides a causal treatment, improving CFIR ion transport [5] or acting as molec-
ular chaperones [6,7]. Today, about 90% of pwCeF in the European and North American
CF populations are eligible for modulator therapy [8]. HEMT reduces the rate of severe
BEXx [9], but long-term data show that a significant number of pwCF continue to be affected,
particularly by milder BEx [10]. BEx drive disease progression, increase morbidity and
mortality, and worsen health-related quality of life in pwCF [4]. The pathophysiology of
BEx results from a complex interaction between host and bacterial pathogen and is not
yet fully understood [11]. The presence of other pathogens, like respiratory viruses, often
seems to play a role in the initiation of BEx [12]. However, chronic fungal colonization is
also associated with more frequent BEx [13-15]. Most BExs are due to the clonal expansion
of preexisting bacterial strains, but they may also be caused by the acquisition of a new
bacterial pathogen [11]. Due to overlapping symptoms, it may be difficult to identify and
treat the most relevant respiratory pathogen at a given time. In addition, pathogens may be
alternately relevant during one BEx course, thus an initially predominantly viral infection
may develop into a bacterial and eventually fungal infection [11,13]. Inhalative antiseptic
therapies that treat all respiratory pathogens simultaneously and particularly the most
proliferating pathogen could therefore prove useful for exacerbation therapy in addition to
other antimicrobial therapies [14,15].

To standardize the BEx definition for clinical trials, in 2011, the EuroCareCF group
modified the preexisting Fuchs BEx score [16] and defined BEx as a recent change of at
least two out of a list of six items requiring additional antibiotic therapy [17]: L. change in
sputum volume or color; II. increased cough; III. increased malaise, fatigue, or lethargy;
IV. anorexia or weight loss; V. decrease in pulmonary function by 10% or more and/or
radiographic changes; and VI. increased dyspnea. Several studies have now demonstrated
that the Fuchs-BEx score inadequately reflects the clinician’s diagnosis of BEx. For example,
in a phase III clinical trial with 751 respiratory events, more than one third had >4 Fuchs
criteria present but failed to be assessed as BEx, and only 6/12 Fuchs criteria were present
more often in the assumed BEx group than in the non-BEx group [18]. However, it is also
under discussion whether the modified Fuchs BEx score is truly more applicable to the
real world [19,20]. Recently, a decline in FEV1 (AFEV1) as modest as 5% or more could be
associated with increased cough and/or sputum and clinician-diagnosed BEx in children
with CF [21], questioning the requirement for AFEV1 >10%. This is particularly important
in the HEMT era with lower sputum volumes and potentially milder FEV1 changes, where
AFEV1 >10% may no longer prove sensitive enough. The search for biomarkers that clearly
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indicate the need for antibiotics in BEx remains unsolved, and it may be doubted whether
AFEV1 is such a marker at all. In a recent study, BEx groups could be defined in relation
to viral or bacterial involvement, respectively, and systemic inflammation, confirming a
previous study that found the highest AFEV1 in mixed viral-bacterial BEx and not in only
bacterial-induced BEx [22,23]. Moreover, BEx without FEV1 changes may exist [24]. Other
important issues are the monitoring of treatment response and the duration of antibiotic
therapy. The only yet existing randomized trial specifically examining treatment duration
for BEx in pwCF, the STOP2 (Standard Treatment of Pulmonary exacerbation 2) trial,
identified a duration of 10 vs. 14 days for early responders and 14 vs. 21 days for non-early
responders as equivalent in terms of FEV1 outcome, and other studies achieved similar
results [25,26]. However, in the STOP?2 trial, a trend in the shorter treatment groups towards
aworse FEV1 outcome after completion of therapy is evident, as is a trend towards a shorter
time to the next BEx in both groups with shorter treatment. These trends are not statistically
significant but may cumulate to a worse long-term pulmonary outcome after multiple
BEX, so that further randomized studies with a longer follow-up period are still desirable.
Many parameters, especially C-reactive protein (CrP) and FEV1, have been extensively
studied for their utility in assessing response to therapy, but no association between these
parameters could be found [27]. In the STOP trial, the change in FEV1 and the CRISS Score,
a patient-reported symptom diary, were found to be positively correlated [28,29]. A change
in several domains of the CF-specific patient-reported outcome measure was reported.
The CFQ-R (cystic fibrosis questionnaire-revised) has already been found to moderately
correlate with BEx [30] and to change similarly to ppFEV1, but statistical analysis has not
been performed [31]. A correlation between AFEV1 and the modified Fuchs BEx symptom
score during BEx treatment has not yet been examined outside clinical trials. During a
randomized clinical trial, vast differences between investigator and modified Fuchs score
BEx definition were found [18]. In summary, there are still open questions and a lack
of evidence about the definition and diagnosis of BEXx, the timing of treatment initiation,
the duration of treatment, and how treatment should be monitored. The management of
pulmonary exacerbations is a crucial factor influencing the outcome of pwCF. BEx worsens
long-term health status, but inpatient treatment is also associated with a poorer quality
of life [32]. Additionally, rational prescribing of antibiotic therapies in CF is particularly
challenging. It is therefore important to identify biomarkers that indicate the need for BEx
treatment and response to therapy and that may identify the need for antibiotic therapy. In
addition, it is important to establish objective outcome parameters that can be measured at
home to enable safe and effective outpatient BEx therapy. We therefore aimed to analyze
BEx treatment and outcome parameters in pwCF in our center to identify biomarkers
suitable for BEx management in the clinical routine.

2. Results
2.1. Study Cohort

A total of 105 patients were included in the study. Due to missing data, nine patients
were excluded, and statistical analyses were finally performed for 96 patients with complete
home spirometry data. For the analysis of further outcome parameters and the analysis of
response to therapy, only patients with complete data on day 0 and day 28 were included
in the statistical analysis (see Figure 1).

2.2. Baseline Data/Demographical Data, BEx Treatment, and Sputum Microbiology

Statistical analysis of the baseline and demographic data revealed significant differ-
ences between inpatient and outpatient groups (please see Table 1). Inpatient treatment
was associated with a poorer health status, as indicated by a lower median body mass
index (BMI), a higher proportion of pancreatic insufficiency, a higher rate of Pseudomonas
aeruginosa and fungi detection in Day 0 sputum samples, a more rapid FEV1 (forced expira-
tory volume in one second) decline during the past two years, a lower baseline FEV1, and
a higher hospitalization rate in the two years prior to study entry. Fitting this, the inpatient
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group had a significantly worse health-related quality of life (HRQL) assessed by CFQ-R
questionnaires, especially for the domains “physical functioning”, “body image”, and “res-
piratory symptoms.” Inpatients also had a higher median leukocyte count at study entry,
indicating a more severe exacerbation. However, the modified Fuchs score demonstrated
no significant difference between the two groups, which shows that the score is able to
identify acute exacerbations regardless of disease severity.

Total pwCF enrolled
n =105

No/incomplete home
spirometry
n=4

I

Exclusion from
statistical analysis

Failure of outpatient therapy
- hospital admission

\»

n=5
A 4
Study fully completed HRQL C-reactive In-hospital Microbiology
Home spirometry + modified Fuchs PEx (CFQ-R) Protein lung function
symptom score Days 0, 7, 14, 21, 28 Day 0+ 28 Day 0+ 28 Day 0 + 28 Day 0 + 28
n=96 n=91 n=64 n=35 n=69
Figure 1. Study cohort.
Table 1. Baseline Data (Day 0).
. All Subjects Outpatients Inpatients b
a =
Baseline Data (Day 0) (1 = 96) (= 42) (1 = 54) p-Value
Gender: female/male, number 50/46 (52.1/47.9) 22 (52.4) 28 (51.9) ns €
Age 28.5 + 11.5 (8.8-57.9) 29.2 + 11.4 (17.5-57.9) 26.95 + 11.53 (8.8-57.0) ns
Age < 18 years 10 (10.4) 1(2.4) 9 (16.7) p <0.05
BMI (kg/m?) 19.9 + 3.7 (12.2-33.7) 20.4 £+ 3.9 (14.3-33.7) 19.15 + 3.11 (12.2-28.8) p < 0.001
CF- related diabetes mellitus 38 (39.6) 15 (35.7) 23 (42.6) ns
Exocrine pancreatic insufficiency 89 (92.7) 36 (85.7) 53 (98.1) p <0.05
Chronic airway infection:
Pseudomonas aeruginosa 60 (62.5) 23 (54.8) 37 (68.5) ns
Staphylococcus aureus 41 (42.7) 25 (59.5) 16 (29.6) p <0.01
Hospitalizations last 2 years 34 4(0-17) 2 43 (0-11) 4+ 4(0-17) p <001
(number)
PEx last 2 years (number) 4 + 4 (0-18) 4+ 3(0-14) 4 + 4 (0-18) ns
) (n=282) (n=233) (n=49)
gg} ﬁsj/z years: —6.9 + 147 —41+115 —87+15.1 < 001
’ (—58.5-28.9) (—21.9-28.9) (—58.5-13.9) p=5

Home spirometry FEV1 (1/5) 1.3 + 0.8 (0.4-3.2) 1.4 + 0.8 (0.7-3.9) 1.1 + 0.6 (0.4-3.1) p < 0.001
Modified Fuchs PEx 4+1(3-6) 4+1(3-6) 5+ 1(3-6) ns

symptom-score
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Table 1. Cont.

. All Subjects Outpatients Inpatients

Baseline Data (Day 0) ? (1 = 96) ) o =112) (nz 54) p-Value ?
Lung function (spirometry): (n=59) (n=234) (n =25)
FEV1 (L/s) 1.4 +0.9(0.5-3.7) 1.9 £ 0.9 (0.7-3.7) 1.2 £ 0.6 (0.5 £ 3.0) p < 0.001
FVC (L) 2.6 £1.0 (1.1-5.7) 29 +1.0(1.5-5.6) 22 +0.8(1.14.1) p <0.001
MEEF 25 (L/s) 0.3 £0.3(0.1-1.4) 0.3 £04(0.1-1.4) 0.2 £0.3(0.1-1.3) p <0.01
MEF 25/75 (L/s) 0.7 £ 0.8 (0.2-3.3) 0.8 £1.0(0.3-3.3) 0.6 £ 0.6 (0.2-2.4) p <0.01
Laboratory results: (n=83) (n=29) (n =54)
CRP (mg/L) 20.3 £+ 31.7 (0.3-177.5) 15.4 + 21.5 (0.3-72.0) 21.1 4+ 35.3 (0.8-177.5) ns
Leukocytes (/nL) 13.1 £5.1 (4.1-29.3) 11.0 £ 3.9 (5.2-18.8) 13.6 £5.2 (4.1-29.3) p <0.01
SCCIZ?Q—S domains (sum of item (n=91) (n = 40) (n = 51)
Physical functioning 42 + 25 (0-92) 56 + 24 (17-92) 33 £+ 21 (0-67) p <0.001
Vitality 33 £ 18 (0-75) 38 £ 18 (0-75) 33 £ 18 (0-75) ns
Emotional functioning 67 £+ 18 (17-100) 73 4+ 17 (20-100) 60 £+ 19 (17-93) p <0.05
Social 56 + 18 (22-100) 61 £+ 21 (22-100) 50 £ 15 (22-100) ns
role/everyday life 58 + 26 (0-100) 67 £ 24 (17-100) 56 £ 26 (0-100) ns
Body image 67 £+ 25 (22-100) 67 £ 24 (22-100) 44 + 24 (22-100) p < 0.001
Eating disturbances 78 £ 24 (11-100) 89 £ 22 (11-100) 78 £ 25 (11-100) p <0.05
Treatment burden 56 + 18 (11-100) 56 + 18 (11-100) 56 £ 18 (11-89) ns
Health perceptions 33 4+ 22 (0-100) 39 £+ 25 (0-100) 33 4+ 20 (0-78) p <0.05
Weight 67 £ 38 (0-100) 44 + 19 (11-78) 28 + 19 (0-72) p <0.05
Respiratory symptoms 39 £ 20 (0-78) 89 £ 15 (44-100) 78 + 22 (22-100) p <0.01

. . 89 £ 20 (22-100) 100 =+ 36 (0-100) 67 £+ 39 (0-100) ns
Digestive symptoms
Microbiology: (n=93) (n=39) (n=>54)
Pseudomonas aeruginosa 57 (61.3) 21 (53.9) 36 (66.7) ns
Staphylococcus aureus 44 (47.3) 27 (69.2) 17 (31.5) p <0.001
Fungi 73 (78.5) 26 (66.7) 47 (87.0) p <0.05

2 Data are displayed in the form of the median 4 SD (min—-max) or number (%). b p-values refer to significant
differences between the “outpatient” and “inpatient” groups. © ns = non-significant.

In Table 2, BEx treatment is presented, with 100% of inpatients receiving intravenous
antibiotic therapy and a vast majority of outpatients receiving oral antibiotic therapy.
Inpatients were more often treated with additional steroids and antifungals as part of the
BEx therapy. This again points out the more severe phenotype but may also be caused
by the fact that inpatients are available for more differentiated treatment decisions. As all
therapeutic decisions were made by clinicians regardless of inclusion in the study, these
data reflect the typical routine clinical practice of a single center.

Table 2. BEx treatment. Type of therapy, total numbers, and percentages of inpatients and outpatients.

Exacerbation Therapy é:ll:Sg:l;] ects (C’)it;tg;)tlents i;za;:;nts p-Value ®
Duration of therapy (days) 14 + 5 (10-28) 14 + 7 (10-28) 28 (51.9) ns €
Combined antibiotic therapy 62 (64.6) 9(21.4) 53 (98.1) p <0.001
Intravenous antibiotic therapy 54 (56.3) 0 (0.0) 54 (100.0) p <0.001
Oral antibiotic therapy 43 (44.8) 39 (92.9) 5(9.3) p <0.001
Inhalative antibiotic therapy 20 (20.8) 12 (28.6) 8 (14.8) ns
Corticosteroid therapy 38 (39.6) 6 (14.3) 32 (59.3) p <0.001
Antifungal therapy 26 (27.1) 0(0.0) 26 (48.1) p <0.001

Data are displayed in the form of the median 4 SD (min-max) or number (%). b p-values refer to significances
between outpatients and inpatients. ¢ ns = not significant.
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2.3. Outcome Data

Tables 3 and 4 give an overview of the parameters collected on days 0 and 28 and their
changes, as well as the differences between inpatients and outpatients on day 28. Only
cases with complete parameters on days 0 and 28 were analyzed.

Table 3. Outcome days 0 and 28. Analysis shown for patients with complete data on days 0 and 28.

Day0 Day28 .
Outcome Day 0-28 Median + SD (Min-Max) Median + SD (Min-Max) p-Value
Home spirometry FEV1 (L/s) ? 1.3 £ 0.8 (0.4-3.2) 1.4 £+ 0.6 (0.4-4.8) p <0.001
PEx symptom score ? 441 (3-6) 14+ 2 (0-6) p < 0.001
Laboratory parameters b,
CRP (mg/L) 21.1 £33.1(0.3-177.5) 11.5 +27.5 (0.3-195.6) p <0.001
Leukocyte count (/nL) 12.7 £ 5.1 (4.1-29.3) 11.9 £ 5.4 (2.4-25.5) ns
In-hospital lung function ©:
ppFEV1 43 +20.42 (16-101) 52.5 £+ 21 (17-107) p <0.001
CFQ-R domains (%) 4
PHYSICAL FUNCTIONING 42 £ 25 (0-92) 58 + 26 (0-100) p <0.001
VITALITY 33 £ 18 (0-75) 50 + 19 (8-100) p < 0.001
EMOTIONAL FUNCTIONING 67 + 18 (17-100) 73 + 19 (20-100) p <0.001
SOCIAL 56 + 18 (22-100) 56 + 18 (11-100) ns
ROLE/EVERYDAY LIFE 58 + 26 (0-100) 67 + 24 (8-100) ns
BODY IMAGE 67 + 25 (22-100) 67 + 23 (11-100) ns
EATING DISTURBANCES 78 £ 24 (11-100) 100 £ 20 (11-100) p <0.001
TREATMENT BURDEN 56 + 18 (11-100) 56 £ 17 (11-100) p <0.01
HEALTH PERCEPTIONS 33 + 22 (0-100) 44 + 21 (0-89) p <0.001
RESPIRATORY SYMPTOMS 39 £ 20 (0-78) 56 + 20 (0-89) p <0.001
DIGESTIVE SYMPTOMS 89 + 20 (22-100) 78 + 18 (33-100) ns
WEIGHT 67 + 38 (0-100) 100 =+ 32 (0-100) p <0.01
BMI (kg/m?) ¢ 19.8 + 3.7 (12.8-33.7) 20.0 £3.7 (13.1-34.2) p <0.01

2 All patients (n = 96). b CRP (n = 64) und Leukocyte count (n = 60) available on Day0 and Day?28. € In-hospital
lung function (1 = 36) available on Day0 and Day28. ¢ CEQ-R (1 = 91) available on Day0 and Day?28. ¢ BMI (1 = 67)
available on Day0 and Day28.

Table 4. Outcome day 28. Inpatient and outpatient analysis shown for patients with complete data

on days 0 and 28.
Outpatients Inpatients g
Follow up Day 28 Median + SD (Min-Max) Median + SD (Min-Max) p-Value
Home spirometry FEV1 (L/s) @ 1.9 £ 0.9 (0.9-4.8) 1.2 £ 0.8 (0.4-3.8) p <0.01
PEx symptom score ? 1+1(0-5) 2+ 2 (0-6) p <0.05
Laboratory parameters °:

CRP (mg/L) 7.1 £12.1(0.3-45.0) 15.6 4+ 33.2 (0.3-195.3) ns
Leukocyte count (/nL) 10.4 + 3.9 (2.4-18.6) 13.7 £5.7 (2.8-25.5) p < 0.05
CFQ-R domains (%) €

PHYSICAL FUNCTIONING 67 + 23 (13-100) 46 + 26 (0-92) p <0.001
VITALITY 50 + 20 (8-100) 50 £+ 19 (8-83) ns
EMOTIONAL FUNCTIONING 73 £+ 18 (20-100) 67 + 19 (27-100) ns
SOCIAL 61 + 19 (11-100) 56 + 17 (22-94) ns

ROLE/EVERYDAY LIFE 67 + 19 (17-100) 53 + 25 (8-100) p <0.01

BODY IMAGE 67 + 22 (22-100) 56 + 23 (11-100) p <0.05

EATING DISTURBANCES 100 =+ 13 (44-100) 78 + 22 (11-100) p <0.01
TREATMENT BURDEN 56 + 14 (33-89) 56 + 19 (11-100) ns
HEALTH PERCEPTIONS 44 + 19 (11-78) 44 + 22 (0-89) ns
RESPIRATORY SYMPTOMS 56 + 19 (11-83) 56 + 22 (0-89) ns

DIGESTIVE SYMPTOMS 89 + 16 (44-100) 78 £ 19 (33-100) p <0.05

WEIGHT 100 + 27 (0~100) 67 = 37 (0-100) p <0.05

BMI (kg/m?) ¢ 20.6 + 3.8 (17.8-16.4) 19.6 + 3.3 (13.1-28.6) p <0.05

2 Outpatients n = 41, inpatients n = 54. b Outpatients n = 29, inpatients n = 40. © Outpatients n = 40, inpatients
n = 51. 4 Outpatients n = 30, inpatients n = 38.
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In mean, patients showed response to BEx treatment, as evidenced by significantly
increased in-hospital ppFEV1, home spirometry FEV1, and BM, and significantly decreased
modified Fuchs BEx symptom score, CrP, and 8 out of 12 CFQ-R domain scores. No
significant change was seen in the leukocyte count between days 0 and 28. However, this
may be due to the higher proportion of steroid therapy in the inpatient group. In the
following, changes in home spirometry FEV1, CrP, the modified Fuchs symptom score, and
CFQ-R during the study period are analyzed and compared to the change in in-hospital
FEV1 as the gold standard in terms of their suitability as BEx outcome markers. According
to their FEV1 change during the study period, patients were classified as responders
and non-responders, and the markers collected were assessed as markers of response to
BEx therapy.

2.3.1. Pulmonary Function Tests

Home spirometry showed a significant mean FEV1 increase between days 0 and 28,
with the strongest increase already on day 7 in the outpatient group and not before day
14 in the inpatient group, indicating a later response to therapy in this group (please see
Figure 2). In-hospital ppFEV1 similarly increased significantly from day 0 to day 28. In both
groups, this increase was maintained during the follow-up period. In the outpatient group,
a further significant increase is recorded between days 21 and 28, while in the inpatient
group, there is a trend towards a decline in FEV1 after the mean end of therapy on day 14.
This again underlines the poorer health status of the inpatient group and may indicate that
a longer antibiotic treatment could be beneficial for at least a part of this group. The second
FEV1 increase after 28 days in the outpatient group may be due to other influencing factors,
e.g., resolving viral infections.

Home spirometry: Inpatients Home spirometry: Outpatients

° ® °
45

3.5 O

.
-
L °
25 S 25
2 ( { W N 2
15 15
1 1
\ > x
‘ %
‘ %

w
L ]

V1inl/s
w

FEV1inl/s

05 l l 0.5

do d7 di4 d21 d28 do d7 di4 d21 d2s

>

Figure 2. Home spirometry FEV1 (1/s) inpatients and outpatients, days 0-28. * p < 0.05, ** p < 0.01,
% p < 0.001.

Bivariate correlation analysis showed a strong positive correlation between home
spirometry and in-hospital FEV1 (please see Figure 3), suggesting that home spirometry
may be a valuable tool in assessing the need for and response to BEx therapy in CF in an
outpatient setting.

2.3.2. Modified Fuchs BEx Score

The change in the modified Fuchs BEx score over the study period is displayed in
Figure 4A,B. The majority of patients achieved a score of 0 or 1 after 28 days, indicating
response to BEx therapy (see Figure 4A). The corresponding FEV1 increase is shown in
Figure 4B. Similarly, correlation analysis between AppFEV1 and the change in the modified
Fuchs BEx score on days 0 and 28 shows a strong negative correlation (please see Figure 5).
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On day 28, the score again differed significantly between outpatients and inpatients, fitting
the trend towards FEV1 decline on day 28 in the outpatient group. These results suggest
that the BEx score, similar to FEV1], is also a suitable marker of response to BEx therapy in
an outpatient setting.

r=0.57
110 P <0.001

857

60

35+ L4 ° .
. D
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2.3.3. C-Reactive Protein

CRP also changed significantly on day 28 (please see Figure 6). The correlation analysis
between change in CRP and AFEV1 also showed a strong negative correlation without a
significant difference between inpatient and outpatient groups (please see Figure 7), sug-
gesting that change in CRP is a valuable surrogate parameter for response to BEx therapy.
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2.3.4. Correlation Analysis of CFQ-R and AFEV1

Correlations of medium effect strength were found between AFEV1 and some domains

77

of the CFQ-R, with the strongest correlations shown for the domains “energy”, “physical
functioning”, and “respiratory symptoms” (see Figure 8).

AFEV1/CFQ-R 0.2 0.4 0.6 0.8 1
. . c
Correlation coefficient r =
Energy @ 0391
Physical ® 02333

Respiratory symptoms ® 0325

Figure 8. Correlation analysis of AFEV1/CFQ-R (days 0-28).

2.3.5. Assessment of Response to Therapy

To assess factors influencing response to therapy, we defined a home spirometry FEV1
increase of at least 5% between day 0 and day 28 as successful BEx treatment and a FEV1
increase <5% as a poor response to therapy. According to this definition, 57 patients were
classified as treatment responders, while 39 patients were classified as non-responders
(please see Table 5). A comparison of responders and non-responders in terms of baseline
and outcome parameters showed no significant differences in age, sex, BMI, pancreatic
insufficiency, diabetes, airway colonization, leukocyte count, hospitalization rate, FEV1
at baseline and FEV1 decline in the two years prior to the study, duration of therapy, or
inpatient vs. outpatient treatment. A significant difference between responders and non-
responders was seen in the mean baseline CrP at day 0, which was higher in the responder
group. In addition, responders showed a significantly greater decrease in CrP from day
0 to day 28. The responder group had significantly higher BEx symptom scores on day 0
and a greater decrease in BEx symptom scores between days 0 and 28. The fact that the
non-responders started with better baseline values but had a worse therapy outcome could
be due to BEx being influenced by factors that do not respond to antibiotic treatment, such
as viral infections or inflammatory processes, for which other treatment options should
be explored. This is also supported by the correlation between the success of antibiotic
therapy and CRP. Thus, CRP is the best predictor of the need for antibiotic therapy for BEx
in pwCF, and the modified Fuchs BEx score seems to best reflect the state of BEx, mostly
independent of the need for antibiotic therapy.

Table 5. Response to antibiotic therapy. Analysis shown for patients with complete data on days 0
and 28 2.

Responder Non-Responder

(n =57) (n = 39) p-Value ®

Female 28 (49.1%) 22 (56.4%) ns ¢
Age (years) 28.1 +11.4 (8.8-57.9) 32.1 £11.7 (16.2-57.0) ns
CF-related diabetes 19 (33.3%) 19 (48.7%) ns
Exocrine pancreatic insufficiency 52 (91.2) 37 (94.9) ns
Hospitalizations, past 2 years 2 £3(0-12) 4 £4(0-17) ns
Exacerbations, past 2 years 4 +4(0-13) 5+ 4 (0-18) ns
AFEV1, past 2 years 4 —6.3 + 14.0 (—58.5-22.7) 7.0 £ 15.6 (—56.5-28.9) ns
Airway colonization:

Pseudomonas aeruginosa 34 (59.6) 26 (66.7) ns
Staphylococcus aureus 26 (45.6) 15 (38.5) ns
Fungi 47 (82.5) 26 (72.2) ns
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Table 5. Cont.
Responder Non-Responder b
(n =57) (n = 39) p-Value
Modified Fuchs score, day 0 5+ 1(3-6) 4+1(3-6) p <0.05
BMI Day 0 (kg/m?) 19.8 + 3.6 (12.2-33.5) 20.0 £ 3.8 (14.4-33.7) ns
Home spirometry FEV1, day 0 (L/s) 1.2 + 0.8 (0.4-3.9) 1.3+ 0.7 (0.4-3.2) ns
In-hospital FEV1, day 0 (L/s) ¢ 1.3+ 0.8 (0.5-3.4) 1.6 £ 0.9 (0.5-3.7) ns
CRP, day 0 (mg/L) f 26.5 4 34.7 (0.5-177.5) 14.9 + 24.7 (0.3-100.4) p <0.05
Leukocyte count, day 0 (/nL) & 12.6 + 5.3 (4.1-29.3) 12.9 + 5.0 (4.8-25.0) ns
Outpatient treatment 25 (43.9) 17 (43.6) ns
Duration of therapy 14 £ 6 (10-28) 14 £ 5 (10-28) ns
Steroid therapy 25 (43.9) 13 (33.3) ns
BMI-change, day 0-28 (kg/mz) h 0.3 +1.0(-0.74.1) 0.0 £0.8(—3.0-14) ns
CRP-change, day 0-28 (mg/dL) f —18.9 + 38.2 (—174.1-15.8) 0.0 £ 25.6 (—42.8-101.2) p <0.001
Leukocyte count change, day 0-28 (/nL) f —14+32(-7.6-6.5) 0.4 4+ 4.0 (—9.0-10.0) ns
Modified Fuchs score change, day 0-28 —4+2(—6-2) —2+2(-5-1) p <0.001

2 Data are displayed in the form of median £ SD (min-max) or number (%). b p-values refer to significances
between inpatients and outpatients. ¢ ns = not significant ¢ n = 79 (responder 1 = 46; non-responder 1 = 33).
€ 1 = 59 (responder 71 = 35; non-responder 1 = 24). f 1 = 64 (responder 1 = 34; non-responder 1 = 30). 8 1 = 60
(responder 1 = 32; non-responder 1 = 28). " 1 = 67 (responder 1 = 39; non-responder n = 28).

3. Discussion

In our study, FEV1, an established marker in clinical trials, was used as a reference
parameter to examine biomarkers for exacerbation outcome. A strong correlation between
home and in-hospital spirometry was demonstrated, confirming other studies [33] showing
that home spirometry is a suitable BEx treatment monitoring tool in CF. FEV1 increased
quickly and significantly in the first seven days. However, outpatients showed an early
FEV1 increase on day 7, but the mean greatest change in inpatients happened not before
day 14, implying a higher number of late therapy responders in the inpatient group and
a possible need for longer antibiotic therapy duration. These results are in line with the
findings of the only yet available randomized trial assessing therapy duration in BEx
in CF (STOP2). It determined a treatment duration of 7-10 days for early responders
and of 14-21 days for late responders [25]. Of note, this differs from a systematic review
examining 52 studies in which no benefit from a therapy duration longer than 10-12 days
was found [26]. In our study, no significant differences in treatment duration existed
between inpatients and outpatients, which is most likely explained by the fact that therapy
duration was determined at the beginning and was not dependent on the clinical outcome,
especially in outpatients.

In our cohort, the FEV1 increase is not equally maintained, as on day 28, the inpatient
group shows a decrease and the outpatient group even shows an increase. The decrease
at day 28 implies that a subgroup of inpatients may need a longer treatment duration to
maintain therapy success, as discussed above. The FEV1 increase on day 28 in outpatients
indicates that there may be other factors other than antibiotic treatment influencing BEx
outcome, e.g., viral infections or inflammatory processes. These factors have already been
addressed [11], and it may be beneficial to systematically investigate them to better predict
the need for and duration of antibiotic therapy.

The modified Fuchs BEx score did not differ significantly between inpatients and
outpatients, despite the poorer health status of the inpatients. It has therefore been proven
that the score adequately reflects the actual changes and the need for BEx management,
mostly independent of the overall health status. In addition, we were able to demonstrate,
in contrast to other studies [18], a strong correlation between the improvement of the
modified Fuchs BEx score and mean AFEV1 after therapy, which makes it a suitable tool
for BEx therapy monitoring in a real-world setting for inpatients and outpatients.
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CRP was demonstrated to be a valuable surrogate parameter for response to BEx
therapy. We could also demonstrate that CRP and FEV1 strongly correlate, and that
CRP level at onset of BEx and CRP decline during treatment better predict the success of
antibiotic therapy than FEV1.

This is in line with other studies demonstrating that AFEV1 insufficiently reflects the
need for antibiotics in BEx [23]. CRP therefore proved to be the best predictor of BEx with
need for antibiotic treatment in our study. In comparison, the modified Fuchs BEx score
seems to best reflect the state of BEx, mostly independent of the need for antibiotic therapy.
Furthermore, this indicates that factors other than bacterial proliferation additionally play
an important role in BEx, such as viral and fungal infections and inflammatory processes
triggered by complex heterogeneous immune responses to antigens in the airways of
pwCF [34-36]. In a recent study, CRP worked successfully in combination with a respiratory
virus panel to classify BEx subphenotypes [22].

4. Materials and Methods
4.1. Study Design and Patient Selection

This nonrandomized, prospective single-center observational trial (DRKS00012924)
was conducted over 10 months, from September 2016 to July 2017. PwCF with acute BEx
who were started on antibiotic therapy either as outpatients or inpatients were recruited
for the study on the day of their presentation (day 0; see Figure 9). Therapeutic decisions
prior to and during the study were made by clinicians regardless of inclusion in the study.
The selection criteria for including pwCF were as follows:

No history of lung transplantation;

>6 years or <75 years;

acute BEx (defined by >2/6 positive items in the modified Fuchs score published by
Bilton et al. [17]);

ability to perform lung function and home spirometry;

being capable of giving consent;

subject (or legal guardian) has given written consent to participate in the study.

Start of Study (Day 0)

Mandatory:

e Home spirometry

¢ Modified Fuchs PEx
score (Bilton et al.)

Optional:

e CFQ-R

e In-hospital lung function
e C-reactive Protein

e Airway microbiology

e BMI

Start of
PEx therapy

Weekly
(Day 7, 14, 21)

Mandatory:

e Home spirometry

e Modified Fuchs
PEx score (Bilton
etal.)

End of Study (Day 28)

Mandatory:

e Home spirometry

e Modified Fuchs PEx
score (Bilton et al.)

Optional:

e CFQ-R

e In-hospital lung function
e C-reactive Protein

e Airway microbiology

e BMI

Figure 9. Study design.

Exclusion criteria:

History of lung transplantation;

<6 years or >75 years;

no acute BEx (defined by >2/6 positive items in the modified Fuchs score published
by Bilton et al. [17]);

non-ability to perform lung function and home spirometry;

being capable of giving consent;

subject (or legal guardian) has not given written consent to participate in the study.
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After recruitment, symptoms of BEx were standardized using a questionnaire pro-
posed by Fuchs et al. in 1994 and modified by Bilton et al. in 2011 for the EuroCF
Group [16,17], which contained the following six items:

Change in sputum volume or color;

increased cough;

increased malaise, fatigue, or lethargy;

anorexia or weight loss;

decrease in FEV1 by 10% or more/radiographic changes;
increased dyspnea.

CFQ-R, in-hospital lung function, C-reactive protein, sputum microbiology, and body
mass index were the additional parameters that were optionally collected. Follow-up
examinations with home spirometry and collection of the symptom questionnaire were
carried out at home on days 7, 14, and 21. All parameters were collected again during a
follow-up examination on site on day 28 (see Figure 9). For home spirometry, patients were
given a respiratory monitor (asma-1TM, model 4000, BS EN ISO 23747: 2007, manufacturer:
Vitalograph®) on day 0. The handling of the device was explained in detail to each patient to
ensure that they were able to perform the measurements independently. The measurement
consisted of a series of three FEV1 measurements taken a few minutes apart. The CFQ-R
questionnaire has nine quality of life domains (physical, role/school, vitality, emotion,
social, body image, eating, treatment burden, and health perceptions) and three symptom
scales (weight, respiratory, and digestion), each containing several items. The items are
summed to produce range scores between 0 and 100, with higher values representing better
health. Three different versions of the CFQ-R questionnaire were used depending on age
group [37,38].

4.2. Data Collection and Statistical Analysis

In addition to the outcome parameters, baseline data were collected using patient
records and the German patient registry software “Muko.web”. All patients with correctly
performed home spirometry and a complete symptom score on each study day (day 0, day
7,day 14, day 21, and day 28) were included in the final analysis. For the analysis of the
secondary outcome parameter, several subgroups with smaller numbers of patients were
formed depending on the number of patients with documented optional data.

The distribution of data was assessed with the Kolmogorov-Smirnov Z-test and the
Shapiro-Wilk test for normal distribution. Due to statistical requirements, t-tests, Mann-
Whitney U-tests, x2-tests, Fisher exact tests, and Wilcoxon tests were considered suitable for
the comparison between two groups. Correlation analyses were conducted to determine the
correlation quotient either according to Pearson or according to Spearman, and a confidence
interval was calculated for both correlation coefficients using Fisher’s z-transformation. Ef-
fect sizes were calculated (e.g., effect size according to Cohen (d) and correlation coefficient
according to Pearson (r)). Cohen’s classification was used to assess the effect size.

Data analyses were performed using “SPSS for Windows” version 24.0, Microsoft
Excel 2016, OpenOffice Calc version 4.1.1, and R version 4.2.1. The Institute for Biometry
and Clinical Epidemiology at Charité, University of Medicine, Berlin (Prof. Dr. Geraldine
Rauch) was consulted for statistical advice.

5. Conclusions

In summary, our data show that a poorer health status in CF is associated with intra-
venous and inpatient treatment for BEx. In addition, we were able to identify biomarkers
associated with BEx and the need for antibiotics that are useful for clinical routine and home
monitoring, including the modified Fuchs BEx score, which could be confirmed in a clinical
setting and is able to detect acute BEx regardless of health status. Home spirometry FEV1
change, CRP change, and modified Fuchs score change are useful tools in BEx management
for inpatients and outpatients due to strong correlations with in-hospital FEV1 change.
Further studies are needed to assess which patients would benefit from a longer duration
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of antibiotic therapy. CRP at BEx onset and CRP decline best predict BEx with need for
antibiotic therapy, while the modified Fuchs BEx score reflects BEx independent of the need
for antibiotics. This indicates that antibiotic therapy is only part of BEx management. There-
fore, future efforts should further focus on identifying and targeting all BEx-influencing
factors, such as viral and fungal infections and inflammatory processes, to enable rational
prescribing of antibiotic therapy in pwCF.

Author Contributions: Conceptualization, C.S. and ¢; data curation, EW., C.G., EH. and PN.E,;
formal analysis, C.S., EW., and PN.E,; investigation, C.S., EEW., EH. and P.N.E.; methodology, C.S.
and P.N.E,; project administration, E.W. and C.G.; resources, C.S.; supervision, C.S., D.S., and PN.E.;
validation, C.G. and PN.E,; visualization, E.W. and P.N.E.; writing—original draft, PN.E.; writing—
review and editing, C.S., EW., C.G., EH. and D.S. 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 conducted in accordance with the Declaration
of Helsinki, and the study was approved by the Ethics Committee of the Charité, University of
Medicine, Berlin, on 14 June 2016 (application number EA2/014/16).

Informed Consent Statement: Informed consent was obtained from all subjects (or their legal
guardians) involved in the study.

Data Availability Statement: Not applicable.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Guo,],; Garratt, A.; Hill, A. Worldwide rates of diagnosis and effective treatment for cystic fibrosis. J. Cyst. Fibros. Off. ]. Eur. Cyst.
Fibros. Soc. 2022, 21, 456-462. [CrossRef] [PubMed]

2. Farrell, PM. The prevalence of cystic fibrosis in the European Union. J. Cyst. Fibros. Off. J. Eur. Cyst. Fibros. Soc. 2008, 7, 450—-453.
[CrossRef]

3. Ni, Q.; Chen, X;; Zhang, P; Yang, L.; Lu, Y.; Xiao, F.; Wu, B.; Wang, H.; Zhou, W.; Dong, X. Systematic estimation of cystic fibrosis
prevalence in Chinese and genetic spectrum comparison to Caucasians. Orphanet J. Rare Dis. 2022, 17, 129. [CrossRef] [PubMed]

4. Bell, S.C.; Mall, M.A.; Gutierrez, H.; Macek, M.; Madge, S.; Davies, ].C.; Burgel, P-R.; Tullis, E.; Castarios, C.; Castellani, C.; et al.
The future of cystic fibrosis care: A global perspective. Lancet Respir. Med. 2020, 8, 65-124. [CrossRef] [PubMed]

5. Ramsey, B.W.; Davies, J.; McElvaney, N.G.; Tullis, E.; Bell, S.C.; Dfevinek, P; Griese, M.; McKone, E.F.; Wainwright, C.E.; Konstan,
M.W.; et al. A CFTR Potentiator in Patients with Cystic Fibrosis and the G551D Mutation. N. Engl. J. Med. 2011, 365, 1663-1672.
[CrossRef]

6. Boyle, M.P; Bell, S.C.; Konstan, M.W.; McColley, S.A.; Rowe, S.M.; Rietschel, E.; Huang, X.; Waltz, D.; Patel, N.R.; Rodman, D. A
CFIR corrector (lumacaftor) and a CFTR potentiator (ivacaftor) for treatment of patients with cystic fibrosis who have a phe508del
CFTR mutation: A phase 2 randomised controlled trial. Lancet Respir. Med. 2014, 2, 527-538. [CrossRef]

7. Keating, D.; Marigowda, G.; Burr, L.; Daines, C.; Mall, M.A.; McKone, E.F.; Ramsey, B.W.; Rowe, SM.; Sass, L.A,;
Tullis, E.; et al. VX-445-Tezacaftor-Ivacaftor in Patients with Cystic Fibrosis and One or Two Phe508del Alleles. N. Engl. J. Med.
2018, 379, 1612-1620. [CrossRef]

8.  Costa, E.; Girotti, S.; Pauro, F; Leufkens, H.G.M.; Cipolli, M. The impact of FDA and EMA regulatory decision-making process on
the access to CFTR modulators for the treatment of cystic fibrosis. Orphanet J. Rare Dis. 2022, 17, 188. [CrossRef]

9.  Middleton, P.G.; Mall, M.A.; Drevinek, P; Lands, L.C.; McKone, E.F,; Polineni, D.; Ramsey, B.W.; Taylor-Cousar, J.L.; Tullis, E.;
Vermeulen, F,; et al. Elexacaftor-Tezacaftor-Ivacaftor for Cystic Fibrosis with a Single Phe508del Allele. N. Engl. ]. Med. 2019, 381,
1809-1819. [CrossRef]

10. Kirwan, L.; Fletcher, G.; Harrington, M.; Jeleniewska, P.; Zhou, S.; Casserly, B.; Gallagher, C.G.; Greally, P.; Gunaratnam, C.;
Herzig, M.; et al. Longitudinal Trends in Real-World Outcomes after Initiation of Ivacaftor. A Cohort Study from the Cystic
Fibrosis Registry of Ireland. Ann. Am. Thorac. Soc. 2019, 16, 209-216. [CrossRef]

11.  Goss, C.H. Acute Pulmonary Exacerbations in Cystic Fibrosis. Semin. Respir. Crit. Care Med. 2019, 40, 792-803. [CrossRef]

12. Elberse,].; Laan, D.; de Cock Buning, T.; Teunissen, T.; Broerse, J.; de Boer, W. Patient involvement in agenda setting for respiratory
research in The Netherlands. Eur. Respir. ]. 2012, 40, 508-510. [CrossRef]

13.  Schwarz, C.; Eschenhagen, P.; Bouchara, ]J.P. Emerging Fungal Threats in Cystic Fibrosis. Mycopathologia 2021, 186, 639-653.
[CrossRef]

14. Lackner, M.,; Rossler, A.; Volland, A.; Stadtmuller, M.N.; Mullauer, B.; Banki, Z.; Strohle, J.; Luttick, A.; Fenner, J.; Sarg, B.; et al.

N-chlorotaurine is highly active against respiratory viruses including SARS-CoV-2 (COVID-19) in vitro. Emerg. Microbes Infect.
2022, 11, 1293-1307. [CrossRef]


http://doi.org/10.1016/j.jcf.2022.01.009
http://www.ncbi.nlm.nih.gov/pubmed/35125294
http://doi.org/10.1016/j.jcf.2008.03.007
http://doi.org/10.1186/s13023-022-02279-9
http://www.ncbi.nlm.nih.gov/pubmed/35313924
http://doi.org/10.1016/S2213-2600(19)30337-6
http://www.ncbi.nlm.nih.gov/pubmed/31570318
http://doi.org/10.1056/NEJMoa1105185
http://doi.org/10.1016/S2213-2600(14)70132-8
http://doi.org/10.1056/NEJMoa1807120
http://doi.org/10.1186/s13023-022-02350-5
http://doi.org/10.1056/NEJMoa1908639
http://doi.org/10.1513/AnnalsATS.201802-149OC
http://doi.org/10.1055/s-0039-1697975
http://doi.org/10.1183/09031936.00018812
http://doi.org/10.1007/s11046-021-00574-w
http://doi.org/10.1080/22221751.2022.2065932

Antibiotics 2023, 12, 734 15 of 16

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Gruber, M.; Moser, L.; Nagl, M.; Lackner, M. Bactericidal and Fungicidal Activity of N-Chlorotaurine Is Enhanced in Cystic
Fibrosis Sputum Medium. Antimicrob. Agents Chemother. 2017, 61, €02527-16. [CrossRef]

Fuchs, H.J.; Borowitz, D.S.; Christiansen, D.H.; Morris, E.M.; Nash, M.L.; Ramsey, B.W.; Rosenstein, B.J.; Smith, A.L.; Wohl,
M.E. Effect of aerosolized recombinant human DNase on exacerbations of respiratory symptoms and on pulmonary function in
patients with cystic fibrosis. The Pulmozyme Study Group. N. Engl. J. Med. 1994, 331, 637-642. [CrossRef]

Bilton, D.; Canny, G.; Conway, S.; Dumcius, S.; Hjelte, L.; Proesmans, M.; Tiimmler, B.; Vavrova, V.; De Boeck, K. Pulmonary
exacerbation: Towards a definition for use in clinical trials. Report from the EuroCareCF Working Group on outcome parameters
in clinical trials. J. Cyst. Fibros. 2011, 10, S79-S81. [CrossRef]

VanDevanter, D.R.; Hamblett, N.M.; Simon, N.; McIntosh, J.; Konstan, M.W. Evaluating assumptions of definition-based
pulmonary exacerbation endpoints in cystic fibrosis clinical trials. . Cyst. Fibros. Off. |. Eur. Cyst. Fibros. Soc. 2021, 20, 39-45.
[CrossRef]

Carter, S.C.; McKone, E.F. CF pulmonary exacerbations-Steps in the right direction. J. Cyst. Fibros. Off. J. Eur. Cyst. Fibros. Soc.
2021, 20, 3-4. [CrossRef]

Stanford, G.E.; Dave, K.; Simmonds, N.J. Pulmonary Exacerbations in Adults With Cystic Fibrosis: A Grown-up Issue in a
Changing Cystic Fibrosis Landscape. Chest 2021, 159, 93-102. [CrossRef]

Bouzek, D.C.; Ren, C.L.; Thompson, M.; Slaven, ].E.; Sanders, D.B. Evaluating FEV1 decline in diagnosis and management of
pulmonary exacerbations in children with cystic fibrosis. Pediatr. Pulmonol. 2022, 57, 1709-1716. [CrossRef]

Carter, S.C.; Franciosi, A.N.; O’'Shea, KM.; O’Carroll, O.M.; Sharma, A.; Bell, A.; Keogan, B.; O'Reilly, P; Coughlan, S.; Law, S.M.;
et al. Acute Pulmonary Exacerbation Phenotypes in Patients with Cystic Fibrosis. Ann. Am. Thorac. Soc. 2022, 19, 1818-1826.
[CrossRef] [PubMed]

Flight, W.G.; Bright-Thomas, R.J.; Tilston, P.; Mutton, K.J.; Guiver, M.; Morris, J.; Webb, A K.; Jones, A.M. Incidence and clinical
impact of respiratory viruses in adults with cystic fibrosis. Thorax 2014, 69, 247-253. [CrossRef] [PubMed]

West, N.E.; Beckett, V.V,; Jain, R.; Sanders, D.B.; Nick, J.A.; Heltshe, S.L.; Dasenbrook, E.C.; VanDevanter, D.R.; Solomon, G.M.;
Goss, C.H.; et al. Standardized Treatment of Pulmonary Exacerbations (STOP) study: Physician treatment practices and outcomes
for individuals with cystic fibrosis with pulmonary Exacerbations. ]. Cyst. Fibros. Off. ]. Eur. Cyst. Fibros. Soc. 2017, 16, 600-606.
[CrossRef] [PubMed]

Goss, C.H.; Heltshe, S.L.; West, N.E.; Skalland, M.; Sanders, D.B; Jain, R.; Barto, T.L.; Fogarty, B.; Marshall, B.C.; VanDevanter,
D.R; et al. A Randomized Clinical Trial of Antimicrobial Duration for Cystic Fibrosis Pulmonary Exacerbation Treatment. Am. J.
Respir. Crit. Care Med. 2021, 204, 1295-1305. [CrossRef]

Nicholson, T.T.; Smith, A.; McKone, E.F,; Gallagher, C.G. Duration of intravenous antibiotic treatment for acute exacerbations of
cystic fibrosis: A systematic review. . Cyst. Fibros. Off. |. Eur. Cyst. Fibros. Soc. 2022, 21, 562-573. [CrossRef]

VanDevanter, D.R.; Heltshe, S.L.; Skalland, M.; West, N.E.; Sanders, D.B.; Goss, C.H.; Flume, P.A. C-reactive protein (CRP) as a
biomarker of pulmonary exacerbation presentation and treatment response. . Cyst. Fibros. Off. |. Eur. Cyst. Fibros. Soc. 2022, 21,
588-593. [CrossRef]

VanDevanter, D.R.; Heltshe, S.L.; Spahr, J.; Beckett, V.V.; Daines, C.L.; Dasenbrook, E.C.; Gibson, R.L.; Raksha, J.; Sanders, D.B.;
Goss, C.H.; et al. Rationalizing endpoints for prospective studies of pulmonary exacerbation treatment response in cystic fibrosis.
J. Cyst. Fibros. Off. ]. Eur. Cyst. Fibros. Soc. 2017, 16, 607-615. [CrossRef]

Shoki, A.H.; Mayer-Hamblett, N.; Wilcox, P.G.; Sin, D.D.; Quon, B.S. Systematic review of blood biomarkers in cystic fibrosis
pulmonary exacerbations. Chest 2013, 144, 1659-1670. [CrossRef]

Quittner, A.L.; Modi, A.C.; Wainwright, C.; Otto, K.; Kirihara, J.; Montgomery, A.B. Determination of the minimal clinically
important difference scores for the Cystic Fibrosis Questionnaire-Revised respiratory symptom scale in two populations of
patients with cystic fibrosis and chronic Pseudomonas aeruginosa airway infection. Chest 2009, 135, 1610-1618. [CrossRef]
Flume, P.A.; Suthoff, E.D.; Kosinski, M.; Marigowda, G.; Quittner, A.L. Measuring recovery in health-related quality of life during
and after pulmonary exacerbations in patients with cystic fibrosis. J. Cyst. Fibros. Off. ]. Eur. Cyst. Fibros. Soc. 2019, 18, 737-742.
[CrossRef]

de Boer, K.; Vandemheen, K.L.; Tullis, E.; Doucette, S.; Fergusson, D.; Freitag, A.; Paterson, N.; Jackson, M.; Lougheed, M.D.;
Kumar, V,; et al. Exacerbation frequency and clinical outcomes in adult patients with cystic fibrosis. Thorax 2011, 66, 680-685.
[CrossRef]

Bell, ].M.; Sivam, S.; Dentice, R.L.; Dwyer, T.]; Jo, H.E.; Lau, EM.; Munoz, P.A.; Nolan, S.A.; Taylor, N.A.; Visser, SK; et al.
Quality of home spirometry performance amongst adults with cystic fibrosis. J. Cyst. Fibros. Off. |. Eur. Cyst. Fibros. Soc. 2022, 21,
84-87. [CrossRef]

Duesberg, U.; Wosniok, J.; Naehrlich, L.; Eschenhagen, P.; Schwarz, C. Risk factors for respiratory Aspergillus fumigatus in
German Cystic Fibrosis patients and impact on lung function. Sci. Rep. 2020, 10, 18999. [CrossRef]

Schwarz, C.; Eschenhagen, P.; Schmidt, H.; Hohnstein, T.; Iwert, C.; Grehn, C.; Roehmel, J.; Steinke, E.; Stahl, M.; Lozza, L.; et al.
Antigen specificity and cross-reactivity drive functionally diverse anti-Aspergillus fumigatus T cell responses in cystic fibrosis.
J. Clin. Investig. 2023, 133, €161593. [CrossRef]

Bacher, P; Hohnstein, T.; Beerbaum, E.; Rocker, M.; Blango, M.G.; Kaufmann, S.; Rohmel, J.; Eschenhagen, P.; Grehn, C,;
Seidel, K.; et al. Human Anti-fungal Th17 Immunity and Pathology Rely on Cross-Reactivity against Candida albicans. Cell 2019,
176, 1340-1355 e1315. [CrossRef]


http://doi.org/10.1128/AAC.02527-16
http://doi.org/10.1056/NEJM199409083311003
http://doi.org/10.1016/S1569-1993(11)60012-X
http://doi.org/10.1016/j.jcf.2020.07.008
http://doi.org/10.1016/j.jcf.2020.11.001
http://doi.org/10.1016/j.chest.2020.09.084
http://doi.org/10.1002/ppul.25925
http://doi.org/10.1513/AnnalsATS.202111-1266OC
http://www.ncbi.nlm.nih.gov/pubmed/35713619
http://doi.org/10.1136/thoraxjnl-2013-204000
http://www.ncbi.nlm.nih.gov/pubmed/24127019
http://doi.org/10.1016/j.jcf.2017.04.003
http://www.ncbi.nlm.nih.gov/pubmed/28457954
http://doi.org/10.1164/rccm.202102-0461OC
http://doi.org/10.1016/j.jcf.2021.08.017
http://doi.org/10.1016/j.jcf.2021.12.003
http://doi.org/10.1016/j.jcf.2017.04.004
http://doi.org/10.1378/chest.13-0693
http://doi.org/10.1378/chest.08-1190
http://doi.org/10.1016/j.jcf.2018.12.004
http://doi.org/10.1136/thx.2011.161117
http://doi.org/10.1016/j.jcf.2021.10.012
http://doi.org/10.1038/s41598-020-75886-w
http://doi.org/10.1172/JCI161593
http://doi.org/10.1016/j.cell.2019.01.041

Antibiotics 2023, 12, 734 16 of 16

37. Henry, B.; Aussage, P.; Grosskopf, C.; Goehrs, J. Development of the Cystic Fibrosis Questionnaire (CFQ) for Assessing Quality of
Life in Pediatric and Adult Patients. Qual. Life Res. 2003, 12, 63-76. [CrossRef]

38.  Quittner, A.L.; Buu, A.; Messer, M.A.; Modi, A.C.; Watrous, M. Development and Validation of the Cystic Fibrosis Questionnaire
in the United States*—A Health-Related Quality-of-Life Measure for Cystic Fibrosis. Chest 2005, 128, 2347-2354. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


http://doi.org/10.1023/A:1022037320039
http://doi.org/10.1378/chest.128.4.2347

	Introduction 
	Results 
	Study Cohort 
	Baseline Data/Demographical Data, BEx Treatment, and Sputum Microbiology 
	Outcome Data 
	Pulmonary Function Tests 
	Modified Fuchs BEx Score 
	C-Reactive Protein 
	Correlation Analysis of CFQ-R and FEV1 
	Assessment of Response to Therapy 


	Discussion 
	Materials and Methods 
	Study Design and Patient Selection 
	Data Collection and Statistical Analysis 

	Conclusions 
	References

