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As a Sponsor, you know that new biomedical product development is expensive and 
risky. External reviews help reduce risk, decrease costly mistakes, help ensure timelines are met, 
and are reassuring to both regulators and investors. Just 1 in 10[[1]] drugs that enter Phase I 
clinical trials are ultimately approved by FDA, a statistic that doesn’t include failures in the 
preclinical or post-marketing phases. With probabilities this slim, if you don’t have compliant, 
high-quality systems in place, you risk producing incomplete/inadequate trial results, regulatory 
delay or rejection, or poor product performance. And as difficult as it is to develop and maintain 
compliant, high-quality systems, even that’s not sufficient. For the health of your business, your 
systems must be efficient and cost-effective as well. 

The so-called Iron Triangle says you can’t have it all: High Quality. Fast. Inexpensive. Pick any 
2. This is why external reviews and audits are an essential product development component. 
Because tapping outside expertise, precisely where and when you need it, can help you get as 
close to 3 out of 3 as possible. 

Benefits of Second Opinions and External Audits 

Stronger Submissions. Outside reviews can result in stronger submissions to regulatory 
bodies. Internal teams, no matter how talented, may not be seen regulators as totally 
objective. The same may be true for the CROs conducting your trials, since they assume much of 
the responsibility for the project’s success.  

For example, pharmacovigilance analysis is often complex and subject to interpretation. Diverse 
views are not unusual. Regulatory authorities will find your conclusions more credible when 
accompanied by significant, unbiased third party analyses. 

Independent Confirmation. Many CROs have their own QA program. They conduct audits and 
act on the findings. However, issues found and fixed internally may not always get reported to 
the Sponsor. For example, a CRO might find a particular monitor’s performance to be subpar, 
and may make a personnel change as a result. While the change might be communicated to the 
Sponsor, the reason for it might not be made apparent. 
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When conducted by an independent third party, a study site audit is never just a study site audit. 
Has the problem surfaced due to inadequate Sponsor monitoring of its CRO? Is the Risk-based 
Monitoring plan appropriate? Might the problem have been avoided if the Sponsor had done 
something differently? An external auditor can review the systems and processes that contributed 
to a site finding and then recommend remediation measures, regardless of where the solution 
might belong. 

New Technology. External reviewers and auditors will frequently help educate your staff on new 
techniques, new requirements, and scientific improvements.  This helps you to maintain your 
quality systems and introduce continuous improvement.  

Optimized Protocol. An unbiased review of the protocol and endpoints that regulators requested 
is of paramount importance! 

Is the study designed to provide the necessary answers to regulators’ questions?  

Is enrollment of subjects and execution of the protocol feasible? 

Is data being collected that is superfluous to fulfilling the objective(s) of the study? 

Are there appropriate pharmacoeconomic, quality of life, or other important commercial 
questions being investigated in this clinical study? 

Are the statistical assumptions for this protocol valid and realistic? 

Is the protocol written in a clear and easy to understand manner? 

Many clinical trials are unable to recruit the number of planned patients in the allotted time 
period. This may be due to unrealistic timelines, budget, inclusion or exclusion criteria, 
inadequate number of sites, inexperienced or inappropriate investigators, lack of available 
subjects, competing studies, etc. A thorough review may help prevent these problems and avoid 
the expense of having to extend the study timelines or the need to bring on additional 
investigational sites.  

Proactive Planning 

Early and continuously throughout the product life cycle, sponsors should consider planning 
third party reviews and audits. How, when, and which kind can be specified in company SOPs. 
That way, reviews can be conducted as part of -- and not as a disruption to -- normal operations, 
and applied consistently throughout the process. This will help increase the probability of 
biopharmaceutical product development success. 

[1] https://www.bio.org/media/press-release/new-study-shows-rate-drug-approvals-lower-
previously-repor 
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