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To the Editor,

Allergen immunotherapy (AIT) remains the only treatment
capable of modifying the natural course of allergies [1, 2]. The
literature highlights its benefits, including a reduction in work
and school absences and favourable patient-reported safety and
efficacy profiles for respiratory allergy [3-6]. However, despite
these advantages, a general lack of clarity and awareness regard-
ing AIT's applications persists, leading to potential misinforma-
tion or misuse [3, 5]. To advance the understanding in this field,
we aimed to evaluate sales trends of AIT for respiratory allergy
in Italy.

This assessment was promoted and conducted by the national
patient association ‘Respiriamo Insieme-APS’ in collaboration
with its Scientific Committee and the authors of the article. The
association, founded in 2014 and registered in ‘Registro Unico
Nazionale del Terzo Settore’, has approximately 3500 members,
including patients with respiratory disorders, caregivers, fam-
ily members, and specialists such as allergists, anthropologists,
paediatricians, pulmonologists, and psychologists.

‘Respiriamo Insieme-APS’ collected anonymous data on AIT
sales (product units) from a panel of eight companies operating
in the Italian market between 2008 and 2023 through CERVED.

The company panel composition varied over time due to mar-
ket exits, acquisitions, and re-entries. Specifically, in 2010, one
company exited the panel but rejoined in 2013; in 2016, one
company was acquired by another; and in 2020, one company
permanently left the market. Aggregated data were provided by
companies, without the possibility of deepening their granular-
ity, for example, additional characteristics or patients treated.

Our evaluation was approved by the Ethics Committee
‘Campania Nord’ (registry CECN/2098, 26-apr-2023). The
collected data were analysed using STATA/MP 16.1 (College
Station, TX, USA: Stata Corp LP). We did not perform inferen-
tial analyses to generalise findings to a broader population due
to the deterministic nature of our dataset. Instead, we conducted
descriptive analyses and used linear regression to quantify the
linear reduction in sales and identify potential timepoints of
sales variations.

The results showed a marked decline in AIT sales in Italy, with
an annual reduction of 17334 units. A linear trend assessment
identified 2016 as a potential turning point in this decline's rate.
A Chow Test confirmed a structural break in 2016, describing
a 63.35% sales drop between 2008 and 2016 (—27,719 units per
year) and a slower but steady 30.32% decline from 2016 to 2023
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Summary

« Allergen immunotherapy sales in Italy experienced a
sharp decline between 2008 and 2016, followed by a
more gradual decrease through 2023.

« Differences in reimbursement, along with structural,
educational, and regulatory factors, likely contributed
to the decline, and warrant further research.

(—6707units per year). Given this shift, we focused on the period
up to 2016 to better understand the factors contributing to the
steeper decline phase.

The sales drop was observed across all AIT product categories.
Injectable therapies declined by 59%, with a sharper decrease
in induction therapy (68%) compared to maintenance (42%).
Similarly, non-injectable therapy sales declined by 64%, with
maintenance therapy showing the most pronounced drop (76%)
compared to induction (60%).

To explore whether reimbursement policies influenced these
trends, we examined regional sales patterns. In Lombardy and
Piedmont, where AIT is respectively fully and partially reim-
bursed by the national healthcare system, sales declined by 54%
and 68%. However, the similarity with the sales decline in other
regions combined (66%) suggests that reimbursement policies
alone do not fully explain this trend (Figure 1A-D).

Given the multi-factorial nature of this phenomenon, we pro-
pose several co-factors that may have contributed to the decline
in AIT sales and should be further assessed in future research.
A potential decline in structured training programs may have
resulted in fewer specialists being equipped to prescribe AIT
appropriately. Hence, the number of specialised centres with ex-
pertise in prescribing AIT has possibly decreased, which may
have provoked a further restriction to patients’ access to these
therapies.

Our assessment has several limitations, including its retro-
spective design and the exclusion of AIT products registered
as drugs, not collected through CERVED. However, among its

A Allergen Immunotherapy sales trend B Injective Immunotherapy sales trend
400000 i 80000 ;
| |
| |
| |
300000 : 60000 | :
| |
| |
| |
| |
200000 : 40000 :
| |
I |
|
| |
100000 - 20000 :
|
|
| |
\\ !
o 1 0 I
T e | T Li T I L T T 1
2005 2010 2015 2020 2025 2005 2010 2015 2020 2025
| AllAIT Injective AIT Non-injective AIT | | Injective AIT Induction AIT Maintenance AIT
© Non-injective Immunotherapy sales trend B Allergen Immunotherapy sales trend by region
300000 - ; 250000 i
| I
| I
: 200000 :
| I
200000 : :
: 150000 1 :
| |
| I
: 100000 - :
100000 - {
| I
: 50000 1 |
| |
xy
0 : o :
T T T T T T T T T T
2005 2010 2015 2020 2025 2005 2010 2015 2020 2025
I — Non-injective AIT Induction AIT ——— Maintenance AIT‘ | —— AIT Otherregions —— AIT Lombardy —— AIT Piedmont |

FIGURE1 | Linear sales trend per year of (A) total AIT sales—total reduction: 63.35%; injective therapies: 59.27% decrease; non-injective thera-

pies: 64.30% decrease; (B) sales of injective AIT—total injective therapy: 59.27% decrease; maintenance injective therapy: 67.67% decrease; induction

injective therapy: 41.91% decrease; (C) sales of non-injective AIT—total non-injective therapy: 64.30% decrease; maintenance non-injective therapy:

60.50% decrease; induction non-injective therapy: 75.92% decrease; (D) total AIT sales volume by region—total reduction (excluding Lombardy and
Piedmont): 66.03%; total reduction in Lombardy: 53.73%; total reduction in Piedmont: 67.87%.
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strengths, this represents the first evaluation of AIT sales trends
in the Italian context, and it benefits from a comprehensive data-
set, providing valuable insights into long-term sales patterns.

Although the sales decline has slowed post-2016, several bar-
riers continue to hinder AIT adoption. Moving forward, es-
tablishing a unified national regulatory framework with clear
pathways appears essential to restoring confidence among
interest-holders. In parallel, enhancing physician education and
training seems crucial to ensuring appropriate AIT prescription.

Strengthening both regulatory consistency and clinical exper-
tise will help position AIT as a key component of allergy man-
agement, shifting the focus from signs and symptoms control to
immunomodulation, with the potential to reduce the burden of
allergic diseases and improve long-term outcomes for respiratory
allergy. Finally, we support more suitable financial accessibility
through national-level standardisation in therapy refundability.
Importantly, the partnership with the patient association played
a pivotal role, without which this research would have been dif-
ficult to accomplish.
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