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Triple therapy that combines a long-acting antimuscarinic
(LAMA), a long-acting [3; agonist (LABAS), and an inhaled corti-
costeroid (ICS) in a single inhalation device for the treatment of
chronic obstructive pulmonary disease (COPD) has been available
in Spain for few months. According to the summary of product
characteristics, the therapeutic indication is “maintenance treat-
ment in adult patients with moderate to severe COPD who are not
adequately controlled with a combination of an ICS and a LABA or
with a combination of a LABA and a LAMA”." In Spain, however,
the Ministry of Health, Consumption and Social Welfare has estab-
lished a particular limitation known as controlled prescription,
that restricts the specific conditions for prescribing and dispensing
this therapy in the National Health System. In this case, the con-
trolled prescription terms specify that this therapy will be funded
for patients who “are receiving treatment with a triple therapy con-
sisting of ICS/LABA/LAMA, after having confirmed that they respond
appropriately to the components administered separately, that is
to say, patients in whom this treatment is stabilized and effective”.?
Leaving aside the significant discrepancy between the therapeutic
indication and the funding requirements, we need to examine the
wording and content of the controlled prescription terms, which
are causing confusion.

In the first place, in contrast to the therapeutic indication, the
controlled prescription text makes no express reference to COPD.
Therefore, a patient with another chronic bronchial disease (e.g.,
asthma) could potentially meet the criteria of the controlled pre-
scription. This could be interpreted as the approval of funding for
an indication in diseases for which no clinical trials have been con-
ducted with triple therapies.

Secondly, even if we stick to COPD treatment only, the indication
and the funding requirements describe different patient profiles.
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Triple therapy was developed for patients who were not controlled
with single or double therapy, and who required treatment esca-
lation. Efficacy and safety data are available in this scenario that
support the use of triple therapy. However, the controlled pre-
scription appears to state (with the limitations in interpretation
mentioned here) that combined therapy in a single device can be
funded when the patient is already well controlled with triple ther-
apy in separate devices. We have no data on what we might expect
from this switch in the clinical setting. However, we do know that
open or closed triple therapy is similarly effective in uncontrolled
patients.*> Therefore, the benefits expected from combining treat-
ment in a single device would not apply so much to efficacy as
to adherence,’ fewer errors in the management of inhalers,” and
potentially lower costs.® Therefore, if the 3 drugs are already being
administered separately, it would make sense to combine them,
but it would also make sense to use the combined therapy to
escalate treatment if a patient needs triple therapy, adding the
benefits in effectiveness to those achieved by better adherence,
fewer critical errors, and reduced cost. Moreover, no data are avail-
able on the possible clinical impact of this switch in patients who
are well-controlled with open triple therapy, but the variability of
therapeutic responses in real life must be taken into account.’
Thirdly, the controlled prescription text states as a criterion that
treatment must be “stabilized”. However, what is meant by stabi-
lized treatment is unclear from a both clinical and investigational
point of view. In clinical terms, it is easy to apply this concept to
a patient and we know what we mean when we speak of a sta-
bilized patient, but not a stabilized treatment. The authors of the
controlled prescription text might have meant a treatment that
was maintained over time, but this time period is not specified.
They may have meant that the patient should be stable, but stable
means without changes. A patient could be considered stable if they
remain symptomatic, with persistently poor control of symptoms.
In either of the two interpretations, the text is confusing.
Fourthly, the controlled prescription text indicates that the
treatment has to be effective. However, it does not define what
it considers to be an effective inhaled treatment in a patient with
severe COPD who needs 3 drugs for treatment. The effectiveness of
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a treatment can be evaluated from various clinical outcomes and
from different cut-off points defining improvement. The definition
of therapeutic efficacy or control in patients with severe COPD and,
as such, a high disease impact is the subject of ongoing debate.'?

Fifthly, the controlled prescription text does not specify that the
separate components must be given at the same time. As it stands,
a patient may respond to a LAMA and a LABA/ICS administered con-
secutively, but not necessarily concomitantly; and, having shown
a good response to both separately, could be accepted for funding
of triple therapy in a single device. Again, even if the components
must be given at the same time, the length of time on open triple
therapy before being able to switch to combined treatment in a
single device is not specified, generating even more confusion.

Because of this confusion, each autonomous community has
interpreted the requirements for controlled prescription differ-
ently, and as aresult, patients do not have equal access to treatment.

In conclusion, there is currently considerable controversy
regarding the criteria for funding triple therapy in a single inhala-
tion device. The discrepancy between indication and funding and
the confusing drafting of the controlled prescription text are creat-
ing unclear clinical situations with inequitable access, potentially
impacting negatively on patients. The members of Spanish Soci-
ety of Pulmonology and Thoracic Surgery (SEPAR) believe that
healthcare and clinical managers must work hand in hand to avoid
situations of ambiguity, and we engage fully in collaborating to
achieve standards that align with our socio-economic reality and
which also make good clinical sense.
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