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Hypersensitivity pneumonitis by feather duvet: A series of Vall d’Hebron
Hospital

Ferran Morell, Ana Villar, Susana Gomez-Olles, Maria Jesus Cruz, Maria
Dolores Untoria, Xavier Mufoz. Respiratory, Hospital Vall de Hebron,
Barcelona, Spain Respiratory, Hospital Vall de Hebron, Barcelona, Spain
Respiratory, Hospital Vall de Hebron, Institut de Recerca, Barcelona, Spain
Respiratory, Hospital Vall de Hebron, Institut de Recerca, Barcelona, Spain
Respiratory, Hospital Vall de Hebron, Barcelona, Spain Respiratory, Hospital
Vall de Hebron, Barcelona, Spain

Introduction: Exposure to avian proteins is a frequent cause of Hypersensitivity
Pneumonitis (HP). We describe a series of NH secondary to exposure to feather
duvet.

Material and methods: In the outpatient clinic of interstitial lung disease during
the years 2004-2011, 28 patients were diagnosed with HP with definite causality
from exposure to feathers contained in the feather duvet. Diagnosis criteria: diag-
nosis of NH, contact with feather duvet coincident with the onset of symptoms;
IgG + and/or positive bronchial challenge test (BCT). In neither case had history
of exposure to any agent known as a producer of NH.

Results: 15 male; mean age 59 years. Presentation was acute in 5, subacute in 4
and chronic in 19 cases. Auscultation was normal in 10 patients, revealed crackles
in 17 and wheezing in 1. FVC mean was 67.57%, DLCO 52.60%. 1gG+ in front
of avian antigens in 11/24, and in front of fungi in 16/24. A culture of feather
duvet was positive for fungi in 6 cases. The BCT was positive in 8/11 in front of
avian antigens and 4/7 against fungi. Pathological study was performed in 16/28
patients, showing a characteristic pattern of subacute NH in 6/16, consistent with
NH in 8/16 and UIP pattern in 2/16. Surgical lung biopsy (BPQ) was performed
during the study in 7 cases and revised from the samples of another center in 7.
During the follow up lung transplantation, was performed in 4 patients (2 of them
already had previous BPQ).

Conclusions: Our study confirms that exposure to a minimum but persistent agent
may be sufficient for disease development. Diagnosis at an advanced stage of
chronic NH is common. Project funded by FIS PI1001577 (ISCIII) and SEPAR
2010.

P3631

Macrolides inhibit cytokine production by alveolar macrophages in
bronchiolitis obliterans organizing pneumonia

Miaotian Cai'2, Francesco Bonella!, Huaping Dai'?, Rafael Sarria?,

Josune Guzman*, Ulrich Costabel'. ! Department of Pneumology and
Allergology, Ruhrlandklinik, University Hospital, Essen, Germany; *Beijng
Institute of Respiratory Medicine, Beijing Chao-Yang Hospital, Capital Medical
University, Beijing, China; 3 Department of Neurosciences, Faculty of Medicine
and Dentistry, Basque Country University, Bilbao, Spain; ?General and
Experimental Pathology, Ruhr University, Bochum, Germany

Background and objective: Bronchiolitis obliterans organizing pneumonia
(BOOP) is a distinct clinicopathological entity histologically characterized by
intra-alveolar granulation tissue and absence of extensive fibrotic lesions. Effective
macrolide treatment of BOOP has been reported anecdotally. This study aimed
to investigate whether alveolar macrophages (AMs) produce aberrant proinflam-
matory cytokines in BOOP and whether this can be inhibited by clarithromycin
(CAM) or azithromycin (AZM).

Methods: AMs collected by bronchoalveolar lavage (BAL) from 6 BOOP patients
and 8 non-ILD controls were cultured for 24 hours in the presence or absence of
CAM, AZM, lipopolysaccharide (LPS), or dexamethasone (DEX). Tumor necrosis
factor alpha (TNF-a), soluble TNF receptor 1 (STNFR1), sSTNFR2, interleukin
Ibeta (IL-1p), IL-6, IL-8, IL-10, interferon gamma inducible protein 10 (IP-10)
and CC chemokine ligand 18 (CCL18) were measured in the culture supernatant
by ELISA.

Results: The spontaneous and LPS-stimulated production of all investigated cy-
tokines by AMs was significantly increased in BOOP compared to controls.
CAM and AZM induced a dose-dependent suppression of spontaneous TNF-a,
STNFR2, IL-6, IL-8 and CCL18 production (p < 0.05). CAM also inhibited the
IL-1Bproduction. CAM and AZM significantly and dose-dependently attenuated
the LPS-stimulated production of sSTNFR1, sTNFR2, IL-8 and CCL18 (p < 0.05).
CAM also inhibited the LPS-stimulated TNF-a, IL-1p, IL-6 and IL-10 production.
Conclusions: AMs from BOOP patients produce abundant proinflammatory cy-
tokines which may be pivotal in the disease pathogenesis. Macrolides inhibit this
cytokine production, CAM more efficiently than AZM.

P3632

Comparison of clinical features between patients of lung cancer with
combined pulmonary fibrosis and emphysema syndrome and those with
interstitial pneumonia

Hironori Umgal, Takeshi Fujiiz, Atsuko Kurosaki?, Shigeo Hanada',

Sayaka Mochiduki', Shinko Suzuki', Hisashi Takaya', Atsushi Miyamoto',
Nasa Morokawa', Sakashi Fujimori“, Tadasu Kono*, Kazuma Kishi'.

! Departments of Respiratory Medicine, Respiratory Center, Toranomon Hospital,
Tokyo, Japan; > Pathology, Toranomon Hospital, Tokyo, Japan; 3 Diagnostic
Radiology, Toranomon Hospital, Tokyo, Japan; * Department of Thoracic Surgery,
Respiratory Center, Toranomon Hospital, Tokyo, Japan

Purpose: Patients with combined pulmonary fibrosis and emphysema syndrome
(CPFE) and those with interstitial pneumonia (IP) have a high risk of developing
lung cancer. The present study compared the clinical features of patients with lung
cancer and CPFE with those of patients with lung cancer and IP.

Methods: 48 patients with lung cancer and CPFE (CPFE group) and 30 patients
with lung cancer and IP (IP group) had surgery and were included this study.
Results: All patients in the CPFE group and 24 of 30 patients in the IP group were
current or ex-smokers (p=0.01) (Table 1). The CPFE group tended to have more
patients with IPF than the IP group (p=0.09). FEV1.0% predicted was significantly
lower in the CPFE group than in the IP group (Table 2). Acute exacerbations of

Table 1. Patients characteristics

Patients with Patients with

lung cancer lung cancer p value
and CPFE (n =48) and IP (n =30)
Sex Male 45 20 0.02
Female 3 10
Age Median (Range) 70 (30-82) 73 (58-83) 0.05
Smoking Smokers 48 24 0.01
Nonsmokers 0 6
Histology ~ Adenocarcinoma 18 19 0.19
of Squamous cell carcinoma 18 13 0.81
lung cancer Large cell neuroendocrine 5 1 0.17
carcinoma
Adenosquamous 3 1 0.44
Idiopathic interstitial pneumonia
Types IPF 36 17 0.09
of IP Fibrosing NSIP 1 1 0.73
DIP 0 2 0.07
Unclassified 9! 7 0.63
Collagen vascular disease 2 3 0.31
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interstitial lung disease after surgery developed in three patients (6.3%), one of
whom died, in the CPFE group and two patients (6.7%) in the IP group (p=0.94).

Table 2. Laboratory findings and pulmonary function tests

Patients with Patients with
lung cancer and CPFE lung cancer and IP  p value

(n=48) (n=30)
Blood gas PaO: (Torr) 85.0+11.3 85.0+10.8 0.96
analysis before  A-aDO2 13.1+10.9 152+11.5 0.84
operation
Laboratory KL-6 (U/ml) 536.0£549.0 766.0+658.2 0.39
Findings SP-D (ug/) 114.4%79.3 128.5+74.7 1.00
SP-A (ng/l) 56.3+30.4 59.7+18.7 0.72
LDH (U 162.0+34.5 168+38.6 0.66
CRP (mg/dl) 02%15 02%04 0.07
Pulmonary VC % pred 102.0%+15.7 99.5+16.3 0.28
function tests FEV1.0 % pred 93.5+16.4 99.0+11.2 0.04
TLC % pred 98.5+14.2 98.08.6 0.60
RV % pred 84.5+26.2 93.0%+21.1 0.82
DLCO % pred 63.0+13.8 80.5+11.0 0.16

Data are presented as mean +=SD

Conclusions: Although IPF was more frequent in the CPFE group than in the
IP group, the occurrence of acute exacerbations after surgery was not different
between the two groups.

P3633

A case of lymphoid interstitial pneumonia associated with common variable
immunodeficiency

Martin Schreder!, Marianne Hubner', Wolfgang Sperr?, Thomas Staudinger?,
Ingrid Simonitsch-Klupp?, Gerhard Mostbeck*, Meinhard Kneussl'. / 2nd
Department of Medicine, Wilhelminenspital, Vienna, Austria; ZDepartment of
Medicine I, Medical University Vienna, Austria; > Department of Pathology,
Medical University Vienna, Austria; * Department of Radiodiagnostics,
Wilhelminenspital, Vienna, Austria

Introduction: Lymphoid interstitial pneumonia (LIP) represents a rare disease that
typically occurs in association with autoimmune diseases and dysproteinemia. We
report a case of LIP in a patient with common variable immunodeficiency (CVID).
Case report: In October 2009, a 51 year old woman presented with a 12-months
history of recurrent pyrexia and was subsequently diagnosed with CVID. CT scans
showed bilateral pulmonary consolidations, while bronchoscopy revealed acute
inflammation of the bronchial mucosa and purulent secretion. The patient received
antibiotic treatment and immunoglobulin replacement. She remained asymptomatic
until January 2012, when she was readmitted with increasing dyspnea and fatigue
for 2 weeks prior to admission. CT scans showed progressive opacities mainly in
the lower zones. Despite immediate treatment with broad-spectrum antibiotics, the
patient developed acute respiratory failure requiring invasive mandatory ventila-
tion and, ultimately, extracorporeal membrane oxygenation. Open lung biopsy was
performed 5 days after admission. Histologic workup showed diffuse interstitial
infiltration of T lymphocytes, plasma cells and histiocytes, consistent with a di-
agnosis of LIP. Treatment with prednisone (1mg/kg) resulted in rapid clinical and
radiological improvement. The patient was discharged 4 weeks after admission.
At present, she remains clinically stable at a steroid dose of 0.25mg/kg.
Discussion: The finding of bilateral ground-glass infiltrates in a patient with CVID
should raise suspicion of LIP. Open lung biopsy is required to establish the diag-
nosis. Treatment is primarily based on corticosteroids, which resulted in excellent
response in this patient.

P3634

Disease progression according to IPF phenotype

David McAllister', Pauline Macfarlane?, Gareth Stewart®, Andrew Robson?,
William Wallace3, John Murchison?, John Simpson3, Nik Hirani®. / Department
of Population Sciences, University of Edinburgh, United Kingdom; 2Department
of Respiratory Medicine, University of Edinburgh, United Kingdom, * Insitute of
Cellular Medicine, Newcastle University, Newcastle, United Kingdom;

! Department of Radiology, University of Edinburgh, United Kingdom;
°Department of Pathology, University of Edinburgh, United Kingdom; °MRC
Centre for Inflammation Research, University of Edinburgh, United Kingdom

Introduction: Our understanding of disease progression in IPF is based on cohorts
of patients with ’definite’ IPF. Such studies have reported a prognostic index for
IPF (Du Bois 2011 AJRCCM 184; 459). In practice a diagnosis of definite IPF is
not always attained; in some cases where the HRCT pattern is not incontrovert-
ibly UIP, corroboratory invasive investigations are not performed. We define this
condition ’probable IPF’.

Aims: To determine 1) disease progression and 2) the prognostic value of an IPF
index in definite or probable IPF.

Methods: Consecutively presenting patients with IPF were prospectively recruited
to a database. All IPF diagnoses required an HRCT appearance of UIP with >
70% probability. Patients with HRCT scans with > 95% probability of UIP, or a
UIP biopsy were defined as definite IPF. BAL was not included in the diagnostic
criteria.

Results: Of 193 patients, 89 had definite IPF. Median survival for definite v

probable IPF was 3.2 v 6.0 years respectively (HR 1.45; 95%CI 0.94 to 2.25,
p=0.09 adjusting for age, sex, height, VC and smoking). A relative decline in VC
of 5-10% in the first 6 months was associated with increased risk of death (HR
3.12; 95% CI 1.55 to 6.30). Similar results were obtained in patients with definite
and probable IPE. An IPF index was calculated in our cohort. Scores of 0-8 (n=97),
10-29 (n=76) and 30-61 (n=20) predicted median survival of 74, 48 (HR 2.02;
95%CI 1.26 to 3.23) and 12 months (HR 15.3; 95%CI 8.22 to 28.4) respectively
(p < 0.001). The index had similar predictive value in definite and probable IPF.
Conclusions: Patients with both definite and probable IPF have poor prognoses
but survival was worse in definite IPF. The IPF index may be of clinical value in
definite and probable IPF.

P3635

Sarcoidosis and tuberculosis: A rare combination?

Diana Calaras, Oxana Munteanu, Victor Botnaru. Internal Medicine, State
Medical and Pharmaceutical University “Nicolae Testemitanu”, Chisinau,
Republic of Moldova

Tuberculosis and sarcoidosis are chronic granulomatous diseases that are similar
in many aspects, although different. They occur concomitantly very rarely. TB
is an infectious disease caused by M. tuberculosis morphologically defined by
granulomas with caseous necrosis. Sarcoidosis is a systemic disease of unknown
etiology, and is characterized by noncaseous granulomas.

Aim of the study: To evaluate weather the high incidence of TB in our country
affects the diagnosis and management of sarcoidosis.

Material and methods: We performed an analysis of 97 patient’s clinical records
with biopsy proven or highly suggestive of sarcoidosis, cases registered in a third
level medical institution, during year 2011.

Results: We found 3 (3,1%) patients with concomitant diagnosis of TB and sar-
coidosis, in whom sputum culture revealed M. tuberculosis (1-MDR tuberculosis,
1- poly-resistant). After 2 months of standard anti-TB treatment we have obtained
culture conversion, but no improvement in chest X-ray and HRCT. Supplementa-
tion with corticosteroids (CS) leaded to full resorption of pulmonary lesions. Other
8 (8,2%) patients from 97, microbiologically negative, where initially diagnosed
with pulmonary TB based on histological examination (caseating granulomas).
Anti-TB treatment inefficiency imposed reconsideration of the diagnosis and ini-
tiation of steroid treatment, with clinical and radiological improvement after 4
months of CS.

Conclusion: Infection with M. tuberculosis, seems to be not so infrequent in
patients with sarcoidosis. The finding of necrotizing granulomas alone is not
sufficient for the final clinical diagnosis of tuberculosis. Due to high incidence of
tuberculosis in our country there is a tendency to overdiagnose tuberculosis.

P3636

Precocious detection of pulmonary hypertension in idiopathic pulmonary
fibrosis

Donatella Castria', Rosa Metella Refini !, Fabrizio Mezzasalma', Pasquale Di
Sipio!, Elena Bargagli', Rita Filippi', Carlo Pierli?, Paola Rottoli'. ' Depr. of
Clinical Medicine and Immunological Science, Respiratory Disease and Lung
Transplantation Section, Siena, Italy; >Dept. of Cardiology, Haemodynamic Unit,
Siena, Italy

The aim of our study is:(1)to evaluate the prevalence of Pulmonary Hyperten-
sion (PH) in Idiopathic pulmonary fibrosis (IPF) patients (pts);(2)to determine
the accuracy of PAPs measurement with Doppler echocardiography (DE) versus
Right Heart Catheterization (RHC);(3)to analyze survival in pts with or without
PH;(4)to determine any correlation between functional data and haemodynamic
parameters. We analyzed 54 IPF pts referred to our Centre who underwent RHC.
PH was defined when PAPm >25 mmHg. PH was diagnosed in 30/54 pts (55%,
PAPm=30+5mmHg, PAPs=48+10, PW=1143, RVP=3,142). There was a sig-
nificant correlation between PAPs evaluated at DE and RHC (p<0,0001), but
Bland-Altman analysis illustrated mean difference: 5,14£22,4; the large limits of
agreement (-17 +27) showed that DE should not be used to replace RHC. No
difference in survival was found between PH group(l) and no PH group(2). Pts
were divided according PH onset [<12 months (m) from IPF diagnosis: group A,
or >12 m: group B] and we observed a significant difference in survival between
group A and B (p=0,0042, 35m versus 56), between group A and all other pts(group
2+B; p=0,0095, 35 versus 52).11(91%) of group A needed oxygen-therapy after
a median time of 8m since IPF diagnosis, while 32(76%) of all other pts (group
2+B) after 16m(p=0.029). We observed a significant correlation between Six Min
Walking test distance (WTD) performed in room air and PAPs at RHC(p=0.039).
Our data confirms that PH has an high prevalence in IPF and RHC is the gold
standard for PH diagnosis. An early onset of PH is related to a worst prognosis and
to a precocious oxygen-therapy request. A decrease of WTD could help clinicians
to suspect PH in IPF pts.

P3637

Obstructive findings in sarcoidosis, diagnosis and therapies modalities
Jelica Videnovic-Ivanov, Snezana Filipovic, Violeta Vucinic, Vlada Zugic.
Pulmology, Clinic for Lung Diseases and Tuberculosis, Belgrade, Yugoslavia

Introduction: Symptoms of respiratory disturbances are common during the
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course of sarcoidosis. The aim of analysis is to notifie obstructive findings in
sarcoidosis.

Method: The analyses is restrospective in all incominig patients to the Clinic for
lung diseases and tuberculosis CC of Serbia in Belgrade.

Results: 127 (8,7%) patients with dry cough and occasionaly dyspnea had the
impairent of lung function. The main findings were: FEVI/VC 63,1% in 57-
44,8% patients; in 27-21,1% patients — FEVI/FVC were 55,7%, in 3-2,3% patients
FEVI/FVC were 68.7%. Gender distribution were as followed: 264 (66,2%)Female-
Male 135 (33,8%); average ages were 43,32 years. Extrathoracis sarcoidosis in-
volvement were find out in 3 (2.3%) patients (skin, lymph nodes,).Lung and
nonpulmonary sarcoidosis is notify in 27 pts and in 97 pts lung were the only sar-
coidosis manifestation. Radiographic stadium of lung involvement: 1-87(68.5%),
11-31(24,4%), 11-7%(5,%), 1V-1 (0,78%). Acute onset of sarcoidosis is predom-
inatly with average level of ACE: 75.3 U/L. After obtaining the diagnosis of
sarcoidosis, inhaled corticosteroides were administered, 160 mcg-daily through 3
months with controls which meansa: ACE and UCa/24h levels, lung function, chest
X ray. Regression of symptoms such as dry cough were obtained in 55% patients
after the period of 2 months; 45% patients were excluded due to persistence of
symptoms seeking prednisone.

Conclusion: Inhaled corticosteroid have the role in sarcoidosis treatment resolving
symptoms such as cough, improvement of FEV 1, but the main therapy in most of
the patients is still orally administired prednisone.

P3638

Natural history of idiopathic pulmonary fibrosis: Are slowly progressive and
rapidly progressive really steady conditions?

Elisabetta Balestro, Emanuela Rossi, Ariel Floriani, Claudia Rinaldo,

Francesca Lunardi, Monica Loy, Federico Rea, Manuel Cosio, Marina Saetta,
Fiorella Calabrese. Department of Cardiac, Thoracic and Vascular Sciences,
University of Padova Medical School, Padova, Italy

Idiopathic pulmonary fibrosis (IPF) is a devastating lung disease with heteroge-
neous clinical course. Some patients experience an accelerated disease progression
(rapid progressors) while other remain relatively stable over time (slow progres-
SOrs).

The aim was to investigate the different course of the disease in relation to survival.
The study population included 55 IPF patients (age at diagnosis 53+1) categorized
in rapid progressors and slow progressors by two distinct criteria: pre-diagnosis
criteria (time from symptoms onset and IPF diagnosis) or by post-diagnosis criteria
(decline in FVC%pr. over 12 months). When stratified by pre-diagnosis criteria
18% were rapid progressors while 66% were slow ones.When stratified according
to post-diagnosis criteria 67% were rapid progressors and 33% were slow ones.
The coefficient of agreement between the two criteria was 70% and 75% for slow
and rapid progressors respectively indicating that up to 30% of patients did not
maintain the same label. Stratification by pre-diagnosis criteria was not related
to survival. Conversely, stratification by post-diagnosis criteria had a prognostic
significance; indeed, rapid progressors had decreased survival as compared to
slow ones (28+1Vs49+8mo.,p=0.02). Of interest, rapid progressors according to
post-diagnosis criteria, often display an unstable decline alternating periods of
functional stability to a rapid deterioration.

In conclusion our data suggest the need to be cautious in labelling IPF patients to
a fixed phenotype from the beginning of symptoms till death. It is possible that
IPF patients show a variable and unpredictable clinical course rather than a steady
condition.

P3639

The clinical relevance of autoimmunity in idiopathic pulmonary fibrosis
Sara Tomassetti, Christian Gurioli, Claudia Ravaglia, Sara Piciucchi, Gian
Luca Casoni, Micaela Romagnoli, Carlo Gurioli, Venerino Poletti. Pulmonary,
GB Morgagni Hospital, Forli, Italy

The aim of this study is to evaluate the clinical significance of autoimmunity in
IPE.

This is a retrospective controlled study comparing clinical characteristics and
outcome of IPF patients with (n=73) and without (n=87) positive autoimmunity.
Seventy-three cases with positive autoimmunity included: 46 (63%) ANA (anti
nuclear antibody), 20 (27%) RF (rtheumatoid factor), 2 (3%) anti CCP (anti cyclic-
citrullinated), 3 (4%) ENA (antibodies to extractable nuclear antigens), 2 (3%)
ANCA (anti-neutrophil cytoplasmic antibody).

No differences were found between patients with positive and negative autoim-
munity in terms of age, gender, smoking history, prevalence of familial IPF, high
resolution computed tomography features.

Characteristics of IPF patients

IPF-positive IPF-negative

autoimmunity autoimmunity

Age, median (range) 60 (47-9) 64 (39-84)
Male gender, n (%) 48 (66) 66 (76)
Smoking, current and former smokers, n (%) 58 (79) 59 (68)
Familial — IPF, n (%) 16 (22) 16 (18)
HRCT features consistent with UIP, n (%) 26 (36) 32 (37)
Median follow up, months (range) 32.19 (0.68-106.9) 32.48 (0.42-114.3)
AZA, CSS, NAC treatment, n (%) 9(12) 15(17)

During follow up two patients developed an autoimmune disease (one rheumatoid
arthritis and one scleroderma).

Survival between IPF patients with and without positive autoimmunity did not
differ 77.4 months (95% CI 56.1-97.8).

Conclusion: A small minority (2.7%) of IPF patients with positive autoimmunity
test at diagnosis developed an autoimmune disease during follow-up. The presence
of positive autoimmunity testing do not influence neither IPF clinical presentation
nor survival.

P3640

Sarcoidosis and autoimmune thyroid disease

Claudia Ravaglia, Carlo Gurioli, GianLuca Casoni, Micaela Romagnoli,

Sara Tomassetti, Christian Gurioli, Venerino Poletti. Pulmonology, Department of
Thoracic Diseases, Morgagni Hospital, Forli, FC, Italy

Background: Association between Sarcoidosis and other autoimmune diseases
has been previously described and a common pathogenesis has been hypothesized.
Objectives: A descriptive retrospective study has been conducted to evaluate the
incidence of thyroid diseases in patients with pulmonary sarcoidosis.

Methods: We conducted a retrospective chart review of all patients diagnosed
with sarcoidosis between 2004 and 2011 at the Morgagni Hospital, Forli; those
who were also diagnosed as having an autoimmune thyroid disease were selected.
Results: 39 out of 246 (15,9%) patients with sarcoidosis were identified as having
autoimmune thyroid disease, 9 male and 30 female. Sarcoidosis presented as
Lofgren’s syndrome in 6 patients patients (15,4%). 3 patients developed Graves’
disease (7.7%), 12 patients developed Hashimoto’s thyroiditis with hypothyroidism
(30.8%) and 24 patients had thyroid nodules with normal thyroid function (61.5%).
Conclusions: Our study suggests that sarcoidosis may be associated with autoim-
mune thyroid diseases at some time of its evolution, either as hyperthyroidism or
hypothyroidism. We are now following up sarcoidosis patients with no thyroid
diseases to see if any thyroid disease can develop after the diagnosis or during the
period of activity of sarcoidosis.

P3641

Assessment of disease severity using imaging scores in y sarcoid
Victor Botnaru, Diana Calaras, Oxana Munteanu. Internal Medicine, State
Medical and Pharmaceutical University “Nicolae Testemitanu”, Chisinau,
Republic of Moldova

The value of imagistic methods in diagnosing and assessing the inflammatory
activity in sarcoidosis is well known.

The aim was to assess the association between imagistic findings (radiographic
score, and HRCT score by Oberstein et. al.[SarcoidosisVasc Diffuse Lung Dis
1997,14:65-72]) and disease severity defined by functional disturbances in sar-
coidosis.

We have evaluated the clinical records of 70 patients with biopsy proven or
highly suggestive of sarcoidosis, cases registered in a 3rd level medical institution,
during year 2011, who underwent chest X-ray, HRCT, and pulmonary function
tests. The HRCT images were scored by two readers. Spearman’s rank correlation
coefficients were calculated to estimate the association between imagistic scores
and respiratory function disturbances.

‘We found a relationship between both radiological staging and HRCT abnormalities
with functional parameters.

All HRCT subscores, except lymph node enlargement, correlated with FEV1,
FVC, MMEF;s 75, and DLCO (p<0,001).

Compared with radiological stages, HRCT findings appeared to be more sensitive
in tracing abnormal gas exchange, with no significant difference in other functional
parameters.

Abstract P3641 — Table 1. Correlations between radiographic stages, HRCT scores and subscores and functional parameters

Thickening of the Parenchymal consolidation Intraparenchymal nodules Septal/non-septal lines Focal pleural Total HRCTscore Radiographic score
bronchovascular bundle thickening
FEV1 —0,347%% -0,16 -0,12 —0,38%%* —0,31%* —0,37%%* —0,38**
FVC -0,23 -0,19 -0,13 -0,29%* —0,32%* -0,31%* —0,31%*
DLCO -0,26* —0,41%%* —-0,36%* 0,53 -0,12 0,52 #* —0,38%*
MMEF25-75 -0,21 -0,17 —0,27* —0,31%* —-0,26* —0,31%* —0,34%*
TLC -0,13 -0,07 0,02 -0,16 —0,26* -0,23%* -0,12

#p<0,05; **p<0,001.
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Myocardial mechanics for the early detection of cardiac sarcoidosis

John Felekos', Elias Gialafos', Vasileios Kouranos?, Elias Perros?,

Anastasios Kallianos*, Ouranis Anagnostopoulou?, George Kaltsakas?,

Aggeliki Rapti*, George Tzelepis®, Konstantina Aggeli'. ! Cardiology Unit,
University of Athens, Greece; >8th Pulmonary Clinic, General Hospital of Chest
Diseases “Sotiria”, Athens, Greece; jPulm(mary Clinic, General Hospital of
Nikaia, Athens, Greece; *2nd Pulmonary Clinic, General Hospital of Chest
Diseases “Sotiria”, Athens, Greece; > Ist Pulmonary Clinic, University of Athens,
Greece; ®Department of Therapeutics, University of Athens, Greece

Background: Speckle tracking has emerged as valuable tool for comprehensive
assessment of regional myocardial function, providing angle-independent mea-
surements of ventricular strain. Aim of this study was to evaluate left ventricular
(LV) function in patients with newly diagnosed sarcoidosis, utilizing the novel
method of 2D speckle tracking.

Methods: Forty one patients with sarcoidosis and unremarkable medical history
of cardiovascular disease, as well as 20 healthy age- and gender-matched controls
underwent echocardiographic study. Apical 4-,2-,3- chamber as well as short axis
acquisitions were made. In addition to conventional 2D, Doppler and TDI measure-
ments, speckle tracking echocardiography was applied and LV global longitudinal
strain was derived from the obtained images. Moreover, LV base and apex rotation
angles were assessed from which LV twist was derived.

Results: The mean age of patients (17 men) was 41£6.5 years old. Compared
with controls, patients had similar conventional 2D and Doppler measurements.
TDI revealed increased E/E’ in the patient group vs control group (8.7241.65
vs 4.64+1.32, p<0.05). Strain analysis demonstrated reduced global longitudinal
strain values in the patient vs control group (18.86+1.79% vs 21.88+2.18%,
p<0.05). Furthermore, LV twist was increased in the patient group as compared
to the healthy individuals (12.542.6° vs 10.2+1.80, p<0.05).

Conclusions: Speckle tracking echocardiography revealed impaired strain and ro-
tational indices, implying elevated filling pressures of the left ventricle. This may
represent a sign of myocardial involvement in patients with sarcoidosis. Therefore
deformation imaging could be valuable adjunct for screening.

P3643

Overexpression of angiotensin II type 1 receptor (AGTR1) and lymphatic
vasculature rarefaction is present in scleroderma with pulmonary
compromised

Aline Domingos Pinto Ruppert, Vera Capelozzi, Edwin Roger Parra. Pathology,
Faculdade de Medicina da Universidade de Sdo Paulo, Brazil

Background: The aim of this study was to evaluate the activity of angiotensin II
type 1 and 2 receptors and lymphatic vessels in lungs of patients with systemic
sclerosis comparing to normal lung tissue (NLT).

Methods: Lung specimens were obtained from 23 females patients with scle-
roderma. NLT were obtained from 10 individuals who’s died suddenly of non-
pulmonary causes. Immunohistochemistry and histomorphometry were used to
evaluate the amount of AGTR-1 and AGTR-2 pulmonary expression. We also
studied the lymphatic (D2-40) expression and the percent of area occupied by
these lymphatics in lung specimens. Pulmonary fibrosis was obtained from high-
resolution computed tomography (HRCT) score.

Results: We observed higher amount of AGTR-1 and AGTR-2 expression in the
pulmonary parenchyma of patients with scleroderma when compared with NLT
(p>0.01). The density of lymphatic vessels was markedly reduced in pulmonary
scleroderma when compared with NLT (p=0.02) group. Similar situation was
observed when we compared the area occupied by these lymphatics (p=0.001)
group. Patients with several fibrosis showed a increased expression of AGTR-1
and increased area occupied by lymphatic than minimal fibrosis (p<0.05) patients.
Conclusions: Our data showed that the AGTR-1 and AGTR-2 and lymphatic
system are very affected in pulmonary SSc. AGTR-1 showed higher expression in
more pulmonary fibrosis HRCT score. Rarefaction of lymphatic vasculature was
correlated with degree of pulmonary fibrosis and pulmonary function test. The role
of AGTR-1 and lymphatics are probably essential in evaluation and progression
of Systemic Sclerosis.

Financial support: FAPESP.
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The relationship between the shuttle walk test, lung function and BMI in
patients with sarcoidosis

Rebecca Frank, Colm Leonard, Jayne Holme, Annette Duck. North West Lung
Centre, University Hospital of South Manchester NHS Foundation Trust,
Manchester, United Kingdom

Introduction: Monitoring patients with sarcoidosis is important and challenging.
The incremental shuttle walk test is used in outpatient settings and we assessed its
correlation with lung function, BMI and age.

Method: A retrospective study of data from 63 patients with sarcoidosis who had
had a shuttle walk with their lung function tests. Spearman’s correlation coefficient
r; was used to assess the relationship between the shuttle walk (distance walked,
oxygen saturations) and Borg score (before and after exercise), with lung function
(FEV1, FVC and DLCO[% predicted]), age and BMI. A stepwise multiple linear
regression model of distance walked was developed.

Results: Correlation is seen between the shuttle walk and lung function.(table1)The
distance walked also correlated with age (r;=-.372, p=.003) and BMI (r;=-.303,
p=.016). There was correlation between the Borg score post exercise and the BMI
(r,=.253, p=.046). The multiple regression model of distance walked identified
BMI (t=-3.195, p=.002), age (t=-2.963, p=.002) and FEV1 (t=3.061, p=.003) as
significant independent variables.

Correlation between shuttle walk test and lung function

FEV1% FVC% DLCO%
Iy p Value I p Value I p value
Distance 0.367 0.003 0.325 0.009 0.332 0.009
Resting saturations 0.364 0.003 0411 0.001 0.392 0.002
Saturations post exercise 0.454 0.000 0.550 0.000 0.641 0.000
Change in saturation -0.309 0.014 -0.425 0.001 -0.561 0.000
Resting Borg score -0.397 0.001 -0.330 0.008 0.339 0.007

Borg score post exercise -0.285 0.024 -0.231 0.068 0.276 0.031

1y Spearman’s correlation coefficient.

Conclusion: The shuttle walk test may be useful in monitoring patients with
sarcoidosis as it correlates with lung function. The influence of BMI on distance
walked cannot be underestimated.
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Interstitial lung disease associated with autoimmune thyroiditis (ILD-AT)
Igor Stepanyan, Marina Kovalevskaya, Evgenij Shmelev. Granulematous Lung
Diseases, Central Tuberculosis Research Institute, Moscow, Russian Federation

Aim. To show some peculiarities of an orphan syndrome which is often misdiag-
nosed on practice.

Patients and methods. 8 cases of ILD-AT were revealed among about 5000 patients
with various interstitial lung diseases during 25 years.

Results. ILD-AT was diagnosed in 7 female patients (age 49-60 yrs) and 1 male
(age 23 yrs). In 5 cases the onset of pulmonary and thyroid disease was si-
multaneous in 3 autoimmune thyroiditis (AT) appeared several years earlier than
ILD. The average duration of disease was 8.6 yrs to the moment of ILD-AT was
diagnosed (range 1-27 yrs). In all patients ILD-AT presented with constant dry
cough, dyspnea and crackles in lungs. NSIP pattern was seen on HRCT scans of
all patients. Spirometry found out restriction in 6 of 8 cases (FVC 52-20%) while
FEV1/FVC ratio was not decreased and bronchodilator test was negative. DLCO
was lowered up to 52.6-25.2% as well as PaO, arterial blood level (69-49 mm
Hg) in all patients. Long term treatment with low dose corticosteroids (during
2-27 yrs) prevented disease progression. The level of thyroid peroxydase in serum
initially elevated in all of patients returned to normal after treatment. The results
of treatment were as much better as shorter was the disease duration.
Conclusions. Appearance of constant dry cough and dyspnea should be the reason
for chest HRCT, spirometry and DLCO measurement in patients with AT. Patients
with interstitial lung disease of unknown origin should be tested for AT. In spite
of rather favorable course ILD-AT should be diagnosed in time and treated long
to avoid diffuse pulmonary fibrosis formation.
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6-minute walk test predicts pulmonary artery pressure in patients with
collagen vascular disease associated interstitial pneumonia

Kota Takahashi, Hiroyuki Taniguchi, Yasuhiro Kondoh, Tomoki Kimura,
Kensuke Kataoka. Respiratory and Allergy, Tosei General Hospital, Seto, Aichi,
Japan

Objective: It has been reported clinical importance of pulmonary hypertension(PH)
in collagen vascular disease(CVD), however the role of PH in interstitial pneumo-
nia related CVD(CVD-IP) has been scarcely evaluated. We sought to determine
the prediction factor of mean pulmonary artery pressure(MPAP) in patients with
CVD-IP.

Method: Patients with CVD-IP underwent right heart catheterization(RHC) within
3 months of initial evaluation at our institution. Patients with left ventricular dys-
function, incomplete follow-up, and patients with respiratory failure were excluded.
Results: We studied 44 patients, (19 male, mean age 59.84+11.0years). They were
13 with RA, 13 with SSc, 9 with PM/DM, and 9 with others. PaO2 at rest was
83.14+9.6mmHg,MPAP was 17.24+5.5mmHg (>20mmHg, 13(29.5%)), cardiac in-
dex(CI) was 3.6£0.8L/min/m?, pulmonary vascular resistance index(PARI) was
2234102 Wood units/m?, %vital capacity(%VC) was 78.4421.0%, percentage
of carbon monoxide diffusing capacity (%DLco) was 50.9+17.6%, and 6-min
walk distance(6MWD) was 5024142 m, and minimum SpO, at 6-min walk-
ing test (mSpO,) was 85.6£5.9%, respectively. The median observation period
was 31.8 months with 11 patients died. In the univariable model, MPAP was
significantly correlated with %DLco (r=-0.377,P=0.013), and mSpO, (r=-0.552,
P=0.0001). In the multivariable model, MPAP was significantly correlated with
6MWD (r=-0.360,P=0.019) and mSpO, (r=-0.595,P<0.001).

Conclusion: 6MWD and mSpO, were independent predictors of MPAP in CVD-IP.
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Sarcoidosis — Diagnostics, prognosis and therapy in everyday pneumological
practice. A retrospective analysis

Martina Doubkova, Ilona Binkova, Jana Skrickova. Department of Pulmonary
Medicine, University Hospital, Brno, Czech Republic

Background: Currently, prognostic factors, or therapy in sarcoidosis are frequently
discussed, however, up-to-date data concerning the incidence and the management
of sarcoidosis in everyday pneumological practice are still missing. Therefore,
we decided to analyze the characteristic of comprehensive cohort of sarcoidosis
patients.

Methods: We retrospectively analyzed all 169 patients, whom the diagnosis of
sarcoidosis was set at our pulmonary department in years 2005-2010.

Results: Median age of sarcoidosis patients was 48 years (20-79). Females:males
ratio was 1.5:1. Non smoker:smoker ratio was 2.2:1. Familial occurrence was
observed in 4 patients. At diagnosis, stage 0 was present in 3.5% patients, stage
I in 34% patients, stage II in 49.5% patients, stage III in 11% patients, and
stage IV in 2% patients. In 76 patients there was extrapulmonary sarcoidosis.
The coincidence of sarcoidosis with other autoimune diseases was observed in
10 patients; 6 patients developed trombembolic disease. Spontaneous resolution
was seen in 36% patients; 57% of stage I, 29% of stage II, and 11% of stage
III. 64% received corticosteroids. 16% of patients developed chronic sarcoidosis.
In sarcoidosis patients with spontaneous resolution, no relapse of disease was
observed. On the other hand, 10% of treated patients relapsed. Median time to
sarcoidosis relapse was 6 months. There was no difference in age between good
and poor risk groups of patients. Observed lethality was 1.2% (2 patients).
Conclusion: Male gender, X-ray stage I or II, lymphocytic alveolitis in bron-
choalveolar fluid, spontaneous regression, and active disease duration up to 2 years
appear to be good prognostic factors.
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BALF cells expression phenotypes and cytokine levels in BALF supernatant
in fibrosing interstitial lung diseases

Martina Vasakova', Eliska Stranska?, Petra Mandakova?, Martina Sterclova',
Jaromir Kukal®, Radoslav Matej>. ! Department of Respiratory Medicine, 1st
Medical School, Charles University and Thomayer Hospital, Prague, Czech
Republic; ? Department of Pathology and Molecular Medicine, 2nd Medical
Faculty, Charles University and University Hospital in Motol, Prague, Czech
Republic; 3 Department of Pathology and Molecular Medicine, Thomayer
Hospital, Prague, Czech Republic; * Faculty of Information Technology, Czech
Technical University, Prague, Czech Republic

Aims: Fibrosing interstitial lung diseases (fILDs),mainly idiopathic pulmonary
fibrosis (IPF) and fibrotic nonspecific interstitial pneumonia (NSIP), are processes
with unknown etiology and grim prognosis. We hypothesize that expression profile
of bronchoalveolar lavage fluid (BALF) cells and BALF cytokine concentrations
in fILDs depend on Th2 cytokine milieu and enhance fibroproliferative healing.
Methods: 10 patients with fILDs and 9 controls (C) were included into the study.
BALFsamples were investigated using FACS to evaluate spontaneous and stimu-
lated production of TNF alpha, percentage of lymphocytes expressing IL-2, IFN-
gamma and TNF- alpha and percentage of epithelial cells expressing proteinase-
activated receptors (PAR 1,2,3). IFN- gamma, IL-1 beta, IL-2, IL-4, IL-5, IL-6,
IL-8, IL-10, IL-12p70 and TNF beta values were evaluated by means of bead
based analysis. Concentrations of CD124, PAR-2, TGF-beta 1 and TNF-alpha in
BALF were detected by ELISA as well.

Statistical methodology: The differences in basic and derived characteristics were
tested via standard two-sample two-sided t-test with correction by False Dicsovery
Rate (FDR) methodology.

Results: We observed significantly higher concentrations of IL4R and TGF- beta
1 in BALF in fILDs versus C. The expression of PAR-2 on EP was higher in fILDs
compared to C as well.

Conclusions: Our results supported a hypothesis about the role of Th2 type
immune response in pathogenesis of fibrotic ILDs. The higher concentrations of
IL-4R might be a sign IL-4 influence, and the increased expression of TGF-beta
and PAR-2 gives evidence for ongoing epithelial- mesenchymal transition and
fibrogenesis in fILDs.
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Pulmonary eosinophilic syndromes characterization. The role of peripheral
eosinophilia as a marker of clinical evolution

Helder Novais e Bastos'2, Patricia Mota', Natdlia Melo!, Marilia Beltrio?,
Oksana Sokhatska?, Carmo Palmares?, Anténio Morais'3. / Servigco de
Pneumologia, Hospital Sdao Joao, Porto, Portugal; 2Escola de Ciéncias da Saiide,
Universidade do Minho, Braga, Portugal; 3 Faculdade de Medicina, Universidade
do Porto, Portugal

Introduction: Pulmonary eosinophilic syndromes (ES) are a heterogeneous, rare
and not fully characterized group of diseases.

Objectives: Evaluation of ES patient’s clinical features and its evolution.
Methods: 47 patients with >20% BAL eosinophils or compatible histological
features were included and its clinical files retrospectively analyzed.

Results: After excluding 19 patients that had other diseases and 9 because of
lacking information, 19 patients were enrolled: 8 presented Chronic Eosinophilic

Pneumonia (CEP), 6 Churg-Strauss Syndrome (CSS), 3 Acute Eosinophilic Pneu-
monia and 2 Allergic Bronchopulmonary Aspergillosis (ABPA). Mean age at
symptoms onset 37+14.6 and at diagnosis 43£14.3 years. The majority was
female (68.4%) and nonsmokers (76.5%). Peripheral eosinophilia was observed in
78.9% patients (1.73+1.32x109/L), mean eosinophilia in BAL was 51.1429.16%,
airflow obstruction was observed in 55.6% patients, 22.2% had restrictive pattern,
16.7% mixed pattern and 5.6% normal values, without significant differences
among entities. Concerning CEP, CSS and ABPA cases after treatment, 83.3%
presented obstructive pattern, 16.7% normal values and a significant increase of
TLC (p=0.038) and RV (p=0.018) were observed. The RV raise was associated
with mild peripheral eosinophilia or persistent eosinophilia (p=0.045). Mild pe-
ripheral eosinophilia at diagnosis was associated to its persistency after treatment
(p=0.023).

Conclusion: In this series, mild peripheral eosinophilia was associated with its per-
sistency and respiratory hyperinflation after treatment, suggesting that the degree
of peripheral eosinophilia is associated to a distinct clinical evolution.
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