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Dear Editor, Chronic obstructive pulmonary disease (COPD)
is a disease related to the respiratory system which causes
bronchoconstriction and excess release of mucous leading
to airway remodelling and obstruction. This condition is
also involved with airway inflammation and oedema.
Statistically, according to WHO, chronic obstructive
pulmonary disease is the third leading cause of death
worldwide.1

Over the past four decades, standard-of-care COPD
treatment has been based on inhaled short- and long-acting
bronchodilators [including long-acting β2 agonists (LABAs)
and long-acting muscarinic receptor antagonists (LAMAs)]
and inhaled corticosteroids.1 Still, patients may remain
largely symptomatic due to the wide range of spectrum of
COPD complications, often requiring concomitant use of
both bronchodilators and anti-inflammatory drugs.
Furthermore, their use is limited due to several reasons. They
are unable to reverse airway wall damage and they cannot
stimulate lung regeneration. Also, there is very limited
sensitivity of the inflamed airways to the available medical
options. Lastly, there are side effects associated with their
use hence these reasons limit their use.2

Ensifentrine (RPL554) is the latest FDA-approved
advancement available for COPD. It is a novel drug that
works by dual inhibition of phosphodiesterase (PDE) 3 and
4 enzymes (PDE3, PDE4) and is delivered via inhalation.
Inhibitors of PDE3 and PDE4 target multiple respiratory
functions at the cellular and tissue level. PDE3 regulates
cyclic adenosine monophosphate (cAMP) and cyclic
guanosine monophosphate (cGMP) levels in the airway
smooth muscles, which mediates bronchial tone. PDE4
regulates cAMP levels in the airway cells associated with
inflammation and is involved in activation of these cells.
PDE4 inhibitors also stimulate the cystic fibrosis
transmembrane conductance regulator (CFTR) and

improve bronchial epithelial cell ciliary movements.3 This
dual inhibition of PDE3 and PDE4 enzymes results in a
synergistic effect, making Ensifentrine the first ever drug to
treat both COPD associated inflammation as well as
bronchoconstriction.4

Ensifentrine not only delivers significant improvement in
lung function as sole therapy at doses of 3 mg and 6 mg4

but also its pivotal role as an adjuvant to existing treatment
regimens comprising long-acting muscarinic antagonists
(LAMA) or long-acting beta-agonists with inhaled
corticosteroids (LABA+ICS), as well as enhancing their
combined efficacy over longer periods5 has now been
clearly demonstrated and documented. Moreover, it may
well be therapy that reduces exposure to bronchodilators
or inhaled steroids in such patients on maximal therapy.

On this basis, we call for more research and clinical trials to
ensure maximum benefit from this breakthrough.
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