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άCƛōǊƻǎƛǎ ŀƴŘ ǊŜǎǳƭǘŀƴǘ ƻǊƎŀƴ ŦŀƛƭǳǊŜ ŀŎŎƻǳƴǘ ŦƻǊ ŀǘ ƭŜŀǎǘ one third of deaths worldwide. 

Since fibrosis is common and has adverse effects in all organs, it is an attractive 
therapeutic target.  

Contrary to the widely held perception that scar tissue is permanent, the available evidence 
points to the highly plastic nature of organ fibrosisΦέ 
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Introduction 

Å IPF is a specific form of chronic, progressive 

fibrosing interstitial pneumonia of unknown 

cause that leads to irreversible loss in lung 

function; average FVC decline 

~150ï200 mL in 1st year1 

Å 5-year survival rate of 20ï40%2 

Å Pirfenidone and nintedanib were approved for 

IPF in 20143ï4 

ïBoth slow the rate of decline in FVC 

ïNo drugs to date have been shown to abort 

disease progression or improve any objective 

measurements of disease status5ï6 

Å The need for novel IPF treatments persists 

FVC, forced vital capacity; IPF idiopathic pulmonary fibrosis. 

 

1. Raghu G, Eur Respir J. 2017;50:1701209; 2. Olson AL, et al. Am J Respir Crit Care Med. 2007;176(3):277ï84; 3.  Esbriet US prescribing information. Available at: 

https://www.accessdata.fda.gov/ drugsatfda_docs label/2014/022535s000lbl.pdf (accessed March 2018); 4. Ofev US prescribing information. Available at: 

https://www.accessdata.fda.gov/drugsatfda_docs/label/2014/205832s000lbl.pdf (accessed March 2018); 5. King TE, Jr, et al. N Engl J Med. 2014;370(22):2083ï92;  

6. Richeldi L, et al. N Engl J Med. 2014;370(22):2071ï82. 
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Healthy individuals aged 60 years 

Natural course of lung function in patients 

with mild to moderate impairment 

 

Adapted from Raghu G, Eur Respir J; 50:1701209. 

Average FVC decline 

~150ï200 mL for 1st year 

https://www.accessdata.fda.gov/
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   Targeting of established and novel pharmacologic pathways in IPF  

   

Kareem Ahmad and Steven D. Nathan. EXPERT REVIEW OF RESPIRATORY MEDICINE 2018  

  



Combination therapy: Rationale for combination of antifibrotics 

Pirfenidone1-8 Nintedanib9 

1. Di Sario A, et al. J Hepatol. 2012;37:584ï591; 2. Schaefer CJ, et al. Eur Respir Rev. 2011;20:85ï97; 3. Oku H, et al. Eur J Pharmacol. 2008;590:400ï408;  

4. Liu H, et al. Am J Transplant. 2005;1256ï1263; 5. Nakayama S, et al. Life Sci. 2008;82:210ï217; 6. Oku H, et al. Eur J Pharmacol. 2002;446:167ï176;  

7. Grattendick KJ, et al. Int Immunopharmacol. 2008;8:679ï687; 8. Iyer SN, et al. J Pharmacol Exp Ther. 1999;289:211ï218; 9. Wollin L, et al. Eur Respir J. 

2015;45:1434ï1445 





Antifibrotic combination therapy trials in IPF 

ÅTwo trials combining pirfenidone and nintedanib were completed in 2017 

1. Flaherty K, et al. Poster presented at ERS 2017: PA2805;  

2. Flaherty K, et al. Eur Respir J; accepted for publication; 3. Vancheri C, et al. Am J Respir Crit Care Med. 2018;197:356ï363 

Nintedanib added to stable pirfenidone 

(NCT02598193; Roche)1,2 

Pirfenidone added to stable nintedanib 

(NCT02579603; BI)3 

Design Exploratory multicentre, open-label, single-arm Open-label, randomised, parallel-group 

Enrolment 89 105 

Duration 24 weeks 12 weeks 

Primary 

outcome 

Patients (%) who complete  

24 weeks of combination treatment  

on pirfenidone (1602ï2403 mg/day)  

and nintedanib (200ï300 mg/day) 

Patients (%) with on-treatment GI AEs  

from baseline to Week 12 

BI, Boehringer Ingelheim 



         

           Trials of Pirfenidone and nintedanib in combination 

IPF clinical treatment trials: where we were at AIR 2017

1. Parker J, et al. ATS 2017;195:A7606; 2. Raghu G, et al. Lancet Respir Med. 2017;5:22ï32;

3. Clinicaltrials.gov identifier: NCT02550873; 4. Flaherty KR, et al. Eur Respir J. 2018;52:1800230; 

5. Vancheri C, et al. Am J Respir Crit Care Med. 2018;197:356ï363 

Trials of new molecules

ÅPBI-40501

ÅPhase II, open-label study showed PBI-4050 
was well tolerated with a good safety profile

ÅPotential drugïdrug interactions with 
pirfenidone

ÅSimtuzumab2

ÅPhase II trial showed no improvement in 
progression-free survival

ÅPRM-1513

ÅPhase II trial to evaluate the efficacy of 
PRM-151

Trials of pirfenidone and nintedanib 
in combination 

ÅNintedanib added to pirfenidone4 and 

pirfenidone added to nintedanib 

(INJOURNEY)5

ÅSafety and tolerability profile similar to 

Phase III trials, with a slightly higher 

discontinuation rate

ÅShort duration, no placebo controls

ÅNo robust efficacy data

IPF, idiopathic pulmonary fibrosis



ÅThe move towards a holistic approach for management of 

IPF 
ïIncluding a focus on quality of life and best supportive care 

ÅWe need to take comorbidities into account when treating 

IPF 

ABCDE of ILD care 

Importance of accounting for comorbidities in patients with IPF 

van Manen MJ, et al. Ther Adv Respir Dis. 2017;11:157ï169 GERD, gastroesophageal reflux disease; OSA, obstructive sleep apnoea 

Assess  

Patientsô needs and 

values 

Patients as partner in 

care 

Include caregivers 

Backing 

Co-morbidities 

and comfort 

care 

Disease-modifying 

treatment 
End-of-life care 

Education 

Self-management 

Support groups 

Patient advocacy groups 

Pulmonary rehabilitation 

Prevention 

īStop smoking 

īVaccination 

Discuss trial options 

Co-morbidities 

īCadiovascular 

īOSA 

īLung cancer 

īEmphysema 

īGERD 

Comfort-care 

īDyspnoea 

īCough 

īFatigue 

īDepression/anxiety 

Ntifibrtic drugs 

īPirfenidone 

īNintedanib 

Lung transplantation 

(if patient is eligible) 

Timing of discussion 

Discuss 

īFears 

īPalliative options 

īPractical needs 

īPrefered place of dying 

īPrefered way of dying 

Consider palliative team 

Discuss treatment limits 

īDo not resuscitate 

code 

īDo not intubate code 
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                Modifiable Comorbidities in IPF management 



Raghu G, et al. Lancet Respir Med 2018 


