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Δήλωση Συμφερόντων

Εταιρείες από τις οποίες έχω λάβει τιμητική αμοιβή τα τελευταία 2 έτη

AstraZeneca

Boehringer Ingelheim

Chiesi

ELPEN

Roche

GSK



Highly unpredictable and deadly clinical course

Ley et al. AJRCCM 2011;183:431-440

Slow progressors 

Rapid progressors 

Acute exacerbations 



Early Disease Advanced Disease

Every 3-6 months Every 1-3 months
✓ Symptoms 

evaluation/drug s/e
✓ Hospitalizations
✓ FVC, DLCO
✓ 6MWT

✓ Pulse oximetry
✓ HRCT-echocardiography

✓ Comorbidities

Eκτίμηση
Routine Follow-up



Early:
Reticular

Midcourse:
Subpleural 
honeycombing

Late:
Diffuse honeycombing

HRCT is not reliable to assess prognosis 
and treatment response

Poor k-agreement on extent of HCM/TBE



Higher FVC% and DLco% decline at 6 months
in patients with preserved pulmonary function

No of pts

FVC<80 151

FVC≥80 91

PFTs are not reliable to assess prognosis 
and treatment response

PIRFENIDONE TRIALS *Εmphysema

*



We need alternative approaches 
for accurate follow-up

Comorbidome Repeated serology Biomarkers



Olson AL. AJRCCM 2007

Mortality in IPF40% of patients with IPF die from non-IPF causes 



931 IPF patients



Comorbidities Assessment



i. Prevalence of lung cancer in IPF 2.7 -31.3 %

ii. Prevalence =50% during 10-yrs of follow-up

iii. Squamous cell carcinoma (SCC)
most frequent histologic type(35-46%)

Otsuka MCO2016     Nagai  TJEM 1992    Park ERJ 2001    Le Jeune Resp Med 2007   Ozawa Respirology 2009    Kreuter Sarc Vasc Dif Lung Dis 2014    Tomassetti Chest 2015  



NO consensus statement

DIagnosis And Management Of 
lung canceR and FibrOSIS

“DI-A-M-O-R-F-OSIS” survey



Q8: What diagnostic modality do you use to screen 
patients with IPF for lung cancer (more than one 

answers possible)?

Regular low dose
HRCT scan

Regular CXR HRCT scan in case
of symptoms

Tumor markers
(Ca19/9, CA125,

CEA)

No screening Other (please
specify)

0,00%

5,00%

10,00%

15,00%

20,00%

25,00%

30,00%

35,00%

40,00%

45,00%

50,00%

Responses

Answer Choices Responses

Regular low dose HRCT scan 44.09% 56

Regular CXR 7.09% 9

HRCT scan in case of symptoms 23.62% 30

Tumor markers (Ca19/9, CA125, CEA) 1.58% 2

No screening 18.90% 24

Other (please specify) 4.72% 6

Answered 127

Skipped 3

Respondents=130





Nintedanib + docetaxel improves survival in ADC-IPF
Potential for AEx?

Otsubo K, Clin Lung Cancer 2017, 19:e5

• Nintedanib 200 mg bid plus docetaxel

• Improved overall survival of advanced ADC

Reck M, Lancet Oncol 2014,15:143; 



Q16: Do you continue anti-fibrotic treatment 
(pirfenidone or nintedanib) when a patient is 

diagnosed with lung cancer (any stage)?

Yes No Other (please specify)

0,00%

10,00%

20,00%

30,00%

40,00%

50,00%

60,00%

70,00%

80,00%

90,00%

Responses

Answer Choices Responses

Yes 83.59% 107

No 9.38% 12

Other (please specify) 7.03% 9

Other (please specify) 6

Answered 128

Skipped 0



Comorbidities Assessment



Author Year Patients Diagnosis Threshold Prevalence (%)

Leuchte et al 2004 28 RHC mPAP>35 mmHg 21.4

Nadrous et al
potential for substantial 

selection bias 

2005 88 Echo sPAP>35 mmHg
sPAP>50 mmHg

84
31

Lettieri et al
Referred for transplantation

2006 79 RHC mPAP>25 mmHg 31.6

Hamada et al
Initial presentation-pro

2007 70 RHC mPAP>25 mmHg 8.1

Zisman et al 2007 65 RHC mPAP>25 mmHg 41.5

Patel et al
Referred for transplantation

2007 41 RHC mPAP>25 mmHg 20

Shorr et al*
Lung transplant registry for 

the USA (1995 to 2004)

2007 2.525 RHC mPAP>25 mmHg 
mPAP>40 mmHg

46.1
9.1

Nathan et al. 2008 118 RHC mPAP>40 mmHg 40.7

Song et al 2009 131 Echo mPAP>40 mmHg 25.2

Minai et al
abstract

2009 148 RHC mPAP>25 mmHg
mPAP>40 mmHg

46
14

Kimura et al*
Initial presentation-retro

2013 101 RHC mPAP>25 mmHg 15

Raghu 2015 488 RHC mPAP>25 mmHg 14





Kimura M et al. Respiration 2013;85:456-63

p = 0.003

Initial Presentation Advanced disease – Pre-lung Tx

Lettieri C, et al. Chest 2006; 126:746-752

Negative prognostic factor irrespective of disease severity

p < 0.001

1 yr mortality w/o PH = 5%
1 yr mortality w PH = 35%



Summary

• RHC is the gold standard diagnostic modality – Select patients on U/S

• U/S operator dependent – not reliable especially in emphysema (>40%)

• Suspect PH when: “disproportionate” dyspnea+ LOW DLCO, 6MWD< 200m, dPA/DAA>1

Assessment of PH in IPF



Subgroup Analysis



Cardiovascular disease in IPF

CAD is the most frequently reported CV comorbidity, also CHF,    

AH,ACS, VTE

Prevalence: 3-68%

Critical to assess especially if patient under nintedanib treatment

Symptomatic patients → Cardiac CT/MRI

Assessment of cardiac fibrosis-diastolic dysfunction

King CS. Lancet Respir Med 2016

Cardiovascular disease in IPF



Gastroesophageal reflux disease (GERD)

The most common comorbidity in IPF

Prevalence: ~90% IPF

Risk factor for IPF

Clinically silent in 35-55% of cases

Acid GERD >>>> alkaline GERD

Etiology unknown

GERD may play a role in AEIPF

Patients with asymmetric IPF are more likely 

to have GERD  and AEIPF than patients with 

symmetric IPF.

Diagnosis

Barium swallow

Esophageal manometry

24h pH probe

Esophageal Impedance Raghu G. Eur Respir J 2006
Tcherakian C.Thorax 2011

Gastroesophageal reflux disease in IPF



✓ Screening for SBDs in all patients with IPF

✓ Treat SBDs 

- Nocturnal Ο2 therapy if present only sleep hypoxemia

- CPAP therapy if OSAS present according AASM guidelines

✓ Negative impact of AHI on survival

Sleep breathing disorders in IPF

Kolilekas L. J Clin Sleep Med 2013

Sleep breathing disorders in IPF



Serologic Tests Can Help 
Identify Other Conditions



• 10% of IPF patients may develop later a CTD-ILD

• 30% of IPF patients have positive ANA and/or RF w/o any autoimmune signs

• Not clear whether all patients with IPF should have a repeated serologic 
evaluation on a regular basis

Repeated Serologic Tests? How often?/yr?



Favoring measurement

>50% with high MMP7 

levels will be distinguished 

from other ILDs

Favoring NO measurement

>1/3 of patients will have 

false positive results, 

delayed therapy, 

undesirable complications

Should patients with newly detected ILD undergo 
serum biomarker analysis for diagnosis?

• We recommend NOT measuring serum MMP7, KL-6, CCL18 for IPF 
diagnosis – non specific 

• Prognostic role??
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Finally we have a clinician’s 
friendly biomarker

3 agents were approved in 
asthma based on Eos count



Do current anti-fibrotics have a 
longitudinal efficacy/safety profile?



• 734 patients (59% continued-41% 
initiated ND)

• No additional safety signals

• Acceptable cardiovascular profile

• Similar efficacy effects 

• 74% discontinutation



Do we stop anti-fibrotics if the patient 
progresses?





Do we stop anti-fibrotics before 
surgery of Lung Tx?



• Methods: 
• 39 IPF patients who were candidates for lung cancer surgery 

received pirfenidone 1200 mg/day. Patients received 
pirfenidone for at least 2 weeks before surgery and for up to 30 
days post-surgery

• Results: 

• Acute exacerbation within 30 days post surgery: 
5.1%

• One patient died after an acute exacerbation of 
IPF; no other grade 3–5 adverse events were 
observed

• Methods:
• A consecutive series of 50 lung cancer patients with IPF were 

retrospectively investigated

• 31 patients received perioperative pirfenidone from 4 weeks 
before to 4 weeks after surgery; 19 patients did not receive 
pirfenidone

• Results:

Iwata T, Surg Today 2015, 45:1263; Iwata T, Ann Thorac Surg 2016, 102:1905; Iwata T, Respir Res 2016, 17:90 

Pirfenidone reduces perioperative AEx in patients with NSCLC+IPF? 

p=0.07

p=0.04



Patient at the center of 
treatment…..Improve QoL



Richeldi L, et al. Lancet, March 2018 

A Step by step approach in the management of IPF patients 
Step-by-step approach for IPF management



Small studies confirm beneficial short-term effects 
of PR in IPF patients-Larger studies needed

N=50

N=41



Patient

Physician

Nutritionist

Psychologist

ILD nurse

Early palliative care improves survival

Palliative care is NOT end-of-life care



Inhaled Cromoglicate (thrice/day) reduced daytime cough frequency in patients with IPF

POSITIVE STUDY



Ευχαριστώ πολύ


