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Abstract

Background Compassionate drug use (CDU) provides early access to not yet authorised medicines and is funded by phar-
maceutical companies. The observational retrospective study Compass-O monitored the CDU of onco-haematological drugs,
managed by seven Italian units for cytotoxic drug preparations (Unita Farmaci Antiblastici [UFA]), between 1 January, 2016
and 31 December, 2021.

Objective We aimed to evaluate the CDU of onco-haematological drugs managed by seven Italian UFA, between 2016 and
2021.

Methods The seven UFA provided anonymised data concerning CDU approved in the study period. The early access and
potential cost savings for the National Health System (Servizio Sanitario Nazionale [SSN]) were analysed for CDU concern-
ing drug-therapeutic indication combinations with complete data and reimbursed by SSN up to December 2023 (date of study
execution), according to the executive decision of the Italian Medicines Agency (Agenzia Italiana del Farmaco [AIFA]).
Both analyses distinguished solid/liquid tumours and categorised the combinations as innovative (fully/conditionally) or
non-innovative based on AIFA assessments.

Results Compass-O collected 783 CDU authorisations, with 572 (73.1%) analysable in terms of early access and cost sav-
ings. On average, early access amounted to 514 days and the total cost savings was €376,115,801. Compassionate drug use
approvals involved mainly solid tumours (93.7% vs 6.3% for liquid tumours), and the combination of trastuzumab emtansine-
breast cancer was the most dispensed (n = 73; early access = 426 days; potential cost savings: €610,388). Out of 572 CDU
approvals, 200 (35%) were innovative drug-therapeutic indication combinations, with 598 days of early access and a total
potential saving of €113,124,069.

Conclusions The study Compass-O showed a significant economic burden of CDU and a relevant need for early access,
particularly for innovative drugs. However, there is currently no structured monitoring of CDU in Italy, suggesting the need
for a national observatory, of which Compass-O can be the pilot phase.

1 Introduction

Compassionate drug use (CDU), according to the definition
by the European Medicines Agency (EMA), is “a treatment
option that allows the use of an unauthorised medicine out-
side a clinical study under strictly controlled conditions” [1].
This helps to make medicines under development available
to patients with life-threatening, long-lasting or seriously
debilitating diseases, with no valid therapeutic alternatives,
and who cannot enter clinical trials [1]. In fact, a CDU is
guided by ethical reasons, differing fundamentally from

clinical trials, where drugs are investigated to demonstrate
their efficacy and safety [2]. The access to CDU can be
provided on a named basis, for individual use, or enrolling
patients into specific programmes, either way, the cost of
treatment is the responsibility of the pharmaceutical com-
pany upon a physician’s request [3]. However, in Italy and a
few other countries, such as the USA and Spain, the request
for a CDU must be further evaluated and authorised by an
ethics committee [4]. In a work regarding CDU requests,
the authors illustrated the ethical and clinical issues emerg-
ing from the decision-making process of an Italian ethics
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Compassionate drug use (CDU) is a widespread treat-
ment option, providing early access to not yet authorised
medicines for patients with life-threatening diseases.

In Italy, there is currently no structured monitoring of
CDU, suggesting the need for a national observatory.

Compass-O is an observational retrospective study
planned to evaluate the CDU of onco-haematological
drugs managed by seven Italian units for cytotoxic drug
preparations between 2016 and 2021.

Compass-O collected 783 CDU authorisations, the early
access amounted to 514 days and the total potential cost
saving was €376,115,801, thus showing a significant
economic burden of CDU and a relevant need for early
access, particularly for innovative drugs.

committee, as the balance between a treatment’s efficacy/
safety and quality of life, the importance of a clear realistic
adequate communication, and the right to hope and simul-
taneous palliative care [5].

The EMA provides recommendations and the legal frame-
work for CDU in the European Union (EU Regulation No.
726/2004), upon which every member state has formulated
its own rules and legislations [6]. Of 28 European states,
18 (64%) have nationalised regulations and procedures
for the CDU [6]. In Italy, it is in force via the Decree of 7
September, 2017, issued by the Italian Ministry of Health,
and aligning with the above EU regulations [7]. As shown
by Pilunni et al. [8], in Italy, the majority of CDU requests
concern, rather than unauthorised treatments, drugs with at
least one indication approved by the EMA but waiting for a
price negotiation by the Italian Medicines Agency (Agenzia
Italiana del Farmaco [AIFA]), and are actually unavailable
on the Italian market. Thus, the CDU is actually a practice
to accelerate the access of patients to innovative treatments
with proven efficacy, offsetting the price and reimburse-
ment procedures (taking, on average, from 287 to 340 days)
[9-11]. This is particularly significant for rare diseases, as
highlighted in a recently published scoping review [12]. A
noteworthy finding is that most (71.7%) of the drugs used
in compassionate use programmes subsequently receive
marketing approval, often within 5 years of the programme
being in place. The literature on the economic impact of
CDU, with specific reference to Italy, is rather limited. The
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study by Pilunni et al. analysed the cost of drugs subject to
individual requests for CDU, if used at the reimbursed price
[8]. In a subsequent paper, the same authors examined the
regional spread of CDUs but did not assess their economic
impact [11]. Two studies by Jommi et al. collected evidence
on the economic impact of CDUs, excluding and including
certain collateral aspects, such as avoided hospitalisation
costs [3, 13].

The study Compass-O arises in this context, and it is
aimed to investigate the spreading of the CDU practice in
Italy for onco-haematological therapies, quantifying two
main aspects: the ability to ensure access to novel treat-
ments, and the economic impact from the perspective of
the National Health Service (Servizio Sanitario Nazionale
[SSN]). Compass-O was conducted and coordinated by
Fondazione Ricerca e Salute (ReS) and the University of
Campania “Luigi Vanvitelli”, with the collaboration of the
Italian Society of Pharmacology (Societa Italiana Farmaco-
logia) and the Italian Society of Hospital Pharmacy (Societa
Italiana di Farmacia Ospedaliera).

2 Methods
2.1 Study Design

Compass-O is a retrospective observational study aimed at
analysing data on CDU of onco-haematological drugs that
occurred from 1 January, 2016 to 31 December, 2021. This
nationwide and multicentre study involved the units for cyto-
toxic drug preparations (Unita Farmaci Antiblastici [UFA])
of seven Italian centres, affiliated with the following public
healthcare institutions spread across the national territory:
Ospedale Dei Colli (Naples), Fondazione Policlinico Univer-
sitario Agostino Gemelli-IRCCS (Rome), Istituto Romag-
nolo per lo Studio dei Tumori “Dino Amadori” - IRCCS
(Meldola), Aziende Socio Sanitarie Territoriali Valle Olona
(Busto Arsizio), S.M. Goretti Hospital (Latina), Santa Maria
della Misericordia Hospital (Perugia) and Ospedale Belcolle
(Viterbo). The seven centres were first chosen based on their
availability to participate in the study. However, attempts
were made to include centres (i) equally located across the
country and (ii) affiliated with both small and large hospitals.
The study was firstly approved by the Ethics Committee of
the coordinating centre L. Vanvitelli University of Campa-
nia, Naples, Italy (Protocol No. 0037627 of 14 December,
2022), and subsequently by the ethics committee of each
UFA. This study, given its observational and retrospective
nature, did not interfere with normal clinical practice.
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2.2 Data Source

Data were collected separately in each UFA through a com-
mon data model, specifically designed for the Compass-O
study. This model facilitated data harmonisation and ena-
bled their later sharing and dissemination in an aggregated
anonymised format within a centralised database used for
analysis by the Fondazione ReS. The UFA were asked to
provide the following information concerning CDUs that
occurred in the study period:

I. drugs (active ingredient, Anatomical Therapeutic
Chemical code [14] and therapeutic indication [TI]
(International Classification of Diseases, Ninth Revi-
sion codes));

II. number of patients treated with each “drug-TI” com-
bination;
III. average dosage used, start/end date of treatment in
CDU and start date of treatment under reimburse-
ment regimes by the SSN.

2.3 Statistical Analyses

The data provided from the seven UFA through the com-
mon data model were analysed using descriptive statistics
to depict the CDU of onco-haematological drugs, according
to two main aspects: the early access (EA) and the potential
cost savings (CS) for the SSN. Both EA and CS were ana-
lysed by the “drug-TI” combination, and separately by drug,
and by TI. The 31 December, 2023 was set as the cutoff date.

The specific TIs, when appropriate and useful for the
analysis, were grouped according to the tumour site, for
example “lung cancer” (including, i.e. non-small cell lung
cancer, lung cancer, small cell lung cancer, lung micro-
cytoma), “breast cancer” (including, i.e. metastatic tri-
ple-negative breast cancer, HER2+/HR— breast cancer,
HER2- breast cancer) and “skin cancer” (including, i.e.
squamous cell carcinoma, basal cell carcinoma). The TIs
were also divided into “solid” and “liquid” tumours.

2.4 Early Access Evaluation

The analysis of EA was conducted only for CDUs concern-
ing “drug-TI” combinations with complete data and reim-
bursed by the SSN up to the cutoff date, according to reso-
lutions of AIFA. The EA of a “drug-TI” combination was
defined as the duration, measured in days, from the start of
CDU to the initiation of the reimbursability status. The start
date of the CDU was obtained by the common data model,
whereas the start date of reimbursement was sourced from
AITFA resolutions published in the Official Journal of the
Italian Republic (Gazzetta Ufficiale) [15]. When the data
collected from the centres were not sufficiently detailed to

confidently match the indication approved for reimburse-
ment with that used in CDUs, further clarification was
requested from the UFA.

2.5 Potential Cost Savings Evaluation

The analysis of CS, in a similar way to the previous analysis
for EA, was conducted only for the “drug-TI” combinations
that, as of the cutoff date, had been reimbursed by the SSN.
As the CDU can be activated on an individual basis when
no valid therapeutic alternatives are available, evaluating the
actual CS for a drug without a comparator is challenging.
This evaluation would need to account for the social and
hospital costs of the patient, which is beyond the scope of
this work that was focussed on costs of therapies.

Thus, the CS was intended as avoided costs if the therapy
employed in CDUs was charged on the SSN, and it was cal-
culated for each approval as “mg/day*therapy length*price/
mg”. The mg/day and therapy length (i.e. the days of therapy
in CDU, calculated as the period between the start and end
dates of therapy in CDU) were retrieved from the common
data model, therefore only approvals with complete informa-
tion were analysed for the CS. The price/mg was retrieved
by the public price published in the AIFA resolutions for the
reimbursement net of the compulsory discounts (5%+5%)
for all non-innovative “drug-TI” combinations. In the case of
drugs available in multiple packaging formats with different
costs, we selected the ex-factory price of the package most
closely matching the dosage described in the Summary of
Product Characteristics [16].

2.6 Early Access and Potential Cost Savings
According to Innovative Status

The EA and the CS were analysed according to the “inno-
vative status” established by AIFA [17]. Therefore “drug-
TI” combinations were classified as “innovative” when
AIFA reported a “full” or “conditional” therapeutic inno-
vation, otherwise as “non-innovative”. In the few cases
where it was not possible to precisely associate the inno-
vative status because of a lack of information on the spe-
cific indication, the “drug-TI” combination was considered
“innovative”.

3 Results

3.1 EA and Potential CS for the SSN
for Compassionate Use of Onco-Haematological
Drugs

During the observational period, Compass-O collected 783
CDUs. The number of CDUs increased noticeably from 50
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Fig.1 Compassionate drug use approvals divided by year of the
observation period. Nr number

(6.4%) in 2017 to 229 (29.2%) in 2021 (Fig. 1). Out of the
176 CDUs in 2016, 128 (72.7%) were initiated by patients
that year, while 48 (27.3%) began prior to 2016 (approved
previously), and continued into the following years, falling
within our study period.

Out of the 783 CDUs, 572 (73.1%) were deemed suit-
able for analyses in terms of EA and potential CS (Fig. 2).
The remaining 26.9% were excluded from analysis because
of the following reasons:

e drug reimbursement not yet established by AIFA up to
the study cutoff date (n = 87);

e incomplete data (n = 51);

e patient death without starting CDU, despite its approval
(n=37);

e date of AIFA reimbursement prior to the end date of ther-
apy in CDU (n = 36). This situation occurred because
patients may continue to receive the treatment until the
depletion of the reserve of the drug paid by the phar-
maceutical company, or because of the length between
the AIFA decision and the inclusion of the drug in the
Regional Hospital Therapeutic Handbook.

Out of 572 CDU, 536 (93.7%) were referred to solid
tumours and 36 (6.3%) to liquid tumours. Overall, the aver-
age EA for treatment amounted to 514 days, with an average
potential CS for the SSN of €657.545 (Table 1).

Regarding the solid tumours, the combinations “drug-
TI” most dispensed were: trastuzumab emtansine-breast
cancer (73 CDUs; EA: 426 days; potential CS: €610,388),
nivolumab-pulmonary carcinoma (63; 351 days; €624.049)
and nivolumab-renal carcinoma (49; 560 days; €2.652.021)
(Table 2).

Overall, nivolumab was the most used drug (146; 434
days; €1.299,749), and lung cancer was the therapeutic
indication most frequently subject to CDU (186; 578 days;
€426,598) [Table 3].

For liquid tumours, the most represented “drug-TT” com-
binations were (Table 2): blinatumomab-acute lymphoblastic

Fig.2 Flow chart representing
the selection process of compas-

CDUs collected in the study period 2016-2021: 783

sionate drug use (CDU) approv-
als to analyse for early access
(EA) and potential cost savings
(CS). AIFA Agenzia Italiana del
Farmaco, avg average

| - 87 (drug not reimbursed by
| AIFA at the study cutoff date)

i - 37 (patientdeath and CDU
".L never started)

1 -36 (end of therapy in CDU

"IL following AIFA reimbursement)

CDUs analysable:572
avg EA: 514 days;
Total CS: € 376.115.801

|

]

avg EA: 598 days

CDUs of innovative drugs: 200

Total CS: € 113.124.069

CDUs of non-innovative drugs: 372
avg EA: 469 days
Total CS: € 262.991.733
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Table 1 Number (n) of compassionate drug use approvals, average EA, and average and total potential CS of onco-haematological drugs to treat

solid and liquid tumours during the study period (2016-21)

Onco-haematological drugs n EA per treatment (days) CS per treatment (€) Total CS (€)
Solid tumours 536 512 673.887 361,203.293
Liquid tumours 36 540 414.236 14,912.509
Total (solid tumours + liquid tumours) 572 514 657.545 376,115.801

CS cost savings, EA early access, n number

Table 2 Analysis of the average EA and average potential CS for the
National Health Service of the five most representative combinations
“drug-solid tumour” and “drug-liquid tumour”. The combinations are

shown in decreasing order of the number (n) of compassionate drug
use approvals. The full list of combinations is reported in Tables 1
and 2 of the ESM

Drug Therapeutic indication n EA per treatment CS per treatment
(days)

Solid tumours
Trastuzumab emtansine Breast cancer 73 426 610.388
Nivolumab Lung cancer 63 351 624.049
Nivolumab Kidney cancer 49 560 2,652.021
Nivolumab Melanoma 34 406 602.920
Trastuzumab deruxtecan Breast cancer 33 772 1,031.858

Liquid tumours
Blinatumomab Acute lymphoblastic leukaemia 9 1018 21.162
Carfilzomib Multiple myeloma 6 181 319.772
Belantamab mafodotin Multiple myeloma 6 376 1,589.189
Gilteritinib Acute myeloid leukaemia 5 559 63.439
Venetoclax Chronic lymphoid leukaemia 5 457 10.734

CS cost savings, EA early access

leukaemia (nine CDUs), carfilzomib-multiple myeloma (six
CDUs) and belantamab mafodotin-multiple myeloma (six
CDUs). The analyses revealed an average EA to treatment of
1018, 181 and 376 days, respectively, and an average poten-
tial CS for the SSN of €21,162, €319,772 and €1,589,189.
Blinatumomab was the most used drug (nine CDUs; EA:
1081 days; potential CS: €21,162), and multiple myeloma
was the most frequent TI subject to CDU (13; 272 days;
€902.829) (Table 3). Data of EA and CS for all the combina-
tions, drugs and TI gathered through the study Compass-O
are reported in Tables 1 and 3 of the ESM (solid tumours),
and in Tables 2 and 4 (liquid tumours).

3.2 EA and Potential CS According to Innovative
Status of Onco-Haematological Drugs

Based on the categorisation according to the innovative sta-
tus, out of the 572 CDUs, 372 (65%) concerned non-innova-
tive “drug-TT” combinations, and 200 (35%) involved inno-
vative “drug-TT” combinations (Table 4). The latter allowed
598 days of EA and a total CS of €113,124,069.

The innovative “drug-TT” combination resulting in the
most significant potential savings for the SSN is trastuzumab
emtansine for breast cancer (Table 5). Throughout the study
period, there were 73 CDUs, allowing for an EA of 426
days and yielding the greatest CS of €610,388 per treatment.
Following this, the combinations trastuzumab deruxtecan
for breast cancer (n = 33; EA = 772 days; potential CS:
€1,031,858) and brigatinib for lung cancer (25; 1,101 days;
€72,776) were observed.

4 Discussion

The Compass-O study provided a descriptive overview of
the utilisation of CDU of onco-haematological drugs in
seven Italian centres, from 2016 to 2021. Thanks to the col-
laboration with the UFA, data regarding 783 CDU approvals
were collected: they concerned 69 different drugs, 35 differ-
ent TIs and 93 drug-TI combinations, and mainly the treat-
ment of solid tumours (90.5% vs 9.5% for liquid tumours).
The Compass-O study deepened two different aspects
of the CDU: the EA and the potential CS for the SSN.
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Table 3 Analysis of the average EA and average potential CS for the
National Health Service of the five most representative drugs and
therapeutic indications employed for the treatment of solid and lig-

uid tumours. Both are shown in decreasing order of the number () of
compassionate drug use approvals. The full list is reported in Tables 3
and 4 of the ESM

n EA per treatment (days)  CS per treatment (€)

Drugs

Solid tumours Nivolumab 146 434 1,299.749
Trastuzumab emtansine 73 426 610.388
Lorlatinib 33 653 65.425
Trastuzumab deruxtecan 33 772 1,031.858
Durvalumab 32 523 884.772

Liquid tumours Blinatumomab 9 1018 21.162
Carfilzomib 6 181 319.772
Belantamab mafadotin 6 376 1,589.189
Gilteritinib 5 559 63.439
Venetoclax 5 457 10.734
Therapeutic indications

Solid tumours Lung cancer 186 578 426.598
Breast cancer 111 524 732.052
Melanoma 77 401 477.120
Kidney cancer 62 628 2,173.104
Colorectal cancer 41 412 214560

Liquid tumours Multiple myeloma 13 272 902.829
Acute lymphoblastic leukaemia 9 1.018 21.162
Chronic lymphoid leukaemia 5 457 10.734
Acute myeloid leukaemia 5 559 63.439
Myelodysplastic syndrome 2 72 413.507

CS cost savings, EA early access

Table 4 Number (1) of compassionate drug use approvals, average EA, average and total potential CS of onco-haematological drugs, categorised
based on the innovative status of the “drug-therapeutic indication” combinations

Onco-haematological drugs n EA per treatment (days) CS per treatment (€) Total CS (€)
Innovative 200 598 565.620 113,124.069
Non-innovative 372 469 706.967 262,991.733
Total (innovative + non-innovative) 572 514 657.545 376,115.801

CS cost savings, EA early access

Regarding the EA, we observed that, by means of the CDU,
onco-haematological patients could access various drugs on
average 514 days earlier than their authorisation date for
reimbursement in Italy. This means creating significant ther-
apeutic opportunities, especially in the case of life-saving
and innovative medicines. According to the latest national
report on medicine use in Italy (year 2022), the number of
innovative medicines marketed from 2014 to 2022 increased
from 9 (4% of new therapeutic entities marketed in that year)
to 49 (17%) [18]. This trend could partly explain the notice-
able increase in CDU approvals observed during our study
period (2016-21).
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The drug trastuzumab deruxtecan can be seen as a clear
example of these benefits. In 2023, it was authorised in Italy
for the treatment of both HER2-positive [19] and HER2-
low breast cancer [20], following the encouraging results
of DESTINY-Breast03 [21] and DESTINY-Breast04 [22]
studies. For the period 2016-21, we collected 33 CDUs for
such a combination, resulting in 772 days of EA prior to the
AIFA resolutions [19, 20].

In contrast, in some cases, the CDU generated the EA
to therapies subsequently showing an unfavourable risk-
benefit profile. In December 2023, the combination belan-
tamab mafodotin, for the treatment of multiple myeloma, did
not obtain renewal for marketing authorisation from EMA
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Table5 Number (n) of approval, average EA, average and total
potential CS for the National Health Service of the innovative “drug-
therapeutic indication” combinations, employed within compassion-

ate programmes in the period 2016-21. The combinations are shown
in decreasing order of the number (n) of compassionate drug use
approvals

Drugs Therapeutic indications n EA per treatment CS per treatment (€)
(days)
Trastuzumab emtansine Breast cancer 73 426 610.388
Trastuzumab deruxtecan Breast cancer 33 772 1,031.858
Brigatinib Lung cancer 25 1.101 72.776
Avelumab Urothelial cancer 21 263 452.286
Alectinib Lung cancer 13 240 45.565
Pembrolizumab Melanoma 12 669 1,093.453
Atezolizumab Lung cancer 6 1.730 1,126.907
Gilteritinib Acute myeloid leukaemia 5 559 63.439
Osimertinib Lung cancer 3 376 24.289
Avelumab Merkel cell carcinoma 2 263 497.961
Ripretinib Gastrointestinal cancer 2 1.088 71.363
Nivolumab-ipilimumab Malignant pleural mesothelioma 2 271 42.729
Sacituzumab govitecan Breast cancer 1 574 885.849
Larotrectinib Dermatofibrosarcoma 1 665 175.762
Larotrectinib Salivary gland tumour 1 90 46.028

CS cost savings, EA early access

because of a lack of efficacy, as shown in the DREAMM-3
study [15, 16]. Here, we observed this combination as the
second most frequently dispensed among CDUs for liquid
tumours, with the involvement of six patients and an EA of
376 days prior to the AIFA resolution [23]. The analysis
based on the innovative status established by AIFA under-
lined that the EA for a drug considered as innovative was
important (598 days), corroborating the social and health
value of the CDU.

The Compass-O study analysed also the potential CS
associated with the CDU, whose costs are covered by the
pharmaceutical companies. For the analysable 572 CDUs,
we estimated a total potential CS, for the SSN, of over €376
million. Economic analyses of CDU in Italy are also reported
in a few other works, previously published by Jommi et al.
[3] [13] and Pilunni et al. [11] [ however, a direct compari-
son with the present study is not feasible owing to meth-
odological differences. In the first paper by Jommi et al., the
authors assessed the avoided costs if patients were treated
with the standard of care (when existing and reimbursed)
as an alternative to CDU, resulting in a net economic ben-
efit that ranged from €26.5 million to €50.6 million [3]. In
the second work, the evidence on the economic impact of
CDU was updated and integrated with a cost analysis from
the perspective of the SSN, resulting in a major economic
benefit of €47 million to €75 million [13]. The authors con-
sidered several other economic benefits, including the costs
avoided by not using alternative treatments, the costs of
side effects attributable to the drug used in CDU as well as

those potentially avoided by not using alternative therapies,
the cost of the drugs (and their side effects) administered in
combination with those in the CDU and the expenses related
to diagnostic services for determining treatment eligibility
(both of which are not covered from industry). The analysis
of Pilunni et al. [11] concerned CDU requests not all related
to onco-haematological drugs.

4.1 Strength and Limitations

Despite the seven UFA involved in Compass-O varying
in size and being evenly distributed throughout Italy, the
results obtained through their data cannot be considered
representative of the entire national population, and they
are difficult to generalise to the national level. Further-
more, the localisation of these UFA within hospitals or
facilities specialised in treating specific tumours (i.e. lung
tumours) might have influenced the nature of the data col-
lected (numerous compassionate use approvals for lung
carcinomas). It is also noteworthy that some major Italian
oncological centres, such as the National Cancer Institute
(Istituto Nazionale dei Tumori), the European Institute of
Oncology (Istituto Europeo di Oncologia) and the Veneto
Institute of Oncology (Istituto Oncologico Veneto), were
not included in Compass-O. This might have led to an
underestimation of the CDU during the study period in
Italy. Instead, the potential savings for the SSN were likely
overestimated because our methodological approach is
based on ex-factory prices, and does not take in account
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the confidential discounts applied in tendering procedures
or re-negotiation for incoming indications. Additionally,
our analysis did not account for the extra costs to the SSN
arising from diagnostic procedures and serious adverse
events associated with drugs used in CDUs, and for the
long-term cost impacts, as reported in other studies [3, 13].
Consequently, our analysis, which considers the avoided
costs of drugs, offers an alternative perspective for evaluat-
ing the economic impact of CDU.

It is important to point out that the present study
focused exclusively on onco-haematological drugs. While
these drugs constitute the majority of those involved in
compassionate use programmes, they are not the only
drugs. According to the latest updated list from AIFA (7
June, 2024), there are currently CDUs in Italy for the treat-
ment of other conditions, such as HIV, Dravet syndrome,
Lennox—Gastaut syndrome, sickle cell disease and Wal-
denstrom macroglobulinemia [24].

We recognise that it would be more accurate to separate
drugs not yet authorised by the EMA from those approved
but still under price negotiation with AIFA, when the
negotiation provides a certain number of free therapeutic
cycles as a form of discount. However, this distinction
should take into account that a drug might not be author-
ised by the EMA at the beginning of a patient’s CDU but
might undergo authorisation and negotiation during the
treatment period. Therefore, maintaining this distinction
for each patient and each treatment time could be chal-
lenging and could generate a misinterpretation of results.

In addition to shedding light on the CDU in Italy, the
Compass-O study demonstrated the strategic role of the
UFA for data collection and drug research. They could
play a pivotal role within the regional oncological net-
works, not only to prepare oncologic drugs but also to
generate evidence and research on these drugs.

5 Conclusions

The Italian and multicentric study Compass-O revealed
that CDU of onco-haematological drugs is a large-scale
phenomenon, and in the last few years, it benefited many
patients with limited therapeutic options. In recent years,
the literature reporting results of Italian CDU has notably
increased, suggesting a greater diffusion and interest in this
practice. Nevertheless, comprehensive data for Italy are cur-
rently unavailable because centralised monitoring of ongo-
ing CDU in our country by health institutions is lacking.
The establishment of such a national observatory, at first for
onco-haematological drugs, would be facilitated by an infor-
matics platform for data entry, to be created starting from the
common data model used in the present study.
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It is worth underlying that the Decree of 7 September,
2017, in Article 4 (paragraphs 3, 4 and 5), establishes that all
requests for CDU evaluated by the ethics committees must
be sent to AIFA for further evaluation. A practice example of
this situation can be found in the article by Montanaro et al.,
which reports on the activity of the Ethics Committee of
the University Hospital of Bologna from 2010 to 2016 [25].
Hence, because an interaction between these two authorities
is already foreseen, it could be easy to move further toward
the establishment of this observatory. To this end, we believe
that the National Report OsMed, which annually provides
an analytical description of medicine use in both national
and regional contexts, could be a valuable starting point to
establish this observatory [18]. In the latest report, a list of
compassionate use programmes for rare diseases activated
in 2022 can be found; however, a dedicated and extensive
section on this topic could be added, taking advantage of this
initiative, promoted by AIFA and active since 2001. Such
an observatory could also monitor other EA programmes
active in Italy, such as the 648 List [26] and the 5% Fund
[27], being relevant to the SSN reform proposal aimed at
unifying these programmes into a single programme [28]. In
conclusion, Compass-O can be considered a significant pilot
project, and the inclusion of more Italian UFA is strongly
encouraged to provide a better understanding and descrip-
tion of the phenomenon of CDU.
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