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Objective
The Phase III FIBRONEER-IPF trial investigated the 
efficacy and safety of nerandomilast 9 mg bid and 18 
mg bid, as monotherapy or with background nintedanib 
or pirfenidone, in patients with IPF.
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Abbreviations 
bid, twice daily. CI, confidence interval. DLco, diffusion capacity of the lungs for carbon monoxide. FVC, forced vital 
capacity. IPF, idiopathic pulmonary fibrosis. SD, standard deviation. SE, standard error. UIP, usual interstitial pneumonia.
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Introduction
•	 IPF is a fibrosing interstitial lung disease characterized by  

progressive decline in lung function and high mortality.1 

•	 Nintedanib and pirfenidone slow decline in lung function in patients 
with IPF2,3 and have become the standard of care. However, these 
drugs do not halt progression, and have gastro-intestinal side-effects 
that often result in discontinuation.2,3 

•	 Nerandomilast is an orally administered preferential inhibitor of 
phosphodiesterase 4B that has antifibrotic and immunomodulatory 
properties.4,5

•	 In a Phase II trial in 147 patients with IPF, nerandomilast 18 mg bid 
stabilized lung function over 12 weeks, with acceptable safety and 
tolerability.6 

Methods
•	 FIBRONEER-IPF was a randomized, double-blind, placebo- 

controlled trial. Eligible patients were aged ≥40 years, had IPF  
with a UIP or probable UIP pattern on HRCT, FVC ≥45% predicted  
and DLco ≥25% predicted. 

•	 Patients had taken nintedanib or pirfenidone at a stable dose for ≥12 
weeks or had not taken nintedanib or pirfenidone for ≥8 weeks.

•	 Patients were randomized 1:1:1 to receive nerandomilast 9 mg 
bid, nerandomilast 18 mg bid, or placebo, stratified by background 
therapy (nintedanib/pirfenidone vs neither). 

•	 The primary endpoint was the absolute change from baseline in FVC 
(mL) at week 52. Patients continued to take randomized blinded 
treatment until the end of the trial. The first database lock took place 
after the last patient completed the week 52 visit.

•	 The key secondary endpoint was time to first acute exacerbation, 
hospitalization for respiratory cause, or death, over the duration of 
the trial. Acute exacerbations and hospitalizations for respiratory 
cause were not adjudicated. 

Results
	 Baseline characteristics (n=1177)

*Among patients taking nintedanib, in the placebo, nerandomilast 9 mg bid and nerandomilast 18 mg bid groups, respectively, the mean time on nintedanib at baseline was 28.9, 27.7 and 27.4 months and 
the dose of nintedanib was 300 mg/day in 73.4%, 67.4% and 67.4% of patients.
†Among patients taking pirfenidone, in the placebo, nerandomilast 9 mg bid and nerandomilast 18 mg bid groups, respectively, the mean time on pirfenidone at baseline was 35.0, 32.6 and 30.9 months 
and the dose of pirfenidone was 2400 mg/day in 59.4%, 61.7% and 63.8% of patients.

Conclusions 
Both the 9 mg bid and 18 mg bid doses of nerandomilast 
were associated with a significant reduction in decline in 
FVC over 52 weeks.

A drug-drug interaction meant that only the 18 mg bid 
dose of nerandomilast was effective in patients taking 
background pirfenidone.

Nerandomilast had an acceptable safety and tolerability 
profile both when used as monotherapy and as add-on to 
background therapy.

Key secondary endpoint and other secondary time-to-event endpoints up 
to first database lock

Adverse event (AE) summary over 52 weeks by background therapy

Plasma concentration-time profiles of nerandomilast by background 
therapy

Mean exposure to trial medication up to first database lock was 13.3 months. 
*p=0.86. 
†p=0.31.

Data are n (%) of patients with ≥1 such adverse event reported over 52-week treatment period or until 7 days after the last dose in patients who discontinued treatment before week 52. 
*Event that resulted in death, in hospitalization or prolongation of hospitalization, or in persistent or clinically significant disability or incapacity; or was life-threatening, a congenital anomaly or birth 
defect, or deemed to be serious for any other reason.

 No background therapy Background nintedanib   Background pirfenidone  

Placebo 
(N = 87)

Nerando-
milast 

9 mg bid 
(N = 88)

Nerando-
milast 

18 mg bid 
(N = 87)

Placebo 
(N = 173)

Nerando-
milast 

9 mg bid 
(N = 184)

Nerando-
milast 

18 mg bid 
(N = 178)

Placebo 
(N = 133)

Nerando-
milast 

9 mg bid 
(N = 120)

Nerando-
milast 

18 mg bid 
(N = 127)

AE(s) 83 (95.4) 77 (87.5) 79 (90.8) 163 (94.2) 175 (95.1) 174 (97.8) 125 (94.0) 112 (93.3) 119 (93.7)

Diarrhea AE(s) 7 (8.0) 15 (17.0) 23 (26.4) 46 (26.6) 91 (49.5) 110 (61.8) 10 (7.5) 16 (13.3) 29 (22.8)

AE(s) leading 
to treatment 
discontinuation

7 (8.0) 7 (8.0) 6 (6.9) 22 (12.7) 31 (16.8) 38 (21.3) 13 (9.8) 8 (6.7) 11 (8.7)

Diarrhea AE(s) 
leading to 
treatment 
discontinuation

0 (0) 0 (0) 1 (1.1) 2 (1.2) 4 (2.2) 23 (12.9) 0 (0) 3 (2.5) 0 (0)

Serious AE(s)* 28 (32.2) 22 (25.0) 20 (23.0) 50 (28.9) 62 (33.7) 56 (31.5) 53 (39.8) 37 (30.8) 41 (32.3)

Fatal AE(s) 7 (8.0) 3 (3.4) 0 (0) 5 (2.9) 9 (4.9) 4 (2.2) 6 (4.5) 4 (3.3) 2 (1.6)

Change in FVC at week 52 (primary endpoint)

Change in FVC at week 52 in patients not taking background nintedanib 
or pirfenidone

Change in FVC at week 52 in patients taking background nintedanib

Change in FVC at week 52 in patients taking background pirfenidone
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0
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Week

18 mg bid
(n=66)

9 mg bid 
(n=65)
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Week Week

Background nintedanib Background pirfenidone

18 mg bid
(n=117)

18 mg bid
(n=91)9 mg bid 

(n=116) 9 mg bid 
(n=93)

26 26

Difference vs placebo: 68.8 mL 
(95% CI: 30.3, 107.4); p<0.001

Relative reduction: 38%

Difference vs placebo: 44.9 mL 
(95% CI: 6.4, 83.3); p=0.02

Relative reduction: 24%

-114.7 mL

-138.6 mL

-183.5 mL

Nerandomilast 18 mg bid 
(n=392)

Nerandomilast 9 mg bid  
(n=390)

Placebo 
(n=391)

Difference vs placebo: 73.0 mL  
(95% CI: 15.3, 130.8)

Relative reduction: 38%

Difference vs placebo: 60.9 mL  
(95% CI: 4.3, 117.5)

Relative reduction: 32%

-118.5 mL
-130.7 mL

-191.6 mL

Nerandomilast 18 mg bid 
(n=178)

Nerandomilast 9 mg bid  
(n=184)

Placebo 
(n=172)

Difference vs placebo: 63.4 mL 
(95% CI: -3.6, 130.3)

Relative reduction: 32%

Difference vs placebo: -4.8 mL 
(95% CI: -73.2, 63.5)
Relative increase: 2%

-133.7 mL

-201.8 mL-197.0 mL

Nerandomilast 18 mg bid 
(n=127)

Nerandomilast 9 mg bid  
(n=120)

Placebo 
(n=132)

Difference vs placebo: 69.4 mL  
(95% CI: -12.3, 151.2)

Relative reduction: 47%

Difference vs placebo: 78.3 mL  
(95% CI: -3.2, 159.8)

Relative reduction: 53%

-79.2 mL-70.4 mL

-148.7 mL

Nerandomilast 18 mg bid
(n=87)

Nerandomilast 9 mg bid  
(n=86)

Placebo 
(n=87)

Male:
83.0%

Mean FVC % 
predicted:
78.2 

Mean age:
70.2 years

Mean DLco % 
predicted:
50.9 

Ever smokers:
71.0%

Using supplemental 
oxygen:
21.1%

Mean time since  
IPF diagnosis:
3.5 years

Nintedanib: 45.5%*
Pirfenidone: 32.3%†

None: 22.3%

0.25

Hazard ratio (95% CI)
Favors nerandomilast Favors placebo

0.5 21 4

n (%) with event Hazard ratio 
(95% CI) Placebo Nerandomilast

Key secondary 
endpoint

Nerandomilast  9 mg bid 80 (20.4) 79 (20.2) 1.03 (0.75, 1.41)*

Nerandomilast 18 mg bid 80 (20.4) 85 (21.7) 1.17 (0.86, 1.59)†

First acute 
exacerbation  
or death

Nerandomilast  9 mg bid 49 (12.5) 51 (13.0) 1.12 (0.76, 1.67)

Nerandomilast 18 mg bid 49 (12.5) 50 (12.8) 1.11 (0.75, 1.65)

First 
hospitalization 
for respiratory 
cause or death

Nerandomilast  9 mg bid 73 (18.6) 68 (17.3) 0.98 (0.70, 1.36)

Nerandomilast 18 mg bid 73 (18.6) 75 (19.1) 1.13 (0.82, 1.56)

Absolute 
decline in FVC  
predicted 
>10% 
or death

Nerandomilast  9 mg bid 111 (28.2) 107 (27.3) 0.96 (0.74, 1.25)

Nerandomilast 18 mg bid 111 (28.2) 94 (24.0) 0.84 (0.64, 1.10)

Absolute 
decline in DLco  
predicted 
>15% or death

Nerandomilast  9 mg bid 66 (16.8) 59 (15.1) 0.98 (0.69, 1.41)

Nerandomilast 18 mg bid 66 (16.8) 59 (15.1) 0.88 (0.62, 1.26)

Death
Nerandomilast  9 mg bid 28 (7.1) 26 (6.6) 1.03 (0.60, 1.76)

Nerandomilast 18 mg bid 28 (7.1) 21 (5.4) 0.81 (0.46, 1.43)


