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Current and future treatment for idiopathic
pulmonary fibrosis

Won-Il Choi, MD
Department of Internal Medicine, Myongji Hospital, Hanyang University College of Medicine, Goyang, Korea

Idiopathic pulmonary fibrosis (IPF) is a chronic, progressive, and fibrosing interstitial lung disease, which is associated
with a short survival rate. The decline in forced vital capacity in patients with IPF appears to be almost the same rate
regardless of baseline lung function status. This suggests that early treatment would be necessary to prevent further
deterioration even lung function is maintained within normal limits. Both pirfenidone and nintedanib significantly
slow the decline in lung function, reduce the risk of acute exacerbation, and improve survival rate. However, many
individuals with IPF remain untreated. Most IPF patients can tolerate antifibrotic drug therapy, and the dose adjustment
has been shown to effectively reduce side effects without modifying efficacy. Although the recent introduction of
pirfenidone and nintedanib has led to the slowing of lung function decline, there is no evidence of fibrosis reversal.
In the near future, several new drugs are expected to be prescribed to patients with IPF. We are anticipating that
some drugs may reverse fibrosis. Fibrosis inhibiting drugs have different pharmacological actions and there are various
mechanisms causing fibrosis in the lesion. Therefore, it is imperative to launch efforts to optimize antifibrotic effects
through a combination therapy of several drugs. These efforts will hold out hope for patients with IPF.
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Figure 1. Kaplan-Meier curves of the probability of survival. Five hundred fifty-
four patients with usual interstitial pneumonia pattern. Adapted from Lee JW et
al. Respir Med 2015;109:510-516, according to the Creative Commons license
[5].
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Figure 2. Forced vital capacity (FVC) decline in idiopathic pulmonary fibrosis in
relation to baseline value. Adapted from Jo HE et al. BMC Pulm Med 2018;18:
19, according to the Creative Commons license [13].
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Table 1. Current representative studies on emerging antifibrotic drugs in IPF
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C!'éz;?ilﬁt(:'ral Study description Treatment p':géﬁis Primary outcome Efficacy D(;Ets'g)n

NCT02550873 [35] Randomized, Recombinant 116 The least-squares Significantly reduced FVC 28 weeks
double-blind, human mean change in decline in in patients treated (phase II)
placebo- pentraxin-2 (10 decline of FVC with recombinant human
controlled trial mg/kg), taken percentage of pentraxin-2 compared to the

intravenously predicted values placebo group (difference,
every 4 weeks or from baseline to +2.3[90% Cl, 1.1 to 3.5];
placebo week 28 P=0.001)

NCT01890265 [38] Randomized, Intravenous 103 Change from baseline  Significantly reduced FVC 48 weeks
double-blind, infusion of in percentage of decline in in patients treated (phase II)
placebo- pamreviumab predicted FVC at with pamrevlumab compared
controlled trial (30 mg/kg) or week 48 to the placebo group (mean

placebo, taken change from baseline -0.9%
every 3 weeks with pamrevlumab, compared
over 48 weeks to -7.2% with placebo,

(16 infusions) P=0.013)

NCT01725139 [43] Randomized, Omipalisib or 17 Safety, tolerability, The area of fibrosis that is 8-32 days
placebo- placebo pharmacokinetics, apparent as honeycombing on  (phase 1)
controlled, and pharmaco- the HRCT and that shows high
double-blind dynamics FDG uptake at baseline which
study is reduced at mid-study in

patients with treated with
omipalisib

NCT02257177 [45] Randomized, Inhaled TD139 or 60 Safety, tolerability, Inhaled TD139 was shown to 14 days
double-blind, placebo pharmacokinetics, suppress Gal-3 expression on (phase I/lla)
placebo- and pharmaco- BAL macrophages and

controlled study

dynamics

decrease plasma biomarkers
associated with IPF
progression

IPF, idiopathic pulmonary fibrosis; FVC, forced vital capacity; Cl, confidence interval; HRCT, high resolution computed tomography; FDG, Fluorodeoxyglucose; BAL, bronchoal-

veolar lavage.
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3. Autotaxin inhibitor
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5. Galectin—3 inhibitor
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