
Idiopathic pulmonary fibrosis boldly goes
where no disease has gone before
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Introduction Idiopathic pulmonary fibrosis (IPF) is a restrictive
lung disease of unknown cause. The median survival time after
diagnosis is 3–5 years and there are limited treatments available.
MUC5AC, MUC5B and TOLLIP in the 11p15.5 region have
been shown to be associated with susceptibility to IPF. A variant
in TOLLIP (rs5743890) has also been shown to be associated
with both susceptibility and survival time however the effects
were in opposite directions, i.e. the allele associated with
increased susceptibility was also associated with increased sur-
vival time.
Methods We performed survival analysis on 612 European IPF
cases passing QC using a Cox proportional hazards model
adjusting for age, sex, first 10 principal components and study
centre. 134 variants were genotyped in a 200 kb region on chro-
mosome 11 covering MUC5AC, MUC5B and TOLLIP.
Results No SNPs in this region reached genome-wide signifi-
cance (p < 5 × 10–8). The most significant variant was
rs56367042 (Hazard Ratio 3.38, 95% CI [1.91, 5.96]; p = 2.74
× 10–5) which is located downstream of MUC5B. The next sig-
nificant SNP was rs5743894 (Hazard Ratio 0.67, 95% CI [0.54,
0.83]; p = 2.24 × 10–4) located in TOLLIP. For this SNP the
allele we found associated with increased survival time has previ-
ously been reported as associated with increased susceptibility
(showing a similar pattern to that reported for rs5743890) how-
ever this SNP has also been previously reported as not being
associated with survival time. We found a proxy of rs5743890
(R2 = 0.698) not to be associated with survival time (p =
0.881).
Conclusions Our results did not replicate those previously
reported; however they may support the hypothesis that variants
in TOLLIP that increase susceptibility may also increase survival
time. In future we will perform a GWAS for susceptibility and
survival time and try and replicate the findings.
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Introduction and objectives Heterogeneity of idiopathic pulmo-
nary fibrosis (IPF) means it is difficult to identify those at highest
risk of progression who are most likely to benefit from treat-
ment. A biomarker that predicts disease activity, prognosis and
treatment response would be beneficial. We previously reported
increased platelet reactivity in IPF,1 and here we explore
whether platelet reactivity warrants further investigation as a
biomarker.

Methods Data were obtained from two studies: Study 1. a study
of platelet reactivity in IPF; and Study 2. a pilot randomised-
controlled trial of an investigational IPF treatment. Standard
protocols were used to measure platelet-monocyte aggregate
(PMA) formation, P-selectin expression, and fibrinogen binding
in blood samples. Platelet reactivity in IPF was compared with
controls. Correlation between platelet reactivity and forced vital
capacity (FVC) was assessed. Study 2 data were used to assess
the change in platelet reactivity in response to the intervention
and correlation between baseline platelet reactivity, symptoms
(KBILD) and exercise capacity (6MWD).
Results Study 1 included 13 IPF patients (mean± SD, Age 70.3
± 5.8 years, 69% male, FVC 91.9 ± 17.8% predicted) and 12
controls (Age 66.2 ± 10.2, 66.7% males). Study 2 included 19
IPF patients (Age 71.5 ± 8.7, 72% males, FVC 84.4 ± 16.8%
predicted). IPF patients demonstrated significantly increased pla-
telet reactivity compared to controls (P < 0.01). Platelet reactiv-
ity and FVC did not correlate. In study 2, stimulated platelets
expressed significantly less P-selectin in response to the interven-
tion (P = 0.03). Unstimulated PMA formation moderately corre-
lated with KBILD (r = 0.38. P = 0.01), but other platelet
markers showed no correlation with symptoms or exercise
capacity.
Conclusion IPF patients exhibit increased platelet reactivity com-
pared to controls. The reduction in platelet reactivity in response
to an intervention may indicate responsiveness to treatment
effect. Although there was no correlation between FVC and pla-
telet activation, further investigation is warranted to assess asso-
ciations between platelet reactivity and lung function decline and
mortality.
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Introduction IPF is associated with a poor prognosis, high symp-
tom burden and limited treatment options. Psychological reac-
tions are comparable to those seen in cancer patients, yet
support services for IPF patients are less well developed. There
is an urgent demand to develop Interstitial Lung Disease (ILD)
services that better support the psychological needs of IPF popu-
lations. The aim of this pilot study is to characterise the psycho-
logical needs of both patients and carers and to test the
feasibility of a workshop approach.
Methods Consultant ILD physicians identified patients recently
diagnosed with IPF at our Unit, and referred them to the clinical
nurse specialist. Patients were invited to attend a half day work-
shop with an accompanying ‘guest’. The workshop, led by a clin-
ical psychologist, included didactic teaching, interactive
discussions and experiential learning. Topics covered coping with
low mood and anxiety, symptom control and transitions towards
the end of life. Four members of the clinical team were present
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throughout as observers and to provide support. Demographic
information; PHQ-9 and GAD-7 scores were collected (Table 1).
Participants completed a semi-structured questionnaire at the
end of the workshop. Framework analysis identified themes
around the impact of attending the workshop.

Abstract P3 Table 1 Participant demographic data

Patients

Gender Female Male

3 10

Marital Status Married Divorced Single

12 1 0

Ethnicity White Asian or Asian British Prefer not to say

11 2

PHQ-9 Normal Mild Moderate Severe

5 4 3 1

GAD-7 Normal Mild Moderate Severe

10 2 1

Carer/Relative

Gender Female Male

13 2

Marital Status Married Divorced Single

12 2 2

Ethnicity White Asian or Asian British Prefer not to say

10 4

PHQ-9 Normal Mild Moderate Severe

4 1 1

GAD-7 Normal Mild Moderate Severe

5 1

PHQ-9: Patient Health Questionnaire 9-Item.
GAD-7: Generalised Anxiety Disorder 7-Item.

Results 13 patients and 16 family members attended the work-
shop. Participants reported benefiting from peer support; identi-
fying with others. They felt emotionally supported through
sharing experiences and appreciated the chance to learn about
practical ways of managing symptoms and accessing other sour-
ces of support. All respondents said they would recommend the
workshop to others diagnosed with IPF and their families. Partic-
ipants reported that more medical information about IPF, its
progression and prognosis would have been useful. Suggestions
included requests for a larger venue and more information on
oxygen.
Conclusions Preliminary data suggests attendance at a workshop
addressing psychological issues is feasible and is perceived to be
a positive experience by patients diagnosed with IPF and their
families. Future workshops will include more time for group dis-
cussion to facilitate peer support. A further two workshop are
planned in July and September. Successive evaluations will con-
tinue to inform the development of subsequent workshops.
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Introduction The IPF-PROM development project sought to
integrate patients and carers both as participants and co-investi-
gators in the research process. Patients with varied experiences
of IPF and members of the multidisciplinary team including a
clinical psychologist; research nurses, Patient and Public Involve-
ment Lead and a carer formed the IPF-PROM Research Steering
Group (RSG) at the outset of the study.
Methodology Fundamental to PROM development is a robust
approach to the item generation process to support the final
conceptual framework. The RSG had a key role to ensure
patient language was accurately represented. All RSG members:

. Agreed formal terms of reference and role descriptions.

. Reviewed the study protocol.

. Analysed 5 focus groups transcripts individually and
collectively identified themes.

. Applied consensus methods to a list of pooled items collated
from questionnaires that have been used in studies in IPF
populations.

. Assessed the face validity of an electronic Delphi survey
administered to patients, carers and healthcare professionals in
the UK.

. Analysed the free-text comments captured in the Delphi study
using a thematic approach.

. Participated in a Reflective exercise to characterise individual’s
perceptions and motivations for continuing involvement in the
RSG.

Results RSG members contributed a level of sympathy, insight,
compassion and knowledge to the thematic analysis of the focus
groups: a dynamic that enhanced the interpretation of tran-
scripts. Emotions evoked by the transcripts were ‘therapeutic’
rather than ‘distressing’. 200 statements were identified for
inclusion in the Delphi.

Abstract P4 Table 1

Theme Key words/phrases

Individual

perspectives

Valuable; Rich; New; Different

Language and

Understanding

Lay v scientific, medical, research language/terminology: shared

understanding of terms e.g. methodology. Confusion. Valuable;

Enriching

Individual Role and

contribution

Anxiety; Shared anxiety; how to be useful; how to do it; learning

through the process of doing; ‘letting people down’; volume of

work; time pressures: wanting to support/help. Continuum ‘I

have contributed’……… ‘I haven’t contributed’

Emotion Private emotion; meaning for self/others; Sensitive awareness of

issues related to IPF; bereavement; Not feeling emotion –

compartmentalising: RSG business meeting requiring objectivity –

clarity and logical thought

Motivation Professional values – inclusive: understand more about IPF;

contribute to the field; improve services – integrate physiological

and psychological care for IPF patients and families; advance

career; develop closer relationships with staff and the

organisation; learn about latest research and new treatments;

deliver; RSG enhances skill set to educate others

Belonging and

support

Sense of connection; shared and compatible interests

Patient and carers added new and different perspectives on
the use of language; rich discussion preceded consensus. Items
identified in existing questionnaires (n = 315) were reduced
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