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Introduction

ABSTRACT

Introduction: In January 2022, Italy fully implemented EU Regulation No. 536/2014, revolutionizing the national
framework for clinical research on medicinal products. This marked a critical shift for non-profit sponsors, who
are now required to align with high-quality standards and ICH-GCP guidelines. Understanding their level of com-
pliance is essential to identify systemic barriers and areas needing support.

Methods: In March 2024, a 50-item anonymous pilot survey was distributed via social media to assess the
operational and regulatory compliance of non-profit sponsors managing clinical trials in Italy. The survey focused
on three domains: data management, risk assessment, and monitoring practices. Responses were collected from
32 non-profit sponsors.

Results: The findings revealed substantial compliance gaps. Approximately 91% (n = 29) of respondents reported
they rarely or never prepare core GCP-required documents, including Data Management Plans and Statistical
Analysis Plans. Only 25% (n = 8) routinely conduct risk assessments before protocol drafting. Monitoring visits,
either remote or on-site, were performed by 63% (n = 20) of sponsors. Among those not conducting on-site mon-
itoring (n = 14), the primary constraints reported were staff shortages (29%, n = 4) and financial limitations (57%,
n = 8). Alarmingly, within this same subgroup, 29% (n = 4) believed that on-site monitoring was unnecessary,
despite regulatory mandates. This attitude extended to remote monitoring activities as well.

Conclusions: The survey highlights major challenges faced by non-profit sponsors in meeting regulatory expec-
tations. Limited resources and a lack of trained personnel significantly impair compliance with GCP standards.
To ensure research integrity and patient safety, targeted support strategies and policy interventions are urgently
needed to empower non-profit research in adapting to the evolving regulatory landscape.

Keywords: Non-profit clinical research, Good clinical practice (GCP), Regulatory compliance, Risk assessment,
European Regulation 536/2014

both to adhere to rigorous quality standards and the ICH-GCP
guidelines on Good Clinical Practice (GCP). The distinction

In early 2022, the European regulatory framework for clin-
ical trials underwent a significant transformation with the full
implementation of European Regulation No. 536/2014(1).

This regulation aimed to harmonize clinical trial manage-
ment and authorization processes across European Union
member states, fostering collaboration. One of the most
significant implications has been the alighment of responsi-
bilities between for-profit and non-profit sponsors, requiring
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between for-profit and non-profit research has been histor-
ically pronounced, particularly in countries like Italy, where
specific legislation has been enacted to support non-profit
studies (2,3). The first version of the Italian decree specifi-
cally regulating non-profit research (2) legitimized non-profit
sponsors to apply a quality system that was far less stringent
than that required for sponsored research; for example, com-
pliance was limited to the GCP principles rather than the full
set of requirements. The recent revision of the decree (3) has
instead eliminated this dualism, also because it opened up
the possibility of transferring data from non-profit trials for
registration purposes, marking a key development in Italy’s
approach to managing clinical research. This shift recognizes
the innovative value of non-profit studies and their poten-
tial impact on clinical practice (1-4). However, the transition
has posed challenges for non-profit sponsors, who have been
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forced to rapidly adapt to strict new criteria within an already
constrained environment. Despite a temporary uptick in inde-
pendent trials during the COVID-19 pandemic, especially in
immunology, the overall trend has been one of decline, with
a notable reduction. Data from the Italian Medicines Agency
(AIFA) shows that between 2012 and 2023, the proportion of
non-profit trials dropped by 56%, from 32.35% (n = 225) to
15% (n = 98) of all trials conducted in Italy, reaching its lowest
level since 2000(5-7) (Fig. 1).

While there was a modest increase in 2023, it remains
uncertain whether this marks the beginning of a sustained
recovery. Moreover, the majority of academic clinical trials
were proposed by a small number of non-profit sponsors. In
fact, in 2022, just 16 non-profit sponsors started more than
one trial, with none exceeding three (7). The causes of this
decline are multifactorial, with financial constraints being
a pivotal factor. Italy’s investment in research and develop-
ment stands at 1.4% of Gross Domestic Product (GDP), well
below the European Union average of over 2%, and only a
small portion of this is allocated to independent clinical
research(8,9).

In Italy, the shortage of funding directly impacts the avail-
ability of skilled staff dedicated to clinical research, which is
25% lower than the European average. As a result, the respon-
sibility of managing clinical trials often falls to clinicians, who
are already burdened with their healthcare duties (1). In
2023, only 42% of Italian sites had a dedicated clinical trial
management unit, with staff typically employed on precari-
ous or non-permanent contracts (10). This situation is further
exacerbated by the lack of formal professional recognition
and career paths for key clinical research roles, such as data
managers, clinical research coordinators, and research nurses
(11-13). The absence of recognized roles and structured train-
ing programs contributes to job insecurity, limits the ability
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of public institutions to recruit and retain qualified person-
nel, and leads to high turnover, with trained staff frequently
moving to private sector, including contract research organi-
zations and pharmaceutical companies (10,14). These struc-
tural challenges, combined with the requirements of the new
regulation, underscore the need for a multidisciplinary team
(10,11), comprised of highly specialized personnel, a critical
resource for enhancing research quality, ensuring adherence
to ethical standards, and providing essential bureaucratic
support (10,15-17). Unfortunately, most public institutions in
Italy lack such organization, and where it exists, staff are often
inadequately trained due to the absence of formal training
programs for roles such as clinical research coordinators or
research nurses (10,18). Moreover, the increasingly inefficient
Italian bureaucracy paradoxically complicates the authoriza-
tion processes that Regulation (EU) No. 536/2014 intended
to simplify (5,19-21). Given these challenges, it is reasonable
to question how ltalian non-profit research will be able to
meet the stringent regulatory requirements. To address this,
a pilot survey was conducted to provide an overview of the
current state of practice and to assess researchers’ general
attitudes towards, and self-reported adherence to, Good
Clinical Practice (GCP), and to evaluate whether, two years
after the implementation of Regulation (EU) No. 536/2014,
Italian non-profit sponsors are adequately positioned to man-
age interventional studies, both in terms of trained personnel
and compliance with the current regulatory framework.

Material and methods

Between March and April 2024, a survey was con-
ducted to assess the management practices of clinical trials
within Italian public institutions. A preliminary version of
the questionnaire was distributed to three clinical research

FIGURE 1- Data trends from the
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coordinators for pilot testing, during which valuable feed-
back was collected to refine its structure. The final version
contained 50 questions, both single and multiple-choice,
designed to evaluate the management of clinical trials,
ensure data quality, and assess adherence to regulatory
requirements. Multiple responses were allowed, so some-
times the sum of percentages may exceed 100%.

The survey focused on key procedures such as protocol
development, the drafting of the Statistical Analysis Plan
(SAP), the Data Management Plan, including risk assess-
ment, and the preparation of the Trial Master File (TMF).
Additionally, the survey examined the development of the
Data Management and Data Monitoring Plan.

The survey remained open for 30 days, allowing respon-
dents to complete it either anonymously or with identifica-
tion of their institution, after reviewing the initial privacy
notice. It was disseminated to members of the Italian Data
Manager-Clinical Research Coordinators Group (GIDMcrc)
and also to the wider Italian clinical research community via
social media channels. As a descriptive survey and given the
lack of an official list of clinical research professionals in Italy,
no formal estimation of the required sample size was made,
and the number of professionals invited to participate could
not be determined. No specific reference period was defined,
as the survey was designed to evaluate researchers’ attitudes
and self-reported practices regarding compliance with Good
Clinical Practice (GCP) in order to characterize overall GCP
adherence during a transitional regulatory phase.

Results

A total of 167 respondents from institutions operating
within Italy participated in the study. However, a significant
portion of the responses was excluded due to invalidity,
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resulting from incomplete (n = 82) or inconsistent (n = 4)
responses, as well as submissions from individuals working
in sites that do not conduct non-profit clinical trials (n = 33).
Consequently, the final sample comprised 48 public sites.
Half of these sites (50%, n = 24) were Research Hospitals and
Scientific Institutes (IRCCS), with a similar proportion from
Hospital Companies (46%, n = 22), including both university-
based and non-university-based institutions, and 4% (n = 2)
representing non-profit associations.

The majority of respondents primarily work as clinical
research coordinators (83%, n = 40). The analyzed sites are
engaged in clinical research either as sponsoring entities (n = 32)
and/or as participant sites (n = 42) in non-profit interventional
studies. Among the sponsoring sites, 72% (n = 23) conduct, on
average, between one and four trials annually, while only 28%
(n =9) manage five or more. The participating sites (n = 42) are
involved in a higher number of trials, with 62% (n = 26) report-
ing participation in five or more clinical trials per year (Fig. 2).

The survey analyzed the management practices of non-
profit clinical trials sponsored by the responding sites (n =32,
67%). Regarding trial design activities, only 25% (n = 8) of
the sites reported conducting an adequate risk assessment
to develop study procedures and protocols. Furthermore,
the preparation of essential documents mandated by ICH-
GCP standards was limited, with only a minority of sites pre-
paring key documents such as the Statistical Analysis Plan
(SAP) (50%, n = 16), the Data Monitoring Plan (DMP) (38%,
n = 12), and the Data Management Plan (DMP) (22%, n = 7)
(Fig. 3). In the majority of cases (72%, n = 23), the respon-
sibility for the preparation and management of additional
study documents and the Trial Master File (TMF) was fully
entrusted to the clinical research coordinator at the spon-
soring site. Only 3% (n = 1) of the sponsors report not pre-
paring any TMF, while the remaining sites either assigned

FIGURE 2 - Survey on clinical
trials, responses to the que-
stion: “On average, how many
non-profit clinical trials do you
conduct per year?” Sample: 32
respondents conducting trials
as sponsors and 42 respondents
participating as satellite sites.
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this task to the local Clinical Trial Quality Team (CTQT), where
available, or delegated it to an external Contract Research
Organization (CRO).

Regarding study management, staff training on trial
procedures is ensured in the majority of cases, conducted
both at the local level (84%, n = 27) and at satellite sites
(72%,n = 23).

Monitoring of site activities is reported in 63% (n = 20) of
cases, either on-site and/or remotely. On-site visits are con-
ducted consistently in 31% (n = 10) of cases, while 13% (n = 4)
of sponsors conduct them only occasionally, and an equal
proportion report not knowing whether their sites orga-
nize monitoring activities (13%, n = 4). As for remote Vvisits,
despite being more cost-effective and easier to organize,
they are conducted for each study in 38% (n = 12) of cases
and occasionally in 16% (n = 5). Similarly, a proportion of
respondents report not knowing whether any monitoring is
performed (16%, n = 5) (Table 1). Although monitoring visits
occur sporadically, when they do take place, compliance with
protocol requirements is consistently verified (100%, n = 20),
along with the proper completion, collection, and archiving
of informed consents (95%, n = 19), and adherence to the
ALCOA+ principles for data integrity (95%, n = 19) (19).

TABLE 1 - Survey on clinical trials, responses to the question: "Do
you conduct monitoring visits during your multicenter trial?” Total
respondents n = 32.

Do you conduct On-site Remote

monitoring visits during monitoring monitoring
your multicenter trial? 44% (n = 14) 53% (n=17)
Yes 31% (n = 10) 38% (n=12)
Sometimes 13% (n = 4) 16% (n =5)
I do not know 13% (n =4) 16% (n =5)
No 44% (n = 14) 31% (n = 10)

Among sponsors who do not conduct on-site monitoring
visits (44%, n = 14), responses were heterogeneous as multiple
reasons could be selected; the most frequently cited challenges

© 2026 The Authors. Published by AboutScience - www.aboutscience.eu
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FIGURE 3 - Survey on clinical
trials, responses to the que-
stion: “Does your organization
prepare these documents for its
sponsored clinical trials?” Sam-
ple: 32 respondents conducting
trials as sponsors.

Data Monitoring Plan

were limited financial resources (57%, n = 8) and a shortage
of dedicated staff (29%, n = 4), with these factors often being
interrelated. Additionally, some sponsors who do not perform
on-site monitoring (29%, n = 4) consider it unnecessary, despite
legislative requirements, and the majority of these sponsors
(75%, n = 3) do not perform a risk assessment during protocol
development. A similar trend was observed for remote visits,
with 30% (n = 3) of those not conducting them (31%, n = 10)
stating that they do not find them necessary (Table 2).

TABLE 2 - Survey on clinical trials, responses to the questions:
“What are the reasons for not conducting monitoring visits?”. The
sample sizes (n=14 for on-site monitoring; n=10 for remote moni-
toring) represent the subgroups of respondents who reported not
conducting monitoring visits (the "No" group from Table 1).

What are the reasons On-site Remote
for not conducting monitoring monitoring
monitoring visits?

Budget Problems 57% (n = 8) 20% (n = 2)
Lack of trained staff 29% (n = 4) 10% (n=1)
Not felt necessary 29% (n = 4) 30% (n = 3)

To further support the findings reported by non-profit
sponsors, we surveyed participants regarding the manage-
ment of non-profit clinical trials in which they are involved
as satellite sites and 42 answers were collected (88%).
According to the findings, non-profit sponsors organize train-
ing on study procedures prior to the initiation of most trials
(69%, n = 29). Additionally, the majority of respondents (88%,
n = 37) reported receiving monitoring visits, whether on-site
and/or remotely. Focusing specifically on this subgroup, we
analyzed the verification of study documentation during
these visits. The majority of these 37 respondents indicated
that the sponsor frequently checks the accuracy of informed
consents (78%, n = 29), adherence to ALCOA+ principles in
data collection (76%, n = 28), proper management of the
Investigator Site File (ISF) (65%, n = 24), and compliance with
the study protocol (92%, n = 34).
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Discussion

The survey results indicated that a substantial portion of
clinical trials promoted by Italian public sites, in their role
as non-profit sponsors, did not fully comply with regulatory
requirements and ICH-GCP standards (22). These guidelines
required that clinical trial designs adopt a risk-proportional
approach, based on a thorough analysis of the study proce-
dures, followed by the development of appropriate risk man-
agement plans to safeguard participant safety and ensure
the scientific integrity of the collected data (22). Of particular
concern, 91% (n = 29) of the surveyed sponsors reported that
they either never or only partially prepared the documents
necessary for optimal trial quality management.

These findings provided a valuable overview of clinical
research practice in Italy, offering insights into research-
ers’ attitudes and self-reported adherence to Good Clinical
Practice, and highlighting the challenges faced during the
study period. They were intended to provide an overview
of the situation immediately following the introduction of
the new regulation. It should be acknowledged, however,
that the survey had limitations. In particular, it did not
include items specifically designed to capture potential dif-
ferences in management quality between studies initiated
before and after the implementation of Regulation (EU) No.
536/2014, and practices may have evolved since data collec-
tion. Accordingly, the findings should be interpreted within
their temporal and national context, providing insight into
the quality and organizational characteristics of ongoing
research during the transitional phase. While they may not
fully reflect current practices or broader international experi-
ences, the results remain informative regarding studies that
could be ongoing or whose data were being collected during
that period, potentially supporting assessments of study
quality.

The increasingly complex regulatory landscape, with
its high standards, presents significant challenges in the
academic research context. This situation is particularly
difficult for non-profit sponsors, who must meet stringent
requirements without sufficient resources, ultimately lead-
ing to partial compliance. Nonetheless, a noteworthy and
encouraging finding from the survey is the consistent effort
to provide training to site staff prior to trial initiation. This
practice reflects a clear commitment by sponsors to main-
tain the integrity and reliability of clinical trial conduct,
despite existing resource constraints. This approach is fur-
ther corroborated by satellite sites, which also report pre-
study training as a standard and routine component of trial
preparation.

In this perspective, the upfront investment required to
strengthen quality frameworks in non-profit research may
be balanced over time by the added value of rigorously gen-
erated datasets. High levels of data quality and governance
can enhance the potential transfer of research data for com-
mercial use, thereby supporting sustainable funding mecha-
nisms and contributing to the long-term viability of academic
and non-profit clinical research, ultimately fostering a self-
reinforcing cycle that can propel academic research forward
in the long term.

Management of Italian non-profit clinical trials

Conclusion

The survey was designed to assess the state of public non-
profit research in Italy, two years after the full implementa-
tion of Regulation (EU) No. 536/2014. While the regulation’s
objective was to harmonize clinical trial regulations across
European Union member states, improving the manage-
ment of trials, its most significant impact has been the cre-
ation of increasingly high barriers for independent research.
Considering the presence of at least 134 institutions engaged
in oncology-related clinical research (23), along with a signif-
icant number of sites not yet included in other therapeutic
areas, it is evident that the survey described here represents
only a small portion of the potential sample size (n = 48). To
strengthen the findings, it would be valuable to replicate the
survey focusing on already registered sites. Despite the lim-
ited sample size, however, the results already indicate that
sponsor sites face considerable challenges in fully complying
with the stringent legislative requirements, primarily due to
insufficient financial and human resources. Consequently,
a significant proportion of non-profit sponsors, including
Research Hospitals and Scientific Institutes (IRCCS) as well
as hospital companies, lack the necessary resources to man-
age clinical trials in compliance with ICH-GCP guidelines (22).
This highlights the pressing need for targeted interventions
to support public non-profit sponsors. Streamlining pro-
cesses could represent a crucial step toward improving trial
management and enhancing compliance across these sites.
Furthermore, increasing funding for the non-profit sector
would enable institutions to recruit sufficient and adequately
trained personnel to manage clinical trials, in line with the
complexities of both the European regulatory environment
and ltaly’s bureaucratic framework. In addition, the devel-
opment of national templates to assist in drafting essential
yet often overlooked documents, such as the data manage-
ment plan, could significantly improve compliance among
non-profit sponsors, thereby enhancing the overall quality of
clinical trials conducted in Italy. Finally, it is critical to recog-
nize the need to incorporate specialized roles within research
teams, such as clinical research coordinators and data man-
agers, key figures in clinical research that remain insufficiently
recognized and unevenly distributed across clinical sites.
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