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INTRODUCTION

Since the beginning of SARS-COV2 outbreak in
Wuhan, more than 54 million people have been
infected all around the world, reaching over a mil-
lion deaths (1). The rapid spread of the COVID-19

IMPACT STATEMENT

The paper provides an overview of the actions
taken to preserve clinical research during the pan-
demic, some of which it would be important to
maintain in the future.

pandemic posed an unprecedented challenge for
healthcare and research systems, facing the worst
crisis in the last 50 years (2).

In the early phase of the pandemic outbreak, Italy was
the most affected European country: the first forced
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to a profound re-organization of the healthcare sys-
tem, to not only effectively handle the pandemic but
also keep the routine patient management and care.
In this scenario, the research system had to pro-
vide scientifically useful and rapid answers, under
an unprecedented media pressure.

HEALTHCARE HOSTAGE OF THE
COVID-19

Providing care to patients has been extremely
challenging, especially for oncologists.

Cancer patients infected with COVID-19 coronavirus
have a 3.5 times increased risk of requiring admis-
sion in an intensive care unit (3); moreover, as most
of adult Cancer Department resources are used to
respond to the health emergency, patients are often
treated in centres already suffering, due to the pan-
demic, from limited resources and instruments (4).
In dedicated cancer centres, the general policy was
to attempt to stay COVID-19 free, to ensure that
enough clinical and intensive - care capacity could
be reserved for critical cancer situations (5). An
impossible goal for non-dedicated cancer institu-
tions, to the point that international cancer soci-
eties decided to spread out priority driven guide-
lines for the management of onco-hematological
patients during the emergency period (6).

READJUSTING CLINICAL TRIALS

The pandemic has caused a massive disruption
in research worldwide; laboratories have closed,
communications shut down, conferences can-
celled and thousands of clinical trials (around 80%
of non-COVID-19 ones) temporarily or perma-
nently suspended. Furthermore, many research-
ers have been transferred, especially in the first
months of the emergency, from clinical trials ac-
tivity to operating in emergency and/or COVID-19
dedicated units (7).

A marked decline in screening and patient accrual
has been detected (8), although in many cases only
new recruitments were suspended, while already
included patients continued to receive treatment
thanks to alternative plans, jointly implemented by
founders, institutions and regulatory authorities.
This profound disruption has also affected the
field of paediatric cancer, the early-phase clinical
research above all (9).

During COVID breakdown, Pharmaceutical Indus-
tries and Sponsors made efforts to accelerate trial
innovations providing digital tools thus allowing
virtualization of certain processes to protect pa-
tient safety and trial integrity, also with support
from regulatory guidelines (10). Simultaneously,
Regulatory Agencies, first of all the Italian “Agen-
zia Italiana del Farmaco (AIFA)’, have implemented
extrAROdinary measures to guide stakeholders in
ensuring patient care and maintaining good data
quality (11-13).

Indeed, we can pinpoint the main goals of these
regulatory guidelines in clinical research being: the
safeguard of patient safety, guaranteeing therapeu-
tic continuity and the work ship of data integrity and
consistency. Actual operating instructions are widely
spread also with the help of scientific societies (14).
New trials regarding COVID-19 infection were
fast tracked, existing inefficiencies were promptly
identified and streamlined, Good Clinical Practices
(GCP) applied in a less conservative way, demon-
strating that a reasonable balance between pa-
tient safety, regulatory burden, scientific quality
and integrity may not be a utopia.

Patients remain central in any decision at all times
from clinical to research activities, also during the
adjustment of ongoing clinical trials. This centrality
is the driving force behind various guidelines, lead-
ing especially in Italy, to the unhinging of rules that
seem like engraved in stone.

Below, we highlight five innovation key points in-
troduced by the guidelines for the management of
clinical studies in the emergency period. Five nota-
ble reflections, perhaps worthy of being taken into
consideration even in non-emergency times.

Telemedicine and activities outside the
experimental site

Travel restrictions adopted during the pandemic
led to delays and in some cases the impossibility
for many patients to reach the trial sites at sched-
uled visits and laboratory or instrumental tests. In
order to minimize the risk for patients to withdraw
from treatment, regulatory authorities granted the
possibility to perform blood tests, imaging or other
diagnostic tests at the nearest local facility, provid-
ed it be certified as per national requirements.
This experience may be continued and integrated
into clinical trial procedures, especially for the benefit
of patients living far from specialized centres, at least
for procedures not correlated to the primary end-
point of the study. Obviously if this practice becomes
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routine, valid mechanisms should be established to
track and reimburse these extra institutional proce-
dures. In addition, the staff of the peripheral centres
should be adequately trained, and a clear division of
responsibilities must be put in place under the su-
pervision of the team, this being an objective easily
achieved by strengthening the research networks
(15). Efforts to protect the patient have gone so far
as to enable direct dispatch of oral medication from
the hospital pharmacy to the patient's home, anoth-
er practice that, after careful planning and adequate
workforce, may become standard procedure.

The need for physical distancing to protect patients
and research staff also motivated Countries to rapid-
ly implement telemedicine programs (16). Telemedi-
cine has already been around for 20 years, however
before the pandemic it was mostly underused and
in many cases hampered by administrative and/or
bureaucratic barriers, such as the need for costly
nationwide standardized payment policies, that ul-
timately prevented this approach from being incor-
porated into clinical practice or clinical studies (17).
Having said that, many study-specific activities can be
potentially provided through electronic tools: med-
ical history collection, evaluation of quality of life,
informed consent discussion and signature, re-con-
sent and follow up visits are just some examples.

Decentralization and remote oversight
Another consequence of the restrictions imposed
by the pandemic concerned the impossibility of
carrying out on-site monitoring visits by CRA or
Sponsor delegates, forcing replacement with alter-
native forms of oversight and monitoring.

Despite the fact that some forms of monitoring and
especially of source data verification (e.g., use of
Skype or Zoom) have currently been prohibited in
many European Countries by local data protection
policies, alternative ways such as mixed and risk-
based systems, should not be excluded and could
make way for large economic savings, all the while
guaranteeing patient safety. This is especially true
for studies promoted by non-profit organizations
(18). There is no doubt that this evolution cannot
occur without a general technological advance-
ment of healthcare, especially in Italy, starting from
electronic medical records, that are still far from
being successfully or uniformly implemented.
Furthermore, remote work should become stand-
ard practice at least partially for audits and inspec-
tions, albeit maintaining certain activities that can-
not be deferred on site.

A single ethical evaluation

The process adopted to quick start COVID-19 trials in
Italy, which requires the approval by the Agenzia Ital-
iana del Farmaco (AIFA) and that of only one Ethics
Committee (EC), instead of every EC of each exper-
imental centre involved, has significantly shrinked
the timeline for authorization (14.1 £ 9.8 days rather
than a mean of about 150 days). This was the big-
gest novelty for Italy, for a long time accustomed to
a multitude of Ethics Committees and a redundancy
of start-up procedures, often suffocating studies.
Considering the success of this approval process
during the pandemic, it would be desirable to
maintain it, also considering that this would finally
bring us in line with the provisions of the Europe-
an Regulation 536/2014 already fully implemented
by other European Countries like Spain, and ulti-
mately slashing costs of submission. Moreover,
this could be applied to different types of clinical
research, observational studies included.

Some concerns regarding this approach regard the
possible overload for the Ethics Committee and
the risk that a single ethical opinion might reduce
the strictness of the evaluations. This being said,
the current number of Ethics Committees existing
in Italy (around ninety) and the number required
by the Law 3/2018 should allow a not so onerous
distribution of the authorization procedures.
Intermediate solutions could be evaluated, such
as the establishment of a few highly specialized
committees in the various areas of research, or in
specific pathologies, which could be called upon
depending on their expertise and on the subject
of the experimentation, all the while guaranteeing
that a national opinion is expressed.

Bureaucracy give way to science

The administrative burden of clinical research is a
problem that has been alarming stakeholders (18)
and contract and budget negotiations have been
identified as time-consuming procedures interfering
with study participation, to the point that the Amer-
ican Society of Clinical Oncology recommended the
adoption of standardized contract templates (19).
Although in Italy the National Coordination Centre
of Ethics Committees recently released a standard
contract template for profit interventional studies,
the negotiation process is still excessively cen-
tre-dependent and delayed by additional proce-
dures imposed by the individual institutions and/
or ethical committees. In addition, there are still
ongoing redundant procedures requiring periodic
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collection of identical documents that could easily
be shared between study promoters (e.g., curric-
ula, trainings, certifications) and the reluctance to
adopt simplifications that could save a lot of time
and energy, trivially the use of the electronic sig-
nature.

On this subject, many exceptions have been grant-
ed during the pandemic thus enabling us to witness
in Italy the kick-start of an academic study with the
involvement of 600 centres in just 3 weeks. Note
this was a prestigious study, evaluated by AIFA.
Finally, we ought to necessarily stop and consid-
er how much work we have done so far was really
useful in order for bureaucracy to give way to sci-
ence once and for all.

No chance for research without professionals
The emergency period has emphasized how pro-
fessionals dedicated to the management of the
clinical trials and data collection, such as the Study
Coordinator and Study Nurses, play a crucial role
for the success of a clinical study, particularly in
support of Investigators.

The current legislation requires their mandatory
presence for phase 1 centres, and the Law 3/2018
imposes that “clinical trials of medicines make
use of specific professionalism in the field of data
management and research coordination”. How-
ever, these professional figures are substantial-
ly under-represented; adding to, a considerable
heterogeneity in terms of education backgrounds,
training and job descriptions, there is the of con-
tractual stabilization and the lack of professional
recognition at an institutional level (20, 21).
Nevertheless, there is ample evidence in literature
that the presence of research infrastructures in-
creases the performance of the centre and these
are now mandatory, also given the whirling in-
crease in the complexity of the research (22-24).
During the pandemic there was a deep gap be-
tween structures with strong infrastructures,
which managed to keep their research projects
going and even promote new ones, also thanks to
the possibility of implementing smart working (25),
and small research centres which, having no ade-
quate staff, were forced to stop clinical research
activity all together.

Especially in view of at full application of European
legislation, which will greatly increase the complex-
ity in the management of studies for non-profit
organizations, the stabilization of these resources
can no longer be postponed (26).
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PREPARING FOR THE FUTURE

The COVID-19 pandemic has caused an unparal-
leled global emergency, but at the same time it
has triggered a profound analysis of ethics and
research organization. Above all, it has allowed to
make a way for a new vision of clinical research.
Clinical trials are an essential tool for scientific pro-
gress but COVID-19 has exposed aspects regarding
their design and conduct that could be improved
and simplified. Most trial aspects could be stream-
lined and modernized, and bureaucracy lightened
without dramatic consequences at the expenses of
research quality and consistency.

The innovations introduced during the pandem-
ic by regulatory authorities have proved so suc-
cessful that many stakeholders are clamouring to
keep them even when the pandemic will be finally
over (27-30).

Primarily Italy, which has always been pointed out
as a slow Country with excessively cumbersome
bureaucracy, through the joint work of Institution,
regulatory authorities and stakeholders could re-
cover its prestigious place in the world of research.
The important lessons learned during the pandem-
ic must not disappear at the end of the emergency.
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