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Abstract
Background: Idiopathic pulmonary fibrosis (IPF) is a fatal disease that results in poor quality of life due to
progressive respiratory symptoms, anxiety, and depression. Palliative care improves quality of life and survival in
other progressive diseases. No randomized controlled trials have investigated the impact of palliative care on
quality of life, anxiety, or depression in IPF.
Methods: We conducted a randomized, controlled, pilot study to assess the feasibility of measuring the effect of a
palliative care clinic referral on quality of life, anxiety, and depression in IPF. Patients were randomized to usual care
(UC) or usual care + palliative care (UC + PC) with routine pulmonary follow up at 3 and 6 months. The UC + PC
group received a minimum of one PC clinic visit. Primary outcome was change from baseline in quality of life,
anxiety, and depression as measured by the St. George’s Respiratory Questionnaire (SGRQ), the Hospital Anxiety and
Depression Index (HADS), and the Patient Health Questionnaire (PHQ-9) at 6 months.
Results: Twenty-two patients were randomized between September 2017 through July 2018; 11 to UC and 11 to UC + PC.
There was no difference in the change in SGRQ score at 3 months or 6 months, however, the symptom score trended towards
a significant worsening for UC + PC at both 3 and 6 months (mean change at 3 months for UC and UC + PC was − 7.8 and +
10.7, respectively, p = 0.066; mean change at 6 months for UC and UC + PC was − 6.0 and + 4.6, respectively, p = 0.055). There
was no difference in the change in HADS anxiety or depression scores. There was a significant transient worsening in PHQ-9
scores for UC + PC at 3 months (UC: -1.6, UC + PC: + 0.9, p = 0.008); this effect did not persist at 6 months.
Conclusion: This pilot study demonstrated that a randomized controlled trial of palliative care in idiopathic pulmonary fibrosis
patients is feasible. Receiving palliative care did not lead to improved quality of life, anxiety, or depression compared to usual
care after 6 months. Patients in the UC + PC group trended towards worsening symptoms and a small but statistically
significant transient worsening in depression. These findings should be interpreted with caution, and need to be evaluated in
adequately powered clinical trials. NCT03981406, June 10, 2019, retrospectively registered.
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Introduction
Idiopathic pulmonary fibrosis (IPF) is a progressive fibrotic lung disease. The clinical course of IPF is variable
and unpredictable, but universally fatal with a median
survival of 2–3 years [1]. Patients with IPF experience
significantly diminished quality of life due to worsening
symptoms as the disease progresses. Recent data from
the INSIGHTS-IPF registry demonstrated that quality of
life is closely related to the clinical course of IPF [2]. In
addition to worsening respiratory symptoms, fatigue,
and deconditioning, patients with IPF experience significant depression and anxiety [3, 4]. There is a paucity of
data addressing quality of life in IPF, and specific treatment guidelines do not exist [5–7].
The benefit of palliative care has been demonstrated in
several other progressive diseases, most notably in metastatic lung cancer. Patients with metastatic lung cancer
who were seen by palliative care at the time of their diagnosis and throughout their disease course were found to
have increased survival, improved quality of life, and received less aggressive care at the end of their life [8]. This
finding has prompted significant research in the role of
palliative care in other diseases, including chronic lung
disease. A non-blinded, randomized trial of a multidisciplinary breathlessness support service for patients
with cancer, chronic obstructive pulmonary disease
(COPD), interstitial lung disease (ILD), and congestive
heart failure (CHF) in the UK demonstrated improvement
in breathlessness, anxiety, and even survival [9].
Patients with IPF experience less and later interaction with
palliative care as compared with other patients [10–14].
When compared to patients with cancer, patients with
chronic lung disease, including interstitial lung disease, are
less likely to have a “do not resuscitate order”, and they die
with increased breathlessness, unrelieved pain and anxiety
[10, 11]. Referral to palliative care occurs in the minority of
IPF patients. Multiple retrospective reviews have shown a
palliative care referral rate between 3.8 to 13.7% [12–14],
often within 1 month of the patient’s death.
Multiple qualitative studies and focused interviews
have demonstrated significant physical and psychosocial
needs in patients with IPF. This has prompted increased
awareness of the role of palliative care and possible
benefit in patients with IPF [15–19]. To date, few palliative care studies in IPF have examined quality of life as
the primary outcome [20–23].
Despite the clear need for interventions to improve
quality of life in patients with IPF, and potential benefits
of palliative care in this disease, there is little evidence to
guide therapies. Of the interventional studies which exist
for IPF, few examine quality of life, anxiety, and depression as primary outcomes. Further, no randomized controlled trials exist to determine if receiving palliative
care by palliative care providers improves quality of life
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or symptoms of depression or anxiety in patients with
IPF [24, 25]. The goal of our study is to determine the
feasibility of performing a randomized controlled trial to
examine the effect of a structured palliative care clinic
visit on quality of life in patients with IPF.

Materials and methods
Patient recruitment and randomization

Eligible patients were identified through the University of
Minnesota ILD database and recruited in person during
an ILD clinic visits, which typically occurred every 3
months. Eligible patients included patients ≥18 years with
a diagnosis of IPF based on the 2011 international
Evidence-based Guidelines [5]. Exclusion criteria included
a documented malignancy that impacted mortality within
the study period, inability to pay for the palliative care visit
(via insurance or personally), and participation in another
IPF clinical trial. Once informed consent was obtained, patients were randomized to usual care (UC) or usual care +
palliative care (UC + PC) based on a permuted block design with random variable block sizes of 2 and 4.
Primary outcomes

The primary outcomes for this study included change in
respiratory quality of life, anxiety, and depression at 6
months. Respiratory quality of life was measured using the
St. George Respiratory Questionnaire (SGRQ). The SGRQ
is a 50-item disease specific questionnaire that has been
validated for ILD [26–28]. The SGRQ asks questions with
respect to 3 different domains including activity, symptoms, and impact. Scores range from 0 to 100, with a
higher score indicating a worse quality of life. In ILD, The
SGRQ has a minimum clinically important difference of 7
for the total score. The minimum clinically important difference for symptoms, activity, and impact scores are 8, 5,
and 7, respectively [26]. Anxiety was measured using the
Hospital Depression and Anxiety Scale (HADS). The
HADS is a 14-item questionnaire which assesses symptoms of depression and anxiety independent of physical
symptoms. The HADS generates a score for both depression and anxiety. Scores of 8 or higher for each category
indicate a probable case of either depression or anxiety
[29, 30]. Depression was measured using the HADS and
the Patient Health Questionnaire (PHQ-9). A score of 5
or more on the PHQ-9 is considered mild depression [31].
Secondary outcomes

Change in pulmonary function tests, number of hospitalizations, and all-cause mortality over 6 months were evaluated.
Palliative care intervention

Patients randomized to UC + PC received a referral to
the Palliative Care Clinic. The palliative care team is a
multi-disciplinary group, including physicians, nurses,
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and social workers, who practice at a large, tertiary, academic medical center with a structured IPF and lung
transplantation referral program. As a matter of policy,
our palliative care team sees all patients undergoing lung
transplant evaluation and has extensive experience with
broad symptom management for advanced pulmonary
diseases and end of life care. Patients in the UC + PC
group received palliative care for a minimum of one outpatient visit between their baseline pulmonary visit and
their 3 month follow up visit. The palliative care clinic
intervention consisted of at least one visit each with a palliative care social worker and palliative medicine physician. More specific interventions and follow up were
recommended based on this visit. A visit with palliative
care addressed several topics including but not limited to
introduction of the palliative care program and its role,
comprehensive symptom and quality of life assessment,
assessment of patient’s support network, assessment of patient’s understanding of their illness and prognosis, future
planning decisions, and care goals. Patients were invited
to discuss all topics, however, were not pressured to engage in discussions they did not feel prepared for.
Follow up

Patients were followed over 6 months with study visits embedded into their regular IPF clinic visits including baseline
visit, 3 month, and 6 month visits. Chart review occurred at
each pulmonary clinic visit. Study questionnaires were completed by the study participants in clinic or online.
Statistical analysis

Statistical support for this project was provided by the
University of Minnesota Clinical and Translational Science Institute (CTSI).
Patient baseline demographic and clinical characteristics
were summarized using descriptive statistics and were compared between groups using two-sample t test for continuous variables and Fisher’s exact test for categorical variables.
Pearson’s correlation coefficients were used to examine the correlation between pulmonary function tests
and SGRQ overall, symptom, activity, and impact scores.
Intention to treat analysis was performed. Change
in quality of life measures over time (from baseline to
3 months, and 6 months) were evaluated using repeated measures linear mixed models. Models included fixed effects of month (0, 3, or 6), treatment
group, and month-by-treatment interaction, and a
random intercept to account for correlations among
repeated measures within patients. Rates of patient
hospitalizations, death, and lung transplant were compared between treatment groups using Fishers exact
test. Analyses were performed using SAS (Version 9.4,
The SAS institute, Cary, NC). P values of less than
0.05 were considered statistically significant.

Page 3 of 9

Sample size and power

This is a pilot study and was not intended to be fully
powered to demonstrate change. The data collected in
this study will provide us estimates of the treatment effect to calculate the sample sizes for future studies.

Results
Patient characteristics

Fifty-five eligible patients were screened from September
2017 through July 2018. Of those patients, 22 consented
to participate in the study. The mean age of the participants was 71.1 years (SD 7.6 years) (Table 1). Twenty patients were male, and 2 were female. The mean FVC of
all the participants was 2.4 L, or 73.4% of predicted (SD
18.8%). The average duration of IPF diagnosis was 3.3
years (SD 3 years). (Table 1). Of the 33 patients who declined to participate in the study, 9 elected to enroll in
other clinical trials, 2 requested a palliative care referral
rather than participating in this trial, and 22 patients declined for various reasons.
Follow up and description of palliative care intervention

Eleven patients were randomized to the UC group, and
11 patients were randomized to UC + PC. In the UC
group, 1 patient received a lung transplant and 1 patient
died prior to 3-month follow up, and 9 patients completed 3 and 6-month follow up.
In the UC + PC group, 1 patient was lost to follow up
prior to receiving palliative care and 3-month follow up.
Ten patients received palliative care and followed up at
3 months. One patient enrolled in hospice and was lost
to follow up between 3- and 6-month follow up. Nine
patients in the UC + PC group completed 6-month follow up. (Fig. 1). Of the 10 patients in the UC + PC
group, 6 patients saw the palliative care physician and
social worker once, and 4 patients had 2 visits within the
6 month study period. Discussions included topics such
as disease trajectory, current symptoms, mood, and advance care planning. Three patients filled out a Provider
Orders for Life Sustaining Treatment (POLST) form.
Two patients received pharmacologic interventions, and
one was referred to hospice. Qualitative analysis of patient’s experiences in palliative care was not completed,
however, informal comments from patients ranged from
“I do not recall seeing these providers”, “this was completely unhelpful”, and “this was very helpful for me.”
Baseline quality of life, anxiety, and depression

The overall mean SGRQ total score was 42, SD 20.3
(Table 2, Fig. 2). The mean scores for the activity, symptoms, and impact components were 59.3 (SD 24.7), 48.4
(SD 21.8), and 33 (SD 23.8), respectively. The mean
baseline HADS anxiety score was 5.3 (SD 4.3). The mean
baseline HADS depression score was 4.0 (SD 3.2). The

Janssen et al. Respiratory Research

(2020) 21:2

Page 4 of 9

Table 1 Demographic Characteristics
Overall (n = 22)

Usual Care (n = 11)

Usual Care + Palliative Care (n = 11)

20 (90%)

9 (82%)

11 (100%)

Gender, n (%)
Male
Female

2 (9%)

2 (18%)

0 (0%)

71.1 (7.6)

69.5 (7.2)

72.7 (8)

Former

21 (95%)

11 (100%)

10 (90%)

Never

1 (5%)

0 (0%)

1 (9%)

No

16 (73%)

8 (72%)

8 (73%)

Yes

6 (27%)

3 (27%)

3 (27%)

1 (5%)

0 (0%)

1 (9%)

Age, mean (SD)
Smoking Status, n (%)

Family History of IPF, n (%)

a

Comorbidities , n (%)
No
Yes

21 (95%)

11 (100%)

10 (90%)

3.3 years (3)

3.6 years (2.4)

3.1 (3.6)

Pirfenidone

10 (45%)

6 (55%)

4 (36%)

Nintedanib

9 (41%)

4 (36%)

5 (45%)

73.4% (18.8%)

72.9% (18.7%)

73.9% (19.8%)

Duration of IPF, mean (SD)
Antifibrotic Treatment, n (%)

FVC, percent predicted, mean (SD)
FVC, L, mean (SD)

2.8 (0.7)

2.8 (0.8)

2.8 (0.6)

DLCO, percent predicted, mean (SD)

56.4% (13.8%)

54.9% (14.2%)

57.8% (13.9%)

DLCO, L, mean (SD)

14.1, (3.6)

13.7 (3.7)

14.5 (3.7)

TLC, L, percent predicted

68.9% (8.4%)

65.4% (7.2%)

71.4% (8.9%)

TLC, L, mean (SD)

4.8 (0.6)

4.5 (0.7)

5.1 (0.3)

6 min walk distance (n = 9)

540 m (SD 344.3)

584 m (SD 447.4), n = 4

504.8 m (SD 289), n = 5

CHF Comorbidities include congestive heart failure, pulmonary hypertension, OSA Obstructive sleep apnea, COPD Chronic obstructive pulmonary disease, DM
diabetes mellitus, and CAD Coronary artery disease

a

mean baseline PHQ-9 score was 5.4 (SD 5.3). There was
no significant difference in baseline scores for quality of
life, anxiety, or depression between the two groups. The
prevalence of depression by the HADS-D score (threshold of 8 or higher) was 9.09%, or 2/22 patients. The
prevalence of depression by the PHQ-9 (threshold of 5
or higher) was 36.4% or 8/22 patients. Most of these (6/
8, 75%) were considered mild depression. The prevalence of anxiety by the HADS-A score (threshold of 8 or
higher) was 36.4%, or 8/22 patients.
Quality of life, anxiety, and depression at 3 months

There was no significant change in SGRQ total score,
impacts, or activity scores between the UC and UC + PC
groups at 3-month follow up (Table 2, Fig. 2). The
SGRQ Symptom score worsened in the UC + PC group
but not the UC group; − 7.8 (SD 23.9) for UC, and + 10.7
(SD 10.6) for the UC + PC group (p = 0.066)). This
trended towards statistical significance and was higher
than the minimum clinically important difference of 8
for ILD. There was no significant difference in the

HADS anxiety or HADS depression scores. There was a
significant worsening of the PHQ-9 score for the UC +
PC group as compared to UC group (− 1.6, SD 1.7 for
UC, + 0.9, SD 1.8 for UC + PC, p = 0.008).
Quality of life, anxiety, and depression at 6 months

There was no significant difference in the change in
SGRQ total score, impacts, or activity scores between the
UC and UC + PC groups at 6 months (Table 2, Fig. 2);
The change in symptom score was − 6.0 points (SD 15.2)
for UC, and + 4.6 points (SD 5.5) for UC + PC (p = 0.055).
This trended towards statistical significance but did not
meet the minimum clinically important difference of 8 for
ILD. There was no significant difference in the change in
HADS anxiety or HADS depression scores, and no significant difference in the change in PHQ-9 scores.
Secondary outcomes

There was no significant change in forced vital capacity
(FVC), forced expiratory volume in 1 s (FEV1), or diffusing capacity (DLCO) in the UC or UC + PC group at 3
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Fig. 1 Patient recruitment and follow up

Table 2 Primary Outcomes and change in pulmonary function tests: Baseline mean SGRQ, HADS, and PHQ-9 scores and pulmonary
function tests with mean change at 3 and 6 months
Baseline

SGRQ Total

3 months

6 months

UC
N = 11
Mean, (SD)

UC + PC
N = 11
Mean, (SD)

UC
N = 9Mean
Change,
(SD)

UC + PC
N = 9Mean
Change,
(SD)

p

UC
N = 9Mean
Change,
(SD)

UC + PC
N = 9Mean
Change,
(SD)

p

41.1 (16.8)

43 (24.4)

−3.6 (10.3)

+ 5.2 (12.7)

0.097 + 0.1 (12.3)

+ 3.8 (11.9)

0.44

SGRQ Impact

27.7 (16.6)

38.4 (29.1)

−2.2 (12.8)

+ 1.1 (19.6)

0.69

+ 0.9 (14.4)

−1.6 (23.4)

0.99

SGRQ Activity

57.5 (21.1)

61.1 (28.8)

−3.4 (13.6)

+ 2.4 (11.7)

0.32

+ 2.6 (14.4)

+ 1.8 (12.1)

0.94

SGRQ Symptoms

53.6 (21.6)

42.7 (21.7)

−7.8 (23.9)

+ 10.7 (10.6)

0.066 −6.0 (15.2)

+ 4.6 (5.5)

0.055

HADS(A)

4.3 (3.3)

6.3 (5.1)

−0.4 (2.9)

+ 0.3 (2.4)

0.59

+ 0.4 (3.2)

−0.8 (2.3)

0.35

HADS(D)

4.1 (2.9)

3.9 (3.6)

−0.3 (2.5)

+ 0.4 (0.0)

0.49

+ 0.7 (1.9)

+ 0.7 (2.2)

0.99

PHQ-9

6.5 (3.3)

4.4 (6.8)

−1.6 (1.7)

+ 0.9 (1.8)

0.008 −0.7 (3.5)

+ 2.1 (2.4)

0.26

FVC (% predicted)

72.9%
(18.7%)

73.9%
(19.8%)

+ 1.5% (5.1%)

+ 1.0% (6.4%)

0.83

−4.1% (9.0%)

0.36

TLC (% predicted)

65.4% (7.2%)

71.4% (8.9%)

+ 3.3% (9.2%)

−7.0% (3.0%)

0.040 + 1.3% (6.7%)

−14.7% (4.5%)

0.001

DLCO (%
predicted)

54.9%
(14.2%)

57.8%
(13.9%)

−1.4% (5.4%)

−5.1% (7.0%)

0.34

−2.3% (6.5%)

0.73

+ 0.2% (6.0%

−4.0% (5.3%)
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months or 6 months (Table 2). However, there was a statistically significant worsening of the total lung capacity
(TLC) in the UC + PC group at both 3 months and 6
months. At 3 months, the change in TLC for UC was +
3.3% (SD 9.2%), and the change for UC + PC was − 7.0%
(SD 3.0%,) p = 0.04. At 6 months, the change in TLC for
UC was + 1.3% (SD 6.7%) and − 14.7%, (SD 4.5%) for
UC + PC, p = 0.001. There was no significant difference
in patient hospitalizations, death, or lung transplant (Table 3).
Correlation of pulmonary function tests and quality of life

The TLC, FVC, and DCLO were all negatively correlated
with the SGRQ overall, symptom, impact, and activity
scores. The correlation between the TLC percent
predicted and SGRQ overall, symptom, impact, and
activity scores were − 0.64, − 0.55, − 0.58, and − 0.59,
respectively; p < 0.0001. The correlation between FVC
percent predicted and SGRQ overall, symptom, impact,
and activity scores were − 0.46, − 0.52, − 0.36, and − 0.45,
respectively; p < 0.0001. The correlation between the
DLCO percent predicted and SGRQ overall, symptom,
impact, and activity scores were − 0.64, − 0.42, − 0.60,
and − 0.66, respectively; p < 0.0001.
Barriers to enrollment

While a qualitative analysis of reasons for declining participation was not completed, eligible patients raised several issues. These included logistical issues frequently
encountered in clinical trials such as lack of interest in
extra visits, finding parking, and time needed to fill out
questionnaires. Other patients elected to participate in
other clinical trials. Patients’ presumably preconceived
ideas of palliative care also played a role in enrollment as
well. After hearing the study description, 2 patients requested to see palliative care outright. Despite clarification
of the role of palliative care, other patients were concerned
that seeing palliative care was a step closer to hospice care,
and felt this was unnecessary at their stage in the disease.

Fig. 2 SGRQ scores plotted by time and treatment group, with
standard error bars. a SGRQ Overall Score. b SGRQ Symptom Score.
c SGRQ Activity Score. d SGRQ Impact Score

Discussion
This study was a randomized, controlled pilot study
which demonstrated the feasibility of completing a larger
trial to examine the effect of palliative care in patients
with IPF. Of the 22 patients enrolled, 18 patients (81.8%)
completed the study. Multiple barriers to enrollment in
a study of this nature were identified during patient recruitment. Regardless of disease severity, patient attitudes and understanding of palliative care could result in
selection bias. This will need to be addressed prior to
conducting future studies.
While our results need to be interpreted with caution, our findings suggest that receiving palliative care
may cause a worsening symptom-related quality of
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Table 3 Hospitalizations, deaths, lung transplant at 3 months and 6 months
3 month

Hospitalized, n (%)

6 month

UC
N=9

UC + PC N = 9

P value

UC
N=9

UC + PC
N=9

P value

3 (27)

0 (0)

0.21

2 (22)

2 (22)

1

Death, n (%)

1 (9)

0 (0)

1

0 (0)

0 (0)

1

Lung Transplant, n (%)

1 (10)

0 (0)

1

0 (0)

0 (0)

1

life in IPF in the short term and a possible transient
worsening of depression.
There are a few potential explanations as to why receiving palliative care could worsen quality of life in the
short term. Our study population had mild disease, with
an average FVC of 73.4% predicted. It is possible that
patients received palliative care too early in their disease
course, and discussions regarding prognosis may have
worsened symptoms of depression or anxiety. Additionally, receiving a structured palliative care visit may have
increased patients’ awareness and/or perception of their
symptoms and disease prognosis. This finding is not dissimilar to the study conducted by Lindell and colleagues
in 2010, in which IPF patients who went to a series of 6
support group sessions led by a clinical nurse specialist, a
psychiatric clinical specialist, and an advanced care planning instructor. Patients randomized to the support group
actually had reduced health related quality of life and increased anxiety, but improved satisfaction with participation in the support group [20]. Conversely, Bajwah and
colleagues completed a pilot randomized controlled trial
in the UK demonstrating that a multidisciplinary palliative
case conference intervention improved patient quality of
life parameters compared to usual care [21]. This intervention included a case conference led by a palliative care
nurse specialist, and attended by the patient, their caregiver (if able), and a community palliative care nurse. This
approach did not offer palliative care directly to patients
in a clinical setting. A before and after study of an integrated early palliative care approach demonstrated
reduced hospital utilization within the last year of life and
increased number of home deaths [22], but patient quality
of life was not assessed. IPF patients also may require
more longitudinal follow up with palliative care prior to
experiencing benefit.
Alternatively, routine palliative care referrals may be an inefficient way to address the palliative care needs of patients
with IPF. IPF is a rare disease, and, while this is not the case
at our institution, not all palliative care physicians may be
familiar with the clinical course and prognosis, necessitating
a more tailored palliative care approach specific for IPF
patients. Other studies in chronic disease demonstrated the
benefit of a multi-disciplinary approach [9, 21]. A large randomized controlled trial of a multi-disciplinary intervention
(SUPPORT) for IPF patients and their caregivers is ongoing.

Primary outcomes will include quality of life, symptom burden, and stress burden, among others [23].
Interestingly, the prevalence of baseline depression
was much lower based on the HADS score as compared
to the PFQ-9 (9 vs 36%). This difference may reflect the
nature of the different questionnaires. The finding of
worsening TLC in the UC + PC group, though statistically significant, cannot be explained, and could be due
to the small number of participants in this trial.
Our study also identified a negative correlation between pulmonary function testing and quality of life as
measured by the SGRQ. This is similar to findings from
other IPF registry studies [2, 32].
Our study is limited due to the nature of our single
center study and small number of patients. Selection
bias based on patients’ attitudes and understanding of
palliative care is likely an issue as well. A larger randomized trial is necessary to confirm these findings.
The palliative care intervention itself is difficult to
standardize and heterogeneous, as each visit depends
on each patient’s unique needs. Other limitations include the challenging task of assessing patients’ quality of life, depression, or anxiety. Several instruments
have been validated to assess health related quality of
life in ILD, however, one is not clearly utilized more
than the other. Multiple instruments may be necessary in future studies; we selected the SGRQ due to
its familiarity, and desire to limit the number of surveys filled out by the patients. Measuring anxiety and
depression is also challenging as several instruments
exist to measure both mood disorders, and are also
used heterogeneously in the literature.

Conclusion
In IPF, a randomized controlled trial to measure the impact of palliative care on quality of life, anxiety, and depression is feasible. It is possible that receiving palliative
care could trend toward a worsening symptom-related
quality of life at 6 months, as measured by the SGRQ,
and a possible transient worsening of depression, however, larger randomized trials are necessary to determine
if this is a true effect. Further trials should focus on reducing selection bias in participants, the optimal timing
of palliative care, and which questionnaire(s) best captures depression and anxiety.
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CHF: Congestive heart failure; COPD: Chronic obstructive pulmonary disease;
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Page 8 of 9

8.

9.

10.

Acknowledgements
The authors would like to acknowledge Mandi Degrote and Tommy
Goodwin for their assistance with conducting the research project.

11.

Authors’ contributions
HJK and KJ developed the research project and have responsibility for the
final manuscript. DR assisted with the research protocol and provided
palliative are expertise for the project. KTJ conducted the research project.
QW conducted the biostatistical analysis. KJ wrote the manuscript. All
authors read and approved the final manuscript.

12.

13.

14.
Funding
Dr. Janssen is funded by NIH NHLBI T32 HL07741.
Availability of data and materials
The datasets generated and analyzed during the current study are available
from the corresponding author on reasonable request.

15.

16.
Ethics approval and consent to participate
All study participants provided written informed consent and this research
was approved by the University of Minnesota Institutional Review Board on
September 15, 2017, study number 00000753.

17.

Consent for publication
Not applicable.

18.

Competing interests
The authors declare that they have no competing interests.

19.

Author details
1
University of Minnesota Division of Pulmonary, Allergy, Critical Care, and
Sleep Medicine, MMC 276, 420 Delaware Street SE, Minneapolis, MN 55455,
USA. 2University of Minnesota Palliative Care, MMC 603 Mayo, 8603A, 420
Delaware Street SE, Minneapolis, MN 55455, USA. 3University of Minnesota
Biostatistical Design and Support Center, Clinical Translational Science
Institute, Room 223, 1932D, 717 Delaware St SE, Minneapolis, MN 55414,
USA.

20.

21.

22.
Received: 19 June 2019 Accepted: 19 December 2019

References
1. Kim HK, Perlman D, Tomic R. Natural History of Idiopathic Pulmonary
Fibrosis. Respir Med. 2015. https://doi.org/10.1016/j.rmed.2015.02.002.
2. Kreuter M, Swigris J, Pittrow D, et al. The clinical course of idiopathic
pulmonary fibrosis and its association to quality of life over time:
longitudinal data from the INSIGHTS-IPF registry. Respir Res. 2019. https://
doi.org/10.1186/s12931-019-1020-3.
3. Akhtar A, Ali M, Smith R. Depression in Patients with Idiopathic Pulmonary
Fibrosis. Chron Respir Dis. 2013. https://doi.org/10.1177/1479972313493098.
4. Carvajalino, S, et al. Symptom Prevalence of patients with fibrotic interstitial
lung disease: a systematic literature review. BMC Pulm Med 2018; oi: https://
doi.org/10.1186/s12890-018-0651-3.
5. Raghu G, et al. An Official ATS/ERS/JRS/ALAT Statement: Idiopathic Pulmonary
Fibrosis: Evidence-based Guidelines for Diagnosis and Management. Am J
Respir Crit Care Med. 2011. https://doi.org/10.1164/rccm.2009-040GL.
6. Raghu G, et al. An Official ATS/ERS/JRS/ALAT Clinical Practice Guideline:
Treatment of Idiopathic Pulmonary Fibrosis. Am J Respir Crit Care Med.
2015. https://doi.org/10.1164/rccm.201506-1063ST.
7. Caminati A, Cassandro R, Torre O, et al. Severe idiopathic pulmonary fibrosis: what
can be done? Eur Respir Rev. 2017. https://doi.org/10.1183/16000617.0047-2017.

23.

24.

25.

26.

27.

28.

Temel JS, Greer JA, Muzikansky A, et al. Early Palliative Care for Patients with
Metastatic Non Small Cell Lung Cancer. N Engl J Med. 2010. https://doi.org/
10.1056/NEJMoa1000678.
Higginson I, Bausewein C, Reilly CC, et al. An integrated palliative and
respiratory care service for patients with advanced disease and refractory
breathlessness: a randomised controlled trial. Lancet Respir Med. 2014.
https://doi.org/10.1016/S2213-2600(14)70226-7.
Ahmadi Z, Wysham NG, Lundstrom S, et al. End-of-life care in oxygendependent ILD compared with lung cancer: a national population-based
study. Thorax. 2016. https://doi.org/10.1136/thoraxjnl-2015-207439.
Brown CE, Engelberg RA, Nielsen EL. et al., Palliative Care for Patients Dying
in the Intensive Care Unit with Chronic Lung Disease Compared with
Metastatic Cancer. Ann Am Thorac Soc. 2016. https://doi.org/10.1513/
AnnalsATS.201510-667OC.
Lindell KO, Liang Z, Hoffman LA, et al. Palliative Care and Location of Death
in Decedents With Idiopathic Pulmonary Fibrosis. Chest. 2015. https://doi.
org/10.1378/chest.14-1127.
Liang Z, Hoffman LA, Nouraie M, et al. Referral to Palliative Care Infrequent
in Patients with Idiopathic Pulmonary Fibrosis Admitted to an Intensive
Care Unit. J Palliat Med. 2017. https://doi.org/10.1089/jpm.2016.0258.
Zou R, Nouraie M, Chen X, et al. Assessing Patterns of Palliative Care Referral
and Location of Death in Patients with Idiopathic Pulmonary Fibrosis: A
Sixteen-Year Single-Center Retrospective Cohort Study. J Palliat Med. 2019.
https://doi.org/10.1089/jpm.2018.0400.
Swigris JJ, Stewart AL, Gould MK, et al. Patients' perspectives on how
idiopathic pulmonary fibrosis affects the quality of their lives. Health Qual
Life Outcomes. 2005. https://doi.org/10.1186/1477-7525-3-61.
Bajwah S, Higginson IJ, Ross JR, et al. The palliative care needs for fibrotic interstitial
lung disease: a qualitative study of patients, informal caregivers and health
professionals. Palliat Med. 2013. https://doi.org/10.1177/0269216313497226.
Sampson C, Gill BH, Harrison NK, et al. The care needs of patients with
idiopathic pulmonary fibrosis and their carers (CaNoPy): results of a qualitative
study. BMC Pulm Med. 2015. https://doi.org/10.1186/s12890-015-0145-5.
Lindell KO, Kavalieratos D, Gibson KF, et al. The palliative care needs of patients
with idiopathic pulmonary fibrosis: A qualitative study of patients and family
caregivers. Heart Lung. 2017. https://doi.org/10.1016/j.hrtlng.2016.10.002.
Rajala K, Lehto JT, Sutinen E, et al. Marked deterioration in the quality of life
of patients with idiopathic pulmonary fibrosis during the last two years of
life. BMC Pulm Med. 2018. https://doi.org/10.1186/s12890-018-0738-x.
Lindell KO, Olshansky E, Song MK, et al. Impact of a disease-management
program on symptom burden and health-related quality of life in patients
with idiopathic pulmonary fibrosis and their care partners. Heart Lung. 2010.
https://doi.org/10.1016/j.hrtlng.2009.08.005.
Bajwah S, Ross JR, Wells AU, et al. Palliative care for patients with advanced
fibrotic lung disease: a randomised controlled phase II and feasibility trial of
a community case conference intervention. Thorax. https://doi.org/10.1136/
thoraxjnl-2014-206583.
Kalluri M, Claveria F, Ainsley E, et al. Beyond idiopathic pulmonary fibrosis
diagnosis: multidisciplinary care with an early integrated palliative approach
is associated with a decrease in acute care utilization and hospital deaths.
J Pain Symptom Manag. 2018. https://doi.org/10.1016/j.jpainsymman.2017.
10.016.
Lindell KO, Nouraie M, Klesen MJ, et al. Randomised clinical trial of an early
palliative care intervention (SUPPORT) for patients with idiopathic pulmonary
fibrosis (IPF) and their caregivers: protocol and key design considerations. BMJ
Open Resp Res. 2018. https://doi.org/10.1136/bmjresp-2017-000272.
Aslakson RA, Reinke LF, Cox C. et al., Developing a Research Agenda for
Integrating Palliative Care into Critical Care and Pulmonary Practice To
Improve Patient and Family Outcomes. J Palliat Med. 2017. https://doi.org/
10.1089/jpm.2016.0567.
Russell AM, Sprangers MA, Wibberley S, et al. The need for patient-centred
clinical research in idiopathic pulmonary fibrosis. BMC Med. 2015. https://
doi.org/10.1186/s12916-015-0475-4.
Freeman S, LeMoine M, Bakst AW, Jones PW. American translation,
modification, and validation of the St. George's Respiratory Questionnaire.
Clin Ther. 2000. https://doi.org/10.1016/S0149-2918(00)80089-2.
Swigris JJ, Brown KK, Behr J, et al. The SF-36 and SGRQ: validity and first
look at minimum important differences in IPF. Respir Med. 2010. https://doi.
org/10.1016/j.rmed.2009.09.006.
Swigris JJ, Esser D, Conoscenti CS, et al. The psychometric properties of the
St George's respiratory questionnaire (SGRQ) in patients with idiopathic

Janssen et al. Respiratory Research

29.
30.
31.

32.

(2020) 21:2

pulmonary fibrosis: a literature review. Health Qual Life Outcomes. 2014.
https://doi.org/10.1186/s12955-014-0124-1.
Zigmond AS, Snaith RP. The hospital anxiety and depression scale. Acta
Psychiatr Scand. 1983 Jun;67(6):361–70.
Stem AF. The hospital anxiety and depression scale. Occup Med (Lond).
2014. https://doi.org/10.1093/occmed/kqu024.
Kroenke K, Spitzer RL, Williams JB. The PHQ-9: validity of a brief depression
severity measure. J Gen Intern Med. 2001. https://doi.org/10.1046/j.15251497.2001.016009606.x.
Culver DA, Behr J, Belperio JA, Corte TJ, Flaherty KR, Gulati M, Huie TJ,
Lancaster LH, Roman J, Ryerson CJ, Kim HJ. Patient registries in idiopathic
pulmonary fibrosis (IPF). Am J Respir Crit Care Med. 2019. https://doi.org/10.
1164/rccm.201902-0431CI.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Page 9 of 9

