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 IPF
– Numerous studies ongoing
– Recent Phase III studies terminated
– Phase III study coming shortly
– Phase III studies launching
– Novel study designs in process

 PPF
– Recent recommendations regarding anti-fibrotic therapy
– Phase III study(ies) coming 
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Numerous potential therapeutic targets for IPF and PPF

Lederer DJ, Martinez FJ. N Engl J Med. 
2018;378:1811-1823

Selman M & Pardo A
Eur Respir J 2021; 58(3): 2004507



IPF therapeutic options are rapidly increasing

Lederer DJ, Martinez FJ. N Engl J Med. 2018;378:1811-1823
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Phase 2a Trial of a novel autotaxin inhibitor

Maher TM et al. Lancet Respir Med 2018; 6: 627-35
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Pentraxin 2 efficacy in IPF as a function of 
concomitant antifibrotic therapy

Raghu G et al; JAMA 2018; 319: 2299-307



Pentraxin 2 efficacy in IPF as a function of 
concomitant antifibrotic therapy

Raghu G et al; JAMA 2018; 319: 2299-307

https://www.evaluate.com/vantage/articles/news/snippets/
roche-adds-lung-fibrosis-disappointment



Cough as a therapeutic target

Martinez FJ et al AJRCCM; 2022; 205: 1084-92Martinez FJ et al Pulm Ther; 2021; 7: 471-86

Guler SA et al AATS; 2021 18: 2018-26
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Pamrevlumab program expects results later this year

Richeldi L  et al. LRM. 2020; 8: 25-33.
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PDE4 inhibitor preserves FVC on top of antifibrotics

Richeldi L et al. NEJM 2022; 386: 2178-87



FIBRONEER Phase III Study design

Two separate double-blind, randomized, placebo-controlled Phase III 
studies in patients with IPF (FIBRONEER-IPF, NCT05321069)1 and 
chronic PF-ILD / PPF (FIBRONEER ILD, NCT05321082)2

Part A of the study will run for 52 weeks and will be followed by Part B, a variable treatment period beyond week 52, during which patients will continue to 
receive blinded treatment until all patients have completed Part A. BID, 2x daily; IPF, idiopathic pulmonary fibrosis; PPF, progressive pulmonary fibrosis.
1. NCT05321069. Available here: https://clinicaltrials.gov/ct2/show/NCT05321069. Captured August 2022; 2. NCT05321082. Available here: 
https://clinicaltrials.gov/ct2/show/NCT05321082. Captured August 2022.

In both studies, patients 
are randomized to receive 
1:1:1 BI 1015550 18 mg 

BID or 9 mg BID or 
placebo 

R
1:1:1

• n≈321 per treatment 
group for FIBRONEER-IPF1

• n≈347 per treatment 
group for FIBRONEER-
ILD2 

A 52-week treatment 
period is followed by a 

variable treatment 
period.



Waxman A et al NEJM. 2021; 384: 325-34

Nathan SD et al LRM. 2021; 9: 1266-74

Nathan SD et al AJRCCM. 2022; 205: 198-207



Nathan SD et al. BMJ Open Resp Res 2022; 9: e001310
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clinicaltrials.gov: NCT04308681  BMS-986278

BMS-986278 (LPA1antagonist) Ph2 Study: PF-ILD Cohort

Corte TJ et al. BMJ Open Resp Res 2021; 8: e001026

https://clinicaltrials.gov/ct2/show/NCT04308681
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Innovative study designs facilitate study conduct

Anstrom KJ et al; Respir Res. 2020 Mar 12;21(1):68. 

Pragmatic – CleanUP IPF

Martinez FJ et al. JAMA 2021; 325: 1841-51



Prospective tReatment EffiCacy in IPF uSIng genOtype for Nac Selection 
(PRECISIONS) trial 

100 receive NAC

 100 receive PBO

TOLLIP TT
IPF Patients

(N = 200) 
1:1

• Randomized, double-blinded, phase III multicenter clinical trial of N-acetylcysteine in 
idiopathic pulmonary fibrosis patients with a TT (favorable) TOLLIP genotype.

• Screen 800 to identify 200 patients with TT genotype
• Randomize those 1:1 

Primary endpoint - Time to categorical decline of relative 10% decline in FVC, or 
DLCO, first respiratory hospitalization, transplant or death from any cause

PFF repository for prevalent cases – 20 - 30 centers
Incident cases will take time



EGCG reverses 
TGFb-1 driven pro-
fibrotic state in 
pulmonary fibrosis 
patients

Patients to undergo 
surgical lung biopsy 
for interstitial lung 
disease were given 
EGCG 600 mg daily 
for 14 days prior to 
biopsy

Chapman HA et al NEJM 2020; 382:1068-70 



68Ga-CBP8 Detects Increased Collagen 
in IPF patients and Active Disease

Healthy 
Volunteer

IPF
Patient

CT of IPF
Patient

Montesi et al, Am J Respir Crit Care Med. 2019; 200:258-261



Novel trial design concepts

Master Protocol* 
design

Umbrella

Basket

Platform
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Adaptive
design

(elements)

• Sample size re-estimation
• Population/prognostic 

enrichment strategy
• Treatment arm selection
• Adaptive patient allocation
• Adaptive endpoint selection
• Group sequential design
• Adaptive hypothesis

*Also termed “complex clinical trials” by EU Clinical Trials Facilitation and Coordination Group (CTFG)

A platform trial is designed to 
evaluate multiple investigational 
drugs in a single disease population 
in a perpetual manner, with 
treatments allowed to enter or leave 
the platform on the basis of a 
decision algorithm



Platform design initiated with LTP001

29

Interim Analysis:
 After ~half of patients have completed 26 weeks of treatment 
 Consider sample size reassessment and need to add placebo 

participants

LTP001 PO Daily ± SoC (N=40)
vs placebo (N=40)

W-6   W0 (BL)

Screening

Safety Follow-
up

W32 (EOS)W26

Treatment:
 LTP001 vs placebo (1:1) x 26 weeks

Patient population:
 Diagnosis of IPF (per ATS/ERS guidelines 2018)
 FVC ≥ 45% predicted
 ± SoC (stable pirfenidone or nintedanib or neither)

Primary endpoint: 
Change from baseline in FVC %predicted at 26 weeks

Secondary endpoints:
 Safety and tolerability
 Progression free survival 
 DLCO/ Hb
 6MWD 
 Patient reported outcomes
 PK

Selected exploratory endpoints: 
 IPF Exacerbations
 HRCT quantitative lung fibrosis score 
 Soluble Biomarkers
 Forced oscillation technique (FOT)

• Randomization ratio may be adjusted at IA pending entry of other 
compounds 



REMAP Trials

Adaptive

Embedded

Multifactorial

Randomised

Platform
Thanks to Derek C. Angus, MD, MPH, 
University of Pittsburgh Medical Center, for 
“REMAP”



Pulmonary 
Rehab

Anti-fibrotic

Factor
DOMAINS

REGIMEN

Immunomodulatory

Multifactorial
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Should Patients with PPF Be Treated with Anti-Fibrotic Therapy?

NINTEDANIBPIRFENIDONE

62% 91%

Raghu G et al, Am J Respir Crit Care Med 2022; 205: e18-e47
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FIBRONEER Phase III Study design

Two separate double-blind, randomized, placebo-controlled Phase III 
studies in patients with IPF (FIBRONEER-IPF, NCT05321069)1 and 
chronic PF-ILD / PPF (FIBRONEER ILD, NCT05321082)2

Part A of the study will run for 52 weeks and will be followed by Part B, a variable treatment period beyond week 52, during which patients will continue to 
receive blinded treatment until all patients have completed Part A. BID, 2x daily; IPF, idiopathic pulmonary fibrosis; PPF, progressive pulmonary fibrosis.
1. NCT05321069. Available here: https://clinicaltrials.gov/ct2/show/NCT05321069. Captured August 2022; 2. NCT05321082. Available here: 
https://clinicaltrials.gov/ct2/show/NCT05321082. Captured August 2022.

In both studies, patients 
are randomized to receive 
1:1:1 BI 1015550 18 mg 

BID or 9 mg BID or 
placebo 

R
1:1:1

• n≈321 per treatment 
group for FIBRONEER-IPF1

• n≈347 per treatment 
group for FIBRONEER-
ILD2 

A 52-week treatment 
period is followed by a 
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clinicaltrials.gov: NCT04308681  BMS-986278

BMS-986278 (LPA1antagonist) Ph2 Study: PF-ILD Cohort

Corte TJ et al. BMJ Open Resp Res 2021; 8: e001026

https://clinicaltrials.gov/ct2/show/NCT04308681


 IPF
– Numerous studies ongoing

• Very rich pipeline
– Recent Phase III studies terminated

• Even negative studies instructive
– Phase III study coming shortly

• We are hopeful
– Phase III studies launching

• Active Phase III progress
– Novel study designs in process

• Much innovation in the space
 PPF

– Recent recommendations regarding anti-fibrotic therapy
• Remains controversial

– Phase III study(ies) coming 
• Additional options will be imminent

Short time for a huge topic so…
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