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Chronic Obstructive Pulmonary Disease (COPD) is a leading cause of global morbidity and mortality, with sig-
nificant burden in Italy. Prevalence estimates vary by data source: Health Search data indicate a prevalence of 2.7%
among adults, whereas population-based analyses report higher estimates of approximately 5.6%. Triple therapy
combining a long-acting muscarinic antagonist (LAMA), a long-acting beta,-agonist (LABA), and an inhaled
corticosteroid (ICS) has been shown to improve lung function, reduce exacerbations, and potentially decrease
mortality in moderate-to-severe COPD. Fixed-dose Single-Inhaler Triple Therapy (SITT) provides practical ad-
vantages over Multiple-Inhaler Triple Therapy (MITT), including improved treatment adherence, fewer inhaler
technique errors, and comparable safety. This expert opinion review summarizes evidence from randomized con-
trolled trials and real-world studies supporting the clinical, practical, and economic benefits of SITT.

While access to SITT in Italy is influenced by regulatory frameworks, optimizing prescription practices and
aligning treatment strategies with clinical evidence could enhance continuity of care and patient outcomes. The
paper highlights strategies to improve COPD management, reduce treatment discontinuation, and ensure equita-
ble access to effective therapies.
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Introduction

Chronic Obstructive Pulmonary Disease (COPD)
is a chronic respiratory condition characterized by per-
sistent and progressive airway obstruction [1,2].

COPD is the fourth leading cause of death glob-
ally, accounting for about 3.5 million deaths in 2021,
approximately 5% of all deaths worldwide [3]. In Italy,
prevalence estimates vary according to the data source
and diagnostic criteria used. Data from the Health
Search database, based on clinically recorded diag-
noses in primary care, indicate a prevalence of 2.7%
among Italian adults in 2020-2021, with higher rates
in males than females (3.2% vs 2.3%) and a marked
increase with age, peaking in individuals over 85 years
(16.6%) [4]. However, these figures likely underesti-
mate the true burden of disease, as population-based
analyses have reported a higher prevalence of approxi-
mately 5.6% among adults [5]. This discrepancy re-
flects the well-recognised underdiagnosis of COPD in
routine clinical practice, particularly in the absence of
systematic spirometric screening.

Its incidence appears to be increasing, likely due
to the aging population and the rising prevalence of
external risk factors such as pollution, with approxi-
mately 50% of COPD cases attributable to non-
tobacco-related risk factors [6].

COPD is characterized by persistent respira-
tory symptoms such as dyspnea, cough, and excessive
mucus production, as well as chronic inflammation of
lung tissue [7].

While treatment strategies depend on disease
severity, the overall goal in COPD management is to
maintain lung function, alleviate symptoms, and pre-
vent exacerbations, thereby improving the patient’s
functional status and quality of life [8,9]. However,
despite effective therapies, suboptimal adherence, in-
correct inhaler use, and inadequate techniques are
common in patients with COPD, significantly con-
tributing to therapeutic failure and increased health-
care costs [10,11].

Pharmacological management of moderate-to-
severe COPD involves mono- or combination thera-
pies of long-acting B,-agonists (LABA), long-acting
muscarinic antagonists (LAMA) and/or inhaled cor-

ticosteroids (ICS).

Several clinical trials have shown that triple-
inhaler therapy, combining three active ingredients
(LABA+LAMAG+ICS), is more effective in reduc-
ing the risk of moderate-to-severe exacerbations
compared to dual therapy ICS+LABA [12-14] and
LAMA+LABA [13-15].

In Italy, according to health authorities (AIFA
Note 99), escalation to triple therapy is allowed for
COPD patients with persistent symptoms or exacer-
bations despite dual therapy, but the prescription of
fixed-dose LABA+LAMA+ICS combinations must
strictly and exclusively be handled by a specialist (pul-
monologist, allergist, geriatrician, and internist [16-
18]) working at facilities recognized by the Regions
with appropriate diagnostic facilities [19].

While both Multiple-Inhaler Triple Therapy
(MITT) and Single-Inhaler Triple Therapy (SITT) are
available, growing evidence supports SITT for its clinical
and practical benefits, particularly in improving adher-
ence and reducing inhaler technique errors. By simpli-
fying treatment, SITT enhances patient compliance,
optimizes drug delivery, and lowers the risk of exacerba-
tions, ultimately leading to better symptom management
and improved lung function compared to MITT [20].

Despite supportive evidence favoring SITT over
MITT, its widespread adoption remains challenging,
especially in countries where regulatory policies, such
as Italy’s Note 99, impose restrictions on access. These
limitations contribute to disparities in care and may
hinder optimal disease management, particularly in
primary care settings [21].

This paper aims to provide an expert opinion on
the benefits of SITT in COPD management, exam-
ining clinical evidence, real-world data, and economic
implications. Furthermore, it advocates for aligning
treatment guidelines and Italian healthcare policies
with current evidence to ensure equitable access to
this effective therapeutic approach. Addressing these
gaps can improve outcomes for COPD patients and
enhance the sustainability of healthcare systems.

To guide the development of this expert opinion,
a preliminary advisory board meeting was held in No-
vember 2024. During this meeting, the expert panel
identified key topics in COPD diagnosis and manage-
ment and discussed strategies to optimize treatment
approaches and address barriers to equitable care.
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A narrative approach was subsequently adopted
to provide a comprehensive synthesis of the latest in-
ternational and Italian clinical guidelines, randomized
controlled trials (RCTs), real-world evidence (RWE)
studies, and relevant policy documents, including
AIFA Note 99. The narrative review was conducted
through a thorough analysis of the current literature
using the PubMed/MEDLINE Embase database,
and complemented by the authors’ clinical experience
and personal insights. Literature sources were iden-
tified with keywords such as “COPD,” Single-inhaler
triple therapy”, “SITT”, “multiple-inhaler triple ther-
apy”, “MITT", “adherence”, ‘real-world evidence”, and
AIFA Note 99, focusing on publications in English
or Italian between January 2016 and May 2025. No
formal inclusion or exclusion criteria were applied;
studies were selected based on their relevance, clinical
significance, and applicability to the Italian health-
care context.

Following the meeting, the expert panel commu-
nicated via e-mail to discuss, review, and finalize the
document.

Guideline recommendations and the role of SITT
in COPD management

The 2025 Global Initiative for Chronic Obstruc-
tive Lung Disease (GOLD) recommendations un-
derscore that COPD diagnosis must be confirmed
through post-bronchodilator spirometry, demonstrat-
ing a FEV/FVC ratio <0.7. Treatment goals focus on
reducing symptoms such as dyspnea, enhancing exer-
cise tolerance, and improving overall health status as
well as mitigating risks like disease progression, exac-
erbations, and mortality [8].

In patients categorized within Group E — those
with >2 moderate exacerbations per year or at least
one leading to hospitalization — initial triple therapy
LABA+LAMAG+ICS should be if blood eosinophil
counts are = 300 cells/pL, as since the effect of ICS
on exacerbation prevention is correlated to eosinophil
levels [13]. For patients with persistent exacerbations
despite dual therapy with LABA+LAMA and a blood
eosinophil count 2100 cells/uL, escalation to triple
therapy is recommended as follow-up treatment.

While SITT provides distinct clinical and prac-
tical advantages over MITT, its explicit promotion
within the guidelines remains understated. Rather,
GOLD guidelines suggest minimizing the num-
ber of different inhaler devices per patient, noting
that single-inhaler combinations may help improve
health status and adherence compared to multiple-
inhaler regimens. Therefore, the recommendation
for SITT use is implicit and presented as an option
to simplify therapy, without a direct or prescriptive
endorsement.

The Canadian Thoracic Society (CTS) guide-
lines strongly recommend LABA+LAMA+ICS tri-
ple therapy for patients with stable COPD who have
moderate to high symptoms and reduced lung func-
tion (FEV; < 80%), both for those at low risk and high
risk of exacerbations [22]. For low-risk patients, step-
up to triple therapy is advised when symptoms persist
despite LAMA+LABA or ICS+LABA therapy, as it
significantly improves dyspnea and health status. For
high-risk patients, triple therapy is strongly recom-
mended as initial maintenance therapy due to its dem-
onstrated benefits in reducing moderate and severe
exacerbations.

Moreover, patients with moderate-to-severe dis-
ease at high risk of acute exacerbations (AECOPD)
should be treated with SITT, which has been shown
to improve health status and lung function more ef-
fectively than MITT [23].

These guidelines point out that SITT is favored
over multiple inhalers due to its potential benefits
such as improved adherence and persistence, as ob-
served in various retrospective observational studies
[24-29], potentially leading to better clinical outcomes
[24,27,28].

The CTS recommendations align with those of
other recent guidelines, including the National Insti-
tute for Health and Care Excellence (NICE) and the
American Thoracic Society (ATS), which recommend
minimizing the number of inhalers and the number of
different types of inhalers used by each patient as far as
possible [30,31] (Table 1).

In conclusion, although many guidelines recog-
nize the advantages of SITT over MITT, its adoption
as a valid therapeutic option is not only inadequately
considered but is also often hindered in daily practice,
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Table 1. Statements from national and international COPD guidelines highlighting key concepts on the use of multiple inhalers

versus single inhalers containing multiple active ingredients.

Guidelines on COPD management

Statements directly extracted from the respective documents listed

Global Initiative for Chronic Obstructive Lung
Disease (GOLD) Report 2025 [8]

* “Fixed dose triple inhaled combination therapy in one inhaler may
help improve health status compared to treatment using multiple
inhalers” (p. 61).

* “Although patient preferences may vary, prescribing strategies that
could help improve adherence often include selecting devices with
a similar inhalation technique (in the case of multiple inhalers)
and combination therapy. Single inhalers improve adherence to
treatment” (p. 84).

* “The number of different device types should be minimized for each
patient” (p. 62, Fig. 3.11).

Canadian Thoracic Society (CTS) guideline 2023 [22]

¢ “Triple inhaled LAMA/LABA/ICS therapy, in a single inhaler
triple therapy (SITT), is favored over multiple inhalers, because of
potential increased benefits, increased adherence and reduced chance
of errors in inhaler technique” (p. 1176)

National Institute for Health and Care Excellence
(NICE) guideline 2019 [30]

* “Minimise the number of inhalers and the number of different types
of inhalers used by each person as far as possible” (p.19, Rec. 1.2.21)

American Thoracic Society (ATS) guideline 2020 [31]

* “If a physician chooses to prescribe two or three separate inhalers
rather than a single combination triple therapy inhaler, this could
increase the complexity and burden of medication use for patients”

(p. e61)

potentially limiting its broader implementation in
clinical settings due to bureaucratic burdens.

Single-inhaler triple therapy (SITT) in COPD:

from clinical trials to real-world evidence

The efficacy and safety of triple therapy in a sin-
gle inhalation device have been evaluated in large
multinational RCTs, demonstrating greater exac-
erbation reduction and lung function improvement
compared to dual therapy with ICS+LABA [12-14]
or LAMA+LABA [13-15], as well as LAMA mono-
therapy [32].

Although the IMPACT [13] and ETHOS [14]
trials suggested a potential reduction in mortality with
triple therapy, these findings have been critically dis-
cussed in the scientific literature and by regulatory
authorities, as mortality was a secondary endpoint
and the studies were not specifically powered to as-
sess mortality outcomes [33-35]. Consequently, no

individual randomized trial has provided conclusive
evidence of a mortality benefit with triple therapy.
To address this limitation, several meta-analyses have
pooled data from multiple trials to increase statistical
power and evaluate the consistency of mortality out-
comes [36].

To date, eleven meta-analyses have addressed
this question, both regarding triple therapy in general
[37-42] and specifically in relation to SITT [43-47].
These analyses consistently show that triple therapy,
compared with LABA+LAMA, significantly reduces
mortality, with a decrease of 22-34% with SITT/
MITT, and 24-31% specifically with SITT [37-47].

These trials, involving over 6,000 patients, have
consistently shown that fixed-dose triple therapy pro-
vides significant benefits for individuals with severe
to very severe COPD, including improved lung func-
tion and reduced exacerbation rates. However, the
highly controlled conditions of these studies, such as
strict inclusion criteria and high adherence to treat-
ment protocols, may not fully represent real-world
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clinical practice. To address these limitations, non-
interventional studies have been conducted with
broader inclusion criteria and real-world clinical set-
tings, allowing healthcare providers to determine
patient eligibility and follow standard treatment prac-
tices. These multicenter, single-arm, open-label cohort
studies provide valuable insights into the safety, effec-
tiveness, and adherence of fixed-dose triple therapy in
routine COPD management (Table 2) [48,49].

While the GRADE (Grading of Recommen-
dations Assessment, Development and Evaluation)
approach is currently the gold standard for assess-
ing evidence quality, the evidence pyramid remains
a useful conceptual framework for ranking study de-
signs within a hierarchy of evidence [50], with ob-
servational studies generally considered lower-level
evidence than RCTs [51] (Figure 1). In the context
of this manuscript, however, the different study de-
signs address distinct clinical and policy-relevant
questions and should therefore be interpreted as
complementary rather than strictly hierarchically
ranked.

However, rather than being viewed as inferior,
observational studies should be considered com-
plementary to RCTs, addressing different research
questions. While RCTs are primarily designed to as-
sess the specific effects of interventions under highly
controlled conditions, observational studies reflect
real-world clinical practice by evaluating treatment
outcomes in broader, less-selected patient populations.
These studies bridge the gap between clinical trials and
routine practice by showing how pharmacological ef-
fects, placebo responses, and patient-physician inter-
actions influence adherence, persistence, and overall
efficacy [53,54].

The findings from these RWE studies reinforce
the clinical validity of SITT compared with previ-
ous MITT-based approaches in COPD management
[27,53-59]. Considering differences in healthcare
systems, settings, and routine clinical practice across
countries, generating local real-world data on the use of
fixed inhaled triple therapy can further confirm its ap-
plicability and expand the results in larger populations
and settings [60]. RWE studies increasingly support
SITT as a practical and effective strategy for COPD
management, highlighting the need to integrate such

data into future guidelines to improve patient care and
treatment access.

Advantages of SITT

SITT has emerged as a practical and clinically
beneficial alternative to multiple-device regimens
in COPD management, offering a range of well-
recognized advantages.

Improved lung function

Several studies have demonstrated that using a
single inhaler instead of multiple devices improves
lung function in patients with moderate-to-severe
COPD. A meta-analysis demonstrated that SITT
led to a significantly greater improvement in FEV;
from baseline compared to separate triple therapy
(mean difference = 0.02 L; p<0.01) [61]. These find-
ings suggest that SITT may provide superior lung
function benefits while maintaining a similar safety
profile compared to MITT. However, the +20 mL
FEV, improvement is far below the 100 mL Mini-
mal Clinically Important Difference (MCID), in-
dicating limited clinical relevance despite statistical
significance.

Better therapeutic adherence and reduced treatment
discontinuation

Adherence to therapy is crucial for chronic condi-
tions like COPD, where consistent therapy is essential
for symptom control and the prevention of exacerba-
tions. Poor adherence in COPD is strongly associ-
ated with worse clinical outcomes, including a higher
risk of exacerbations, increased hospitalizations, and
greater long-term mortality [62].

According to OsMed 2021 data, adherence to
COPD drug therapy in Italy is suboptimal, with an
annual coverage of 80% and a persistence rate of only
8%, markedly lower than that observed for other drug
classes (Figure 2) [63].

Adherence to inhalation therapy is generally poor,
and adherence to MITT remains particularly low, with
85% of patients classified as non-adherent [64,65].
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Meta-analysis

Randomized controlled trial (RCT)

Prospective cohort studies

Retrospecive cohort studies

Case-control studies

Cross-selectional studies

Ecological studies

Case series

Case report
In vivo studies
In vitro studies

Figure 1. Modified version of the evidence-based medicine pyramid, illustrating the
hierarchy of evidence, with more rigorous and reliable evidence at the top. Adapted

from Lucas & Harris, 2018[52]. Licensed under CC BY 4.0.
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Figure 2. Persistence on therapy at 12 months for COPD drugs compared with other drug classes (data from
OsMed Rapporto Nazionale 2022 [63]).

*Persistence defined as the proportion of patients remaining on treatment after 12 months.

A U.S. retrospective cohort study of 14,000 follow-up [64]. Similarly, a study conducted in Italy,
COPD patients using MITT found low adher- involving 3,177 COPD patients, reported that 85%
ence (measured as the proportion of days covered, of patients showed poor adherence to open triple
PDC), with only 14% maintaining PDC 20.8 after inhaler therapy, defined as a PDC lower than
12 months, and 86% discontinuing therapy during 80% [65].
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The complexity of using multiple inhalers with
different active ingredients, dosages, and inhalation
techniques, significantly contributes to non-adherence.
Non-persistence, defined as selective discontinuation
of individual therapies, also compromises treatment
efficacy and disease control [66,67]. In this con-
text, SITT offers a valuable alternative by simplify-
ing the treatment regimen, reducing device handling
and confusion, improving adherence, and promoting
more stable disease control with a lower likelihood of
complications.

Clinical evidence supports these advantages.

A retrospective cohort study in England found
that patients using SITT had significantly higher ad-
herence compared to MITT users over 18 months,
with median persistence being higher for SITT (5.09
25.0.99 months) [25]. A German observational cohort
study showed that SITT users exhibited an adherence
19% points higher versus MITT users [29].

Similarly, a retrospective cohort study in Japan re-
ported a significantly higher adherence in SITT users
than MITT users at 6, 12, and 18 months, with higher
median persistence for SITT (2.0 ws. 1.0 month) [68].
Real-world data from a French retrospective study
indicate that SITT users had higher treatment per-
sistence than MITT users (181 vs. 135 days) and a
significantly greater one-year persistence rate (33% ws.
18%), indicating reduced risk of premature discontin-
uation [26].

Further evidence from a multicenter, prospective
observational study in China found that SITT pa-
tients had higher adherence rates (86.5% wvs. 79.8%),
greater treatment persistence (72.5% ws. 57.6%;
p< 0.001), and a lower risk of moderate and severe
exacerbations compared to MITT users. Moreover,
SITT was associated with reduced all-cause mortal-
ity over a 12-month follow-up period [69]. Similarly,
a Spanish observational study found that SITT was
associated with significantly higher persistence at
12 months (62.4% wvs. 53.8%; p <0.001), along with
a lower risk of exacerbations and all-cause mortality
compared to MITT [24].

A U.S.-based retrospective study of over 9,000
COPD patients further confirmed these trends, show-
ing that adherence was notably higher among SITT
users (PDC: 0.66 wvs. 0.48; p<0.001). Moreover, SITT

users were twice as likely to be adherent (46.5% ws.
22.3%; p<0.001) and demonstrated significantly higher
persistence at 12 months (35.7% wvs. 13.9%) compared
to MITT users [70].

Another Spanish retrospective study shows that at
the 12-month follow-up, patients in the SITT cohort
were significantly more adherent (75.22% vs 70.1%;
OR = 1.33), more persistent (64.32% vs 52.4%; HR =
1.56) and had a lower incidence of moderate exacerba-
tions (53.53% vs 64.07%; OR = 0.65) than patients in
the MITT cohort [20].

Reduced risk of errors

Errors in inhalation technique are well-documented
and significantly impact COPD management, leading to
inadequate medication delivery, poor symptom control,
and increased exacerbation risk [71,72].

Critical errors are mistakes that result in little or
no medication reaching the lungs, such as failing to
exhale fully before inhalation, not actuating the device
properly, or not holding the breath after inhalation;
these errors vary by device type. The use of multiple
inhalers with different techniques further increases the
likelihood of errors, particularly among elderly with
comorbidities or cognitively impaired patients who
may struggle with device coordination [73].

Notably, a study comparing COPD patients us-
ing similar inhalation devices found significantly fewer
exacerbations than in those using different types of in-
halers, suggesting that reducing therapeutic complex-
ity with SITT may improve disease management and
lower exacerbation risk compared to MITT [74].

Several studies emphasize the importance of
correct inhaler use, showing that improper tech-
nique, especially without adequate education, is as-
sociated with worse outcomes [75]. A large-scale
study analyzing 659 video-recorded demonstrations
of inhaler use in 364 COPD patients revealed that
66% made at least one critical error with at least one
device model, with error rates increasing according
to the number of inhalers used: 43% for one device,
70% for two, and 86% for three or more. The only
factor significantly associated with making >1 criti-
cal error was the simultaneous use of multiple in-

haler models [76].



Multidisciplinary Respiratory Medicine 2026; volume 21: 1070 - doi: 10.5826/mrm.2026.1070 9

These findings underscore the importance of as-
sessing patients’ inhaler technique and minimizing
different devices prescribed, as SITT, reduced device
heterogeneity, and enhanced patient education can
help decrease errors and improve treatment outcomes.

Synergistic interactions between active ingredients

In vitro studies have shown that the SITT com-
bining an ICS, LABA and LAMA exerts a synergistic
effect on airway smooth muscle relaxation, whereas
similar evidence is lacking for MIT'T.

Rogliani et al. showed that beclomethasone/
formoterol/glycopyrronium combination induces a
strong synergistic relaxation of medium bronchi and
small airways, mediated by the activation of intracel-
lular glucocorticoid receptors and G-protein of B, -
adrenoceptors,leadingtothe modulationofcyclicAMP-
dependent PKA pathway [77].

Further research confirmed that ICS+LABA+
LAMA combination synergistically enhances airway
relaxation and reduce inflammation in hyperresponsive
airways, with ICS concentration influencing the extent
of these effects [78,79].

However, these findings, based on ex vivo mecha-
nistic studies, highlight a potential benefit of SITT but
do not provide direct clinical evidence of its superiority
over MIT'T, underscoring the need for further research.

Environmental impact of inhalers

The environmental impact of inhalers varies de-
pending on the type and usage. Each inhaler has its
own environmental footprint, including greenhouse
gas emissions, waste production, and energy consump-
tion [80]. Therefore, it can be reasonably concluded that
using fewer inhalers would help reduce this impact.
Whenever possible, minimizing the number of inhalers
used can significantly decrease their overall environmen-
tal footprint, underscoring the importance of thoughtful
consideration in both their usage and disposal.

In this context, the use of a SITT versus MITT
results in a more positive environmental impact as a
single inhaler reduces device numbers, and therefore
waste and resource use, making it a more sustainable
option [81].

Pharmacoeconomic aspects of SITT in COPD
manag@mem‘

The increasing prevalence of chronic diseases, an
aging population, and limited healthcare resources are
challenging for healthcare systems. Addressing these
issues requires a strategy that optimizes efficiency, re-
duces waste, and enhances adherence and persistence
to chronic therapies [82,83].

Chronic diseases require long-term treatment,
but prevention through risk factor modification and
appropriate and timely medications use can reduce
their impact. In Italy, 24 million people suffer from
chronic conditions, with 85% over 75 requiring com-
plex therapies, contributing to €66 billion in health-
care costs [84].

COPD has significant pharmacoeconomic im-
plications due to its chronic nature, resource-intensive
management of exacerbations - often requiring hospi-
talization - and its frequent associated comorbidities
[83]. In an Italian real-world administrative analysis,
the average annual cost per COPD patient was mainly
driven by hospitalizations (42%) and long-term phar-
macological treatment (41%), with outpatient specialist
services accounting for a smaller proportion (16%) [5].

Poor adherence is a key factor in economic bur-
den, as it is associated with inadequate disease control
and an increased risk of exacerbations and hospitaliza-
tions, leading to higher healthcare resource consump-
tion [85,36].

Although adherence and persistence to mainte-
nance therapy are essential for optimal clinical out-
comes [87,88], in real-world settings, the complexity
of MITT regimens is a major barrier, leading to poor
adherence and persistence, and, consequently, higher
healthcare utilization, increased costs, and poorer
health-related quality of life [64,89-91].

Real-world data showed that simplifying therapy
to a single inhaler significantly reduces inhaler tech-
nique errors and improves treatment compliance, lead-
ing to fewer exacerbations and hospitalizations, which
translates into substantial savings in hospitalization
costs. For example, one study found that SITT was
associated with a significant decrease in healthcare
resource utilization compared to MITT, including
fewer medical visits, shorter hospital stays, and lower
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hospitalization rates, resulting in an average annual
cost savings of €403 per patient [24]. Similarly, a sys-
tematic review found that SITT, compared to multiple
inhalers for the same COPD medications, was asso-
ciated with lower healthcare resource use and greater
cost-effectiveness [92].

A recent systematic review found that SITT
is a cost-effective choice compared to dual therapy
for COPD, particularly for patients with advanced
COPD, as it reduces exacerbations, improves quality
of life, and extends life expectancy [93]. Although the
direct treatment costs were slightly higher, the overall
financial burden — accounting for hospitalizations and
productivity loss — was lower.

In conclusion, SITT represents a high-value
therapeutic option that aligns with both clinical and
economic goals in COPD management.

Legislative framework and ATFA Note 99 for triple
therapy of COPD

ATFA Note 99 (effective from September 1, 2021
and updated in 2022) regulates the prescription of tri-
ple therapy for COPD in Italy, establishing the reim-
bursement criteria for inhaled medications under the
National Health Service [19].

Note 99, in line with the 2020 GOLD Report,
emphasizes accurate COPD diagnosis by requiring
spirometry with bronchodilation to confirm persistent
bronchial obstruction (FEV/FVC <70%) in suspected
cases.

However, AIFA Note 99 permits general practi-
tioners (GPs) to prescribe medications from the R03
class for COPD, but limits fixed-dose triple combi-
nations (LABA+LAMAG+ICS) prescriptions to spe-
cialists. Triple therapy in a single inhaler can only be
prescribed by a pulmonologist, allergist, geriatrician,
and internist working at facilities recognized by the
Regions, equipped with the necessary instrumentation
to perform second-level exams, and requires periodic
therapeutic plans.

GPs cannot initiate SITT without a therapeutic
plan prescribed by a specialist; following a full respira-
tory assessment, GPs can only prescribe the medica-
tion for a 12-month duration, after which it must be

renewed by a specialist. Revision of Note 99 appears
relevant not only to ensure alignment with the most
recent versions of the GOLD Report (e.g. the 2025
GOLD Report), but also to allow GPs to renew thera-
peutic plans that could improve disease management
by preventing therapy discontinuation due to delayed
specialist renewals and may also help reduce MITT
overprescription.

At the same time, broader GP involvement may
raise concerns regarding the risk of inappropriate pre-
scribing. In this context, evidence from previous ex-
periences suggests that supportive measures - such as
targeted educational initiatives, guideline-based de-
cision aids, and monitoring mechanisms - may help
mitigate these risks while preserving patient safety and
adherence to best clinical practice.

While global recommendations and real-world
evidence support SITT over open triple therapy, de-
bate still exists regarding the regulatory framework
in Italy. European data suggest removing therapeu-
tic plans does not lead to misuse or increased costs
but optimizes resource allocation and improves
outcomes [94].

This study analyzed the payer-driven differences
in access criteria for triple therapy in primary care
across Europe, focusing on GOLD guidelines ap-
plication and economic implications. Most national
payers either do not apply access criteria or reimburse-
ment rules for triple therapy (England, Germany,
Belgium, Netherlands, and Portugal) or have re-
cently lifted them (France and Spain), allowing GPs
to initiate treatment. In contrast, Italy and Austria
still maintain such limitations, particularly regarding
SITT, which restricts GPs’ ability to start treatment
with triple therapy without specialist initiation or a
treatment plan.

The implementation of payer-driven access crite-
ria for COPD treatment may lead to unintended con-
sequences, including reduced autonomy for primary
care providers who cannot prescribe the full range of
available treatments without specialist involvement, a
lack of awareness among GPs about better options, in-
terrupted care for patients due to difficulties in access-
ing specialists, and delayed access to guideline-directed
medical therapies, potentially resulting in suboptimal
outcomes and higher long-term costs.



Multidisciplinary Respiratory Medicine 2026; volume 21: 1070 - doi: 10.5826/mrm.2026.1070 11

Moreover, a study conducted in England assessed
the prescription of triple therapy by GPs, supporting
the idea that, despite concerns about increased costs
and potential inappropriate use, liberalizing access to
this therapy is appropriate [95].

Based on the considerations above, the potential im-
pact of removing the current restrictions on the renewal
of triple therapy prescriptions by GPs, while maintain-
ing the requirement that the initial prescription be made
within a specialist setting, could be further examined
within the context of AIFA Note 99, particularly in rela-
tion to its possible implications for the therapeutic man-
agement and continuity of care of patients with COPD.

The current legislative and regulatory framework
poses challenges for clinical management and impacts
healthcare equity, resource allocation, and patient out-
comes, highlighting the need for streamlined COPD
care that removes unnecessary administrative barriers,
improves access to effective therapies, and enhances
long-term outcomes across the entire population.

Conclusions

COPD remains a major public health challenge
with significant clinical, social, and economic impli-
cations. Evidence from real-world studies suggests
that SIT'T can improve adherence and reduce inhaler
technique errors in COPD patients, while maintaining
similar efficacy and safety to MITT, and may support
better disease control by simplifying treatment.

Despite these benefits and strong alignment with
international guidelines, the current Italian regulatory
framework — particularly the restrictions imposed by
AIFA Note 99 — hinders widespread adoption of SITT
by limiting its prescription to specialists and requiring
periodic therapeutic plans. This not only contributes
to unequal access to care and may delay appropriate
treatment escalation in primary care settings, but also
increases MITT use, associated with higher costs and
lower adherence. Italy remains one of the few Euro-
pean countries with such limitations, departing from
the practices of nations that have removed access bar-
riers without negative consequences. Revising Note
99 to allow GPs to initiate or renew treatment plans
could improve care continuity, reduce exacerbations,

and enhance healthcare sustainability, aligning policy
with evidence and international standards.

This expert opinion review is subject to several
limitations. First, the article does not follow a fully sys-
tematic methodology: while the evidence was gathered
from leading guidelines, published RCTs, and real-
world studies, the literature review was narrative, with-
out a prespecified protocol or risk-of-bias assessment.
Second, although the focus is on the Italian healthcare
context, some clinical results, real-world evidence, and
pharmacoeconomic data were derived from interna-
tional studies, which may limit generalizability to the
Italian population. Despite these limitations, the avail-
able data indicate that a revision of access policies and
greater integration of real-world evidence and interna-
tional guidelines could help improve therapeutic equity
and clinical outcomes for COPD patients in Italy.
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