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A B S T R A C T 

 

The COVID-19 pandemic has led us to consider the work schemes used so far and reflect on tools that can 

help us continue to fulfil our obligations and routines safely, such as remote audits, which are analyzed in 

this article. 

 

 
Introduction 

 
December 2019, Wuhan City (Hubei Province), China. 

The first cases of patients with pneumonia of unknown 

origin, later attributed to a virus in the coronavirus 

family and finally baptized by the World Health 

Organization (WHO) as COVID-19 (acronym for 

coronavirus disease 2019) are reported to local Health 

Authorities, with the virus being finally classified as 

SARS-CoV 2 (Severe Acute Respiratory Syndrome 

coronavirus 2). 

 

On 7 January 2020, the entire genome of the virus 

causing the disease is sequenced. By then, the WHO 

had already warned that the disease caused by this new 

virus should be considered a global health alert. On 11 

March 2020, given the progress of the disease on a 

global scale, its assessment by the WHO is changed and 

it is officially classified by the international body 

responsible for ensuring global health as a global 

pandemic, the highest degree of health alert. 

 

From that date of 11 March 2020 until today, the 

progression of the disease has been unstoppable, 

becoming an infection that due to its global impact, has 

been compared to the pandemic influenza that ravaged 

the world at the beginning of the last century, 

specifically, in the year 1918 and which caused millions 

of deaths worldwide.  

 

Audits within clinical research are a fundamental 

element for analyzing the risk level of the clinical trials 

that are intended to be planned (in the case of supplier 

audits prior to the start of the study), or those that are 

already underway, by means of the objective data they 

obtain. The strategies of risk analysis are an element to 

which the sponsors  of clinical trials have to pay more 

and more attention within their clinical research 

planning strategy, not only due to the increasingly 

demanding regulations in the sector that recommend 

and encourage such an analysis, but also due to the 

increasing complexity of clinical research protocols and their 

associated costs, which force sponsors  not to leave the fate 

of that investment in clinical research to chance, due to risks 

not identified or detected in time. 

 

Leaving aside the evident and notable health impact that the 

pandemic is having on the health systems of different 

countries, the measures of confinement and reduction of 

mobility established in many of them to control the progress 

of the epidemic have also meant a notable reduction in 

economic activity from the first moment of their launch. 

Although the impact has varied depending on the economic 

sector, practically none has been left untouched, also 

including the area of research and development in the 

pharmaceutical sector and more specifically clinical 

research. In the next sections of this article we will look at 

the degree of impact, the implications that it entails and how 

to overcome it. 

 

Expansion of the pandemic and clinical trials 

 

As the care burden in the health services of the different 

hospitals has increased as a consequence of the increase in 

the number of people affected by the disease, the priority 

on the part of the health centres has been to care for these 

patients, but what has happened to patients who were 

already participating in ongoing clinical trials in other 

pathologies and who also require medical follow-up within 

the study? The situation may vary according to the sponsor  

of the research, the design of the trial, the monitoring plan 

and the tools that said study had initially planned for the 

follow-up of patients within the clinical trial. At a general 

level, it can be asserted that the effects of the pandemic on 

ongoing clinical trials have undoubtedly led to unforeseen 

difficulties that may have given rise in some cases to 

interruption of recruitment in clinical trials with active 

recruitment, delay of planned visits in the protocol, stoppage 

of face-to-face monitoring visits, impossibility of carrying out 

audits in the centres and changes in the logistics of 

collection of the study medication by the participating 

patients, among others.  
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To respond to these concerns of the pharmaceutical 

sector that have arisen as a consequence of the health 

crisis in relation to clinical research already underway, 

the Spanish Agency for Medicines (AEMPS) published a 

document on its website 

(https://www.aemps.gob.es/) on 16 March 2020, 

entitled Exceptional Measures Applicable to Clinical 

Trials to Manage Problems Arising from the COVID-19 

Emergency, which has been updated as of 1 July  2020 

and in which sponsors  of clinical trials have been given 

instructions on how to act in relation to trials that were 

already underway in clinical sites before the health 

emergency. In this note, the AEMPS has not made any 

specific mention of audits of clinical trials, but it does 

refer to their monitoring, indicating that the update of 

the monitoring plans are measures to be taken into 

account by the sponsors  of ongoing clinical trials, that 

centralized and remote monitoring should be prioritized 

in the clinical sites participating in the studies without 

overloading them, and that the verification of source 

data (comparison of the information entered in the case 

report forms  with the source documentation of the 

study, such as the patient's medical records, among 

others) should be postponed until the health emergency 

has passed. It should be noted that such verification of 

the source data is a crucial process in clinical trials since 

it allows the integrity of the data to be analyzed to 

ensure its reliability, before it is submitted to the 

regulatory authorities for review of the final dossier with 

the results. 

 

As we have already indicated, this AEMPS document has 

not included any specific reference to the audits of 

clinical trials, since this has been included in another 

general document published by the European drug 

regulatory authority, the European Medicines Agency 

(EMA), on its website 

https://www.ema.europa.eu/en whose latest 

version (3) dated 28 April 2020 is titled: Guidance on 

the Management of Clinical Trials During the COVID-19 

(Coronavirus) Pandemic. In section 12 of said document 

(changes at the level of audits), it was indicated that 

face-to-face audits of clinical trials should generally be 

avoided or postponed unless they were allowed 

according to the restrictions of social distancing at the 

national, local and/or organizational level. Only in the 

case of clinical trials that were critical could the 

undertaking of face-to-face audits be considered as a 

possibility after discussion with the Principal 

Investigator of the study in the site. In addition, the 

EMA has issued the document “Guidance on remote GCP 

inspections during the COVID-19 pandemic” 

(EMA/INS/GCP/162006/2020, 18 May 2020) providing a 

methodology for official remote GCP inspections that can be 

used also auditing. 

 

Also note that a document was also prepared in March 2020, 

updated as of 2 July  2020, at the level of the American FDA 

(Food and Drug Administration) entitled FDA Guidance on 

Conduct of Clinical Trials of Medical Products During COVID-

19 Public Health Emergency, which aims to collect the 

agency's opinion regarding the measures that clinical trial 

sponsors  should take into account to preserve the safety of 

patients participating in ongoing clinical trials, as well as the 

integrity of the data of such studies. Although the document 

makes references to how to manage monitoring activity 

during the health crisis, indicating to sponsors  the 

assessment of the use of remote and centralized monitoring 

to overcome the limitations imposed in many hospitals on 

face-to-face monitoring, the document makes no specific 

mention to the situation of face-to-face audits of clinical 

trials, which contrasts with the analysis carried out by the 

European EMA, discouraging this type of audit for those 

trials that are not critical at the present time. 

 

Although we do not have an explanation for this lack of 

specificity on the part of the FDA in the aforementioned 

document of recommendations nor issues to take into 

account in clinical research already underway by the 

sponsors  of these studies during the health crisis, the fact 

that GCP (Good Clinical Practice) audits are not mandatory 

by law, contrary to what happens for example with GMP 

(Good Manufacturing Practice), may perhaps have 

contributed to this lack of specification by the American 

regulatory body. In any case, it is important to point out that 

the audit activity, even when it is not implied as a regulatory 

obligation on the part of the sponsors of clinical trials, and 

together with monitoring, contributes to ensuring the 

evaluation of the quality of clinical research. 

 

The guidelines indicated above by health authorities for 

sponsors  of ongoing clinical trials not directly linked to 

specific treatments against COVID-19, are intended to 

reduce the impact caused by the pandemic on those patients 

participating in these clinical studies, so that their safety is 

not affected and at the same time the study is not impacted, 

in relation to the deadlines for execution and obtaining 

results. Despite the intentions of the regulatory authorities 

to minimize the impact that the health crisis may have on 

clinical research, there is no doubt that negative 
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consequences will exist to a greater or lesser extent, 

depending on the adaptation that the sponsors  of these 

clinical trials have undertaken and the particular 

situation that each hospital is experiencing at the 

healthcare level regarding the crisis. 

 

Approval audits of suppliers of pharmaceutical 

laboratories are an already routine activity included in 

periodic audit programs within the pharmaceutical 

sector. The health crisis we are going through has 

caused restrictions on mobility and with it a limitation 

on access to the facilities of many of these service 

providers, making it difficult, therefore, to carry out 

audits in person. As a consequence, many of these 

already scheduled audits have had to be postponed, 

waiting for the recovery of a certain normality that 

allows them to be carried out, with the delay that this 

will entail in terms of the approval of said providers. 

 

Clinical trials and audits 

 

Given the above, what is the current scenario? Those 

clinical trials with experimental drugs or medical devices 

that are being carried out in hospitals need to be 

differentiated in terms of clinical research and its impact 

on audits, from those clinical trials of experimental 

drugs that are basically products that are intended to be 

marketed as generic. This differentiation is important, 

because for all clinical research that is being carried out 

in hospitals (whether public or private), the restrictions 

on access to them imposed by the pandemic may be 

greater than in the case of clinical research for generic 

products, which in many cases is not carried out within 

the context of a hospital but in specialized private 

companies (CROs) already mentioned above, suppliers 

of these services, which have Phase I units for 

hospitalization of the volunteers who consent to 

participate in such studies. These CROs are usually hired 

by the laboratories promoting these clinical trials to 

carry out this task, which is to demonstrate the 

bioequivalence of the generic product versus the 

patented product already marketed. 

 

Based on the recommendations mentioned above by the 

EMA regarding the restrictions of face-to-face audits at 

the level of participating hospitals of those clinical trials 

that are not a priority in the current health emergency 

or of restrictions of access to external personnel in those 

CROs that are carrying out bioequivalence studies, then 

the only option we have left to overcome this challenge 

should be considered, which would be the remote audit of 

said studies. 

 

The promoters of clinical trials should always bear in mind 

that the recommendations made by the regulatory 

authorities regarding the change in conditions forced by the 

current pandemic regarding the monitoring and auditing of 

ongoing clinical trials, cannot under any circumstances imply 

the loss of follow-up of the study in a way that affects the 

safety of the patients participating in it, nor the quality of 

the medical data that is being collected in the clinical trial. 

Monitoring and audits contribute to this tracking and control 

so that at all times the clinical trial protocol approved by the 

Institutional Review Board / Ethics Committee and 

regulatory authority, as well as the Good Clinical Practice 

(GCP) and other applicable regulations can be ensured. 

 

For a remote audit to replace a face-to-face audit in terms 

of methodology but not in terms of effectiveness, two 

conditions must be met. The first is that the auditee (who is 

going to receive the audit) has the necessary personnel and 

technical means so that it can be carried out remotely 

without the auditor's physical presence at the company 

headquarters, and the second is that the auditing team has 

the necessary personnel with sufficient training and 

experience in carrying out these types of remote audits. 

 

Conceptually, remote auditing does not differ from face-to-

face auditing except in the fact that the interviews with the 

personnel of the company to be audited are carried out 

telematically by telephone or through platforms that allows 

us to share the video and audio formats (Microsoft Teams, 

Webex, etc.). Regarding the part of the documentary review 

that all audits involve, there should be the possibility of 

giving the auditor access to all those specific documents 

generated during the trial as  well as to the standard 

operating  procedures (SOPs), quality manuals, guides, etc. 

that allow the verification of the auditee's compliance with 

the necessary requirements which are based on the agenda 

of topics to be discussed and reviewed that were previously 

defined in the audit agenda. It should be pointed out that in 

the case of a supplier approval audit, we would not have 

specific clinical trial documents to review, but that the part 

of the documentary review audit would focus on review of 

the SOPs, quality manuals, guides, forms and other 

documentation that is part of quality management in the 

audited clinical research section. 

 

The main factor that will then determine the possibility of 

carrying out a remote clinical research audit to replace the 
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face-to-face audit, will be the possibility of the auditee 

giving the audit team access to the documentation 

necessary for the documentary review. If the current 

health crisis has highlighted anything, it may be a good 

opportunity to rethink certain ways of working. The 

clinical research sponsoring  laboratories have already 

begun to contemplate within their supplier evaluation 

and risk management plans what options these service 

providers (in this case CROs) give them to remotely 

review the data collected in the clinical trial, when due 

to force majeure, in the specific case at hand, a global 

health crisis, makes it difficult or impossible to carry out 

face-to-face audits of the study.  

 

Being able to give remote access to an auditor for the 

remote review of the documentation necessary for an 

audit can go from the simplest level in which all those 

documents generated on paper have been routinely 

digitized during the execution of a clinical investigation 

or at a more complex level, that the company itself has 

implemented a validated system (commercially 

distributed or not) for generating source documentation 

in electronic format and in which the existence of paper 

has been totally eliminated. 

 

We cannot fail to mention the fact that even when the 

face-to-face audit can be replaced by a remote one in 

clinical research, in certain circumstances, some aspects 

of the audit cannot be analysed remotely, but must 

always be verified “in situ”, which would be the case for 

the evaluation of facilities or specialized techniques. 

 

The advantages that a non-face-to-face auditing model 

represents for cost savings at the sponsor  level of a 

clinical trial are evident (expenses in transport, 

subsistence, hotels, etc. derived from the audit) and 

extend beyond the circumstances required due to the 

current health crisis, if said way of working is considered 

as a valuable alternative, at least for some cases, with 

regards to face-to-face auditing. 

 

In an economy which was globalized long before the 

explosion of the COVID-19 pandemic, in which 

pharmaceutical laboratories can turn to an offer of 

service providers located anywhere in the world when 

looking for the best quality to price ratio, now is the 

moment for the sponsors  of clinical trials to show the 

value of the impact on the continuity of business that 

situations like the one that we are going through in 

recent months are posing, and for those CROs that are 

capable of offering, with all the guarantees, the possibility 

of remote audits in clinical research. 

Service providers who offer or plan to offer in the future 

measures such as the aforementioned remote audits that 

allow clinical trial sponsors to be sure that their studies are 

in good hands, will undoubtedly be in a better position than 

the competition. It should not be forgotten that according 

to the regulations, the responsibility for a clinical 

investigation always rests with the sponsor, even when all 

or part of the tasks have been delegated to service provider 

companies, so that for the sponsor the choice of ally is of 

vital importance. 

 

This article has not dealt with the case of remote audits of 

all clinical research that is carried out at the hospital level in 

health centres, whether public or private, and not directly in 

private CROs which are not properly health centres, since 

they only deal with healthy volunteers in Phase I clinical 

trials in specialized units. The justification for not doing so 

comes from the added difficulty of being able to carry out 

this type of audit remotely (at least in Europe), due to the 

problems related to the protection of patients' health data. 

Health data has the highest level possible of protection of 

disclosure to third parties other than the patient and health 

care personnel attending them in a clinical trial (such as 

monitors, auditors, inspectors, etc.) and even when such 

access is necessary for these external personnel, in order to 

comply with the obligations of monitoring and possible 

audits or inspections of the clinical trial according to 

regulations to review the source documentation, such 

access will always be given within the hospital environment, 

with there being no possibility of accessing said medical data 

from outside the hospital, for example, via remote internet 

accessing the servers where said information is located in 

the centre. 

 

Conclusions 

 

Finally, it should be noted that based on our accumulated 

experience, the remote audit model in clinical research has 

already been put into practice for different clients, prior to 

the arrival of this global health crisis that we are 

experiencing, with excellent results and good acceptance on 

their part. 

 

COVID-19 is forcing us to rethink our ways of working and 

has made us reflect on what tools we have at our disposal, 

such as remote audits. Let us draw conclusions from this 

situation for the future and not only consider our efforts as 

an emergency measure in a new and extreme situation. 
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