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Existing “Legacy” Antifibrotic Therapy: 
INPULSIS and ASCEND Trials

Richeldi L et al. N Engl J Med 2014;370:2071-2082
King TE et al. N Engl J Med 2014;370:2083-2092



SENSCIS Trial: Antifibrotics for SSc-ILD

RCT of Nintedanib vs. placebo for SSc-ILD (n = 576)

Distler O et al. NEJM. 2019



INBUILD Trial: Antifibrotics for 
progressive fibrosing ILDs 

RCT of Nintedanib vs. placebo for progressive fibrosing ILD (n = 663)

Flaherty KR et al. NEJM. 2019



Effects of Nintedanib on Acute 
Exacerbations in IPF

Richeldi L et al. Respir Med. 2016;113:74-79.



Effects of Pirfenidone on Respiratory 
Hospitalizations in IPF

Ley B et al. Am J Respir Crit Care Med. 2017;196:756-761.



Effects of Antifibrotic Therapy on Mortality

Richeldi L et al. Respir Med. 2016;113:74-79
Nathan SD et al. Lancet Respir Med. 2017;5:33-41.

Mortality 
Outcome

Hazard Ratio
(95% CI)

Deaths, %

Nintedanib Placebo

On-
treatment

0.57 
(0.34–0.97)

P=0.0274
3.5 6.7

All-cause
0.70

(0.46–1.08)
P=0.0954

5.8 8.3

Respiratory-
related

0.62
(0.37–1.06)
P=0.0779

3.6 5.7

Nintedanib vs Placebo
Pooled data* from 3 trials (N=1231); 52 weeks

Mortality 
Outcome

Hazard Ratio
(95% CI)

Deaths, %

Pirfenidone Placebo

Treatment-
emergent 
all-cause

0.45
(0.24–0.83)
P=0.0094

2.2 5.1

All-cause
0.52

(0.31–0.87)
P=0.0107

3.5 6.7

IPF-related
0.35

(0.17–0.72)
P=0.0029

1.6 4.5

Pirfenidone vs Placebo
Pooled data* from 3 trials (N=1247); 52 weeks†



Do antifibrotics improve survival in IPF in 
the real world?

Kang J et al. Scientific Reports. 2020.
Behr J et al. Eur Respir J. 2020;1902279



Antifibrotic Therapy – the Good and the Bad 

Nintedanib Pirfenidone
~ 50% reduction in FVC decline at 1 year ~ 50% reduction in FVC decline at 1 year

Fewer acute exacerbations? Fewer respiratory hospitalizations?

Prolongs survival? Prolongs survival?

Nintedanib Pirfenidone
Diarrhea (>60%), nausea (24%), vomiting 
(12%), anorexia (11%), weight loss (10%)

Nausea (35%), vomiting (13%), dyspepsia 
(18%), anorexia (16%), weight loss (13%)

Thrombosis? MI in 1.6% vs. 0.5% Photosensitivity rash (28%)

Bleeding? 

GI perforation?

Transaminitis Transaminitis

Efficacy

Safety/tolerability



A new era in antifibrotic therapy?

Nerandomilast: PDE4B inhibitor → increases intracellular cAMP
• In vitro: inhibits fibroblast proliferation, myofibroblast activity, and lung microvascular permeability
• PDE4 inhibition attenuates experimental lung fibrosis in mice 

Richeldi L et al. N Engl J Med. 2025;392:2193-2202.
Maher T et al. N Engl J Med. 2025:392:2203-2214.

Reininger D et al. AJRCMB. 2025;73:700-712
Sisson TH et al. Phys Rep. 2018;6:e13753



FIBRONEER-IPF: Nerandomilast slows FVC 
decline in IPF

Richeldi L et al. N Engl J Med. 2025;392:2193-2202.

Nerandomilast 18 mg vs. 9 mg. vs 
placebo PO BID (n = 1177)
➢ 9 mg and 18 mg both reduced FVC 

decline at 52 weeks
• 9 mg vs. placebo 45 ml (p = 0.02)
• 18 mg vs. placebo 69 ml (p < 0.001)

➢ No background Rx (22%) or 
background nintedanib (45%)
• 9 mg ≈ 18 mg

➢ Background pirfenidone (32%)
• Only 18 mg dose was effective!



Pirfenidone lowers nerandomilast plasma 
levels ~50%

Richeldi L et al. N Engl J Med. 2025;392:2193-2202.



FIBRONEER-IPF: Secondary endpoints

Richeldi L et al. N Engl J Med. 2025;392:2193-2202.

➢ No significant differences in secondary endpoints



FIBRONEER-IPF: Adverse Events

Richeldi L et al. N Engl J Med. 2025;392:2193-2202.



FIBRONEER-ILD: Nerandomilast slows FVC 
decline in PPF

Maher T et al. N Engl J Med. 2025:392:2203-2214.

Nerandomilast 18 mg vs. 9 mg. vs 
placebo PO BID (n = 1176)
➢ 9 mg and 18 mg both reduced FVC 

decline at 52 weeks
• 9 mg vs. placebo 81 ml (p < 0.001)
• 18 mg vs. placebo 67 ml (p < 0.001)

➢ Similar results with (44%) and 
without (56%) background 
nintedanib

 



FIBRONEER-ILD: Secondary endpoints

Maher T et al. N Engl J Med. 2025:392:2203-2214.



FIBRONEER-ILD: Secondary endpoints

Maher T et al. N Engl J Med. 2025:392:2203-2214.



FIBRONEER-ILD: Secondary endpoints

Maher T et al. N Engl J Med. 2025:392:2203-2214.



FIBRONEER-ILD: Adverse Events

Maher T et al. N Engl J Med. 2025:392:2203-2214.



October 7, 2025



October 7, 2025

December 19, 2025



Incorporating nerandomilast into IPF and 
PPF treatment algorithms

On existing Rx and tolerating well:
• Pirfenidone → add nerandomilast 18 mg BID
• Nintedanib → add nerandomilast 9* or 18 mg BID

On existing Rx with tolerability issues:
• Switch to alternative legacy antifibrotic or nerandomilast 9 or 18 mg

Treatment naïve:
• Pirfenidone/Nintedanib or Nerandomilast first line?
• Nera 9 vs 18 mg depending on plans for combination Rx, concerns for AE’s, etc.

*preferred based on tolerability profile?



More PF treatments on the horizon?

Admilparant
Treprostinil

NAC



Inhaled Treprostinil for PF?

INCREASE Trial: Phase 3 RCT of inhaled 
Treprostinil for PH-ILD)

TETON-1 and TETON-2:
➢ Phase 3 RCTs of inhaled treprostinil in IPF

TETON-PPF
➢ Phase 3 RCT of inhaled treprostinil in PPF

➢ Results expected 2026/2027

Waxman A et al. NEJM. 2021;384:325-334



Inhaled Treprostinil for PF?

INCREASE Trial: Phase 3 RCT of inhaled 
Treprostinil for PH-ILD)

TETON-1 and TETON-2:
➢ Phase 3 RCTs of inhaled treprostinil in IPF

TETON-PPF
➢ Phase 3 RCT of inhaled treprostinil in PPF

➢ Results expected 2026/2027

Waxman A et al. NEJM. 2021;384:325-334



Evolving landscape of PF treatment

1970’s
“Inflammation” Era

2012
 PANTHER Trial

2014 
1st generation 

antifbrotics 
(nintedanib and 

pirfenidone)

2025
Combination 
antifibrotic 

therapy 
(nerandomilast)

???? 
Fibrosis 

stabilization?

???? 
Fibrosis reversal?
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