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The International Conference on Harmonization defines 
“inspection” as “The act by a regulatory authority (ies) of conducting an 
official review of documents, facilities, records, and any other resources 
that are deemed by the authority (ies) to be related to the clinical trial 
and that may be located at the site of the trial, at the sponsor’s 
and/or contract research organization’s (CRO’s) facilities, or at other 
establishments deemed appropriate by the regulatory authority (ies)”.

Quality of trial processes and generated data, as well as compliance 
with all applicable international and local regulations, should be always 
regarded as a continuous process. So, all participants of a clinical trial 
process must expect and be always prepared for any kind of inspections 
and/or audits, notwithstanding presence or absence of the foreseen 
triggers (high/ low enrollment and dropout rates, unusual AE/ SAE 
number, study risk profile, etc.) [1].

What to Expect During a Routine Inspection? 
The inspections consist of site visits to the organization and, where 

appropriate, selected clinical investigator sites. The inspection will 
start with an opening meeting where the lead inspector will outline the 
scope and purpose of the inspection, confirm the inspection plan and 
introduce the inspector(s). During the inspection, the inspectors will 
request additional documentation and the organization should be 
prepared to provide this promptly. Interviews with relevant personnel, 
generally as per the inspection plan, are conducted. Time is built into the 
inspection for the review of documentation, for example the TMF for the 
selected clinical trials. The inspector may visit any facilities involved in 
clinical trials, for example data management units, archives, pharmacy 
and these visits may be pre-arranged by the inspector for logistical 
reasons or decided upon during the inspection. During the inspection, the 
inspectors reserve the right to change the inspection plan, for example 
additional interviews or time may be required dependent upon 
inspection findings. At the end of the inspection there will be a closing 
meeting where the findings are reported verbally to the organization, next 
steps given regarding any further sites to be inspected and the time scales 
for the report [2].

Common Findings 
Protocol noncompliance, inadequate/inaccurate records, inadequate 

drug accountability, informed consent issues, and adverse event 
reporting are some of the most common findings observed during 
inspections. In this regard, a warning letter is issued to the clinical 
investigators by the National Regulatory Authority (NRA). The 
warning letter clearly demonstrates that GCP violations are 
unacceptable; in case they occur, immediate and effective actions 
are expected; principal investigator is responsible for site’s compliance 
to GCP norms and will be held accountable for noncompliance, lack 
of or delayed action plans to resolve and prevent the issues may result 
in further actions by NRA. In addition, the sponsor may be criticized for 
not having identified the issues and not taking actions, such as holding 
further patient enrolment till the issues are resolved or have improved. 
In fact, the best strategy for clinical research associates to prepare 
themselves and their sites for any type of inspections/audits is to 
strictly and constantly adhere to standard operating procedures and all 
applicable regulatory guidelines. If you want something to be fulfilled, 
you must control and measure it. If it is not being done underway, there is 

no sense to do major preparations within a week or two before an audit 
- it will be evident for an experienced auditor/inspector after all.

Scope and Preparations 
The scope of preparations depends, of course, on the areas 

that are usually checked during the inspections (and audits) and on 
the specific SOPs of the Sponsor/CRO. In the case of the regulatory 
inspection the following aspects are usually reviewed and verified, as 
specified by [3,4]:

•	 Site’s procedures and study conduct and whether these
correspond to what was stated in the clinical trial application

•	 Adequacy of communication with the IRB, including the initial
submission document, adverse event reporting, and progress
reports.

•	 Appropriateness of the informed consent process

•	 Whether submitted data reflect actually occurred events

•	 Whether study has been conducted according to GCP and other
regulatory requirements

•	 Sponsor’s/ CRO’s/ Site’s SOPs

•	 Local guidelines

•	 Compliance with the study protocol and documentation that
each deviation/amendment received IRB and sponsor approval

•	 Results of previous inspections, if any

•	 Completeness of accountability documentation for the receipt,
storage, administration and return of test article (drug, device, etc.);

•	 Adequate monitoring of the site and communication with the
sponsor.

Generally, it is better to ensure that site staff has all documents 
ready and in place and will be present during the inspection. I would 
also instruct them not to devise anything and tell the truth. Even if 
something is missing it is better to document the list of pending/ missing 
documents then to re-write lost logs /charts (whatever) over the period 
of time before the inspection [5].

Some tips that may help to ensure a smooth conduct of an inspection 
are - to prepare for inspection from day 1, i.e., always be Good Clinical 
Practices and regulations compliant; know your protocol and study 
requirements well; organize documentation well and provide 
accurate, complete, final version of documents requested; have key 
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personnel/ subject matter experts available to respond to questions; 
answer questions only in your area of responsibility; request 
clarification on any question or issue that is not clear, answer only the 
question asked and be upfront if you don’t know the answer, if follow-up 
is needed in order to respond to question, follow-up immediately; 
provide privacy to inspection team, but periodically check on progress 
and ask if clarification is needed; keep track of requested documents 
and provide them at the earliest; prepare overview of study conduct/ 
roles and responsibilities of staff; maintain respectful, professional, 
and cooperative demeanor.

Future
With an increase in number of clinical trials happening around 

the globe, it is clear that that enforcement will be swift, aggressive, 
and effective. Companies are expected to strictly adhere to legal 
requirements designed to protect product quality and integrity. All 
parties involved in the drug lifecycle must recognize that they have 
an ethical liability [6]. It is important that local supervision in every 
country is supported and strengthened through capacity building, 
networking, information exchange, and by taking advantage of 
opportunities for joint or observed inspections. The sponsor is responsible 
for implementing a system of quality assurance in order to ensure 
that the trial is performed and the data are generated, recorded, and 
reported in compliance with the protocol, Good Clinical Practice, 
and national regulations. All clinical trial sites, data and documents 
must be available for verification. All observations and findings should 
be verifiable in order to ensure the credibility of data and to assure 
that the conclusions presented are derived correctly from the raw 
data. The verification processes must be specified and scientifically 
justified. Statistically controlled sampling may be used to verify 
data in a trial. Quality control procedures must be applied to each  
stage of data handling to ensure that all data are reliable and 
have been processed correctly. The sponsor, investigational sites, 
facilities and laboratories, and all relevant data (including raw data) 
and documentation and reports concerning the data (including subject 

files) must be available for an audit and for inspection by relevant 
health authorities. Such arrangements will provide adequate assurance 
that the study is planned and conducted according to generally accepted 
scientific principles and Good Clinical Practice.

Conclusion
Drug development is being increasingly globalized and an increased 

number of patients enrolled in studies submitted as part of applications 
come from all over the world.

However, because of the steep increase in research activity in the 
country, inexperienced sites, and more stakeholders, increased efforts 
are required to ensure continuous quality and compliance. It is 
expected that clinical trials are conducted according to the ethical and 
data quality requirements. Inspectors are collaborating and sharing 
work through joint inspections with an aim to ensure that the trials meet 
the standards for good clinical practice (GCP). This includes attention to 
trial subject’s well being, safety and rights as well as good data quality. 
Health authorities have also made clear that enforcement will be 
increased and be swift, aggressive, and effective.
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