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Introduction

The regulatory environment surrounding biopharmaceutical 
development is becoming increasingly complex, highlighting the 
importance of having robust Quality Management Systems (QMS) in 
place for research and development. An effective QMS helps ensure 
compliance with GxP guidelines (and therefore patient safety) and, 
as much of medicine development is outsourced, minimizes the 
burden of quality oversight of sites and vendor partners.

To better understand the most common quality issues currently 
experienced by biopharmaceutical companies, we conducted an 
analysis of 1,545 findings emerging from 281 mock audits. This 
article provides an overview of the most prevalent quality issues 
identified from the analysis by type, region, company size, category 
and root cause. We provide recommendations for addressing these 
key issues to minimize the risk of findings from future inspections.
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Summary of Key Trends

Our analysis revealed five key trends:

1. Regional differences occur in the severity  
of findings
The frequency and severity of quality issues varies substantially by region, 
with APAC having more than double the all-region average for Critical 
findings (0.09 vs. 0.04 per audit), and the highest average number of Major 
findings (1.87 vs. 1.43 per audit). This may reflect differing levels of 
investment in Quality functions and QMS in the region, as well as the rapid 
scale up and expansion of trial portfolios in recent years. 

 Case study: Critical finding at an emerging biotech

Smaller companies are more likely to face challenges in maintaining 
quality standards and compliance with regulations during periods of 
rapid expansion in the study portfolio.

Following up on a Critical finding from a recent mock audit, we 
interviewed the Head of QA at an emerging biotech to understand  
the root causes. The key factors underlying the quality issues were 
determined to be:

I. Rapid scale-up causing challenges with training/compliance  
with SOPs

II.  Leadership focus on speed to market over data quality  
and integrity

2. Larger companies tend to have fewer  
severe findings 
At Top 100-ranked companies, zero Critical findings were made, and fewer 
Major findings were made than at Top 101-250 and Top 251-500-ranked 
companies. This likely reflects the comparatively well-defined systems and 
procedures in place at Top 100 companies, and differences in resourcing, 
budgets and priorities between larger and smaller Quality organizations 
within those companies.
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3. Critical and Major findings are most frequently 
made in Site Management/Monitoring activities
Half of all Critical findings and just under half of all Major findings were 
made in the Site Management/Monitoring category. This suggests a lack  
of control, oversight and investment in procedures and processes 
performed by third-parties. Furthermore, 35% of all Major Site 
Management/Monitoring findings are attributed to issues with Source 
Documents and Case Report Forms, further emphasizing the importance  
of centralized and risk-based monitoring tools.

4. Management of Essential/Regulatory 
Documentation is the second most common  
area of Major findings
Management of Essential/Regulatory Documentation accounted for 19% of 
all Major findings. Of these, more than half stemmed from issues with Filing 
processes. This frequency of findings is consistent with the recent GCP 
Inspections Metrics Report2, wherein approximately 19% of Major findings 
by the MHRA were attributed to Record Keeping/Essential Documents.*  
This highlights the importance of ensuring that SOPs describing electronic 
Trial Master File (eTMF) set-up, maintenance and archiving are in place, 
along with clear definition of roles and responsibilities for submission and 
archiving of regulatory documentation.

5. Inadequate Planning, Oversight and/or 
Communication underlie over a third  
of Major findings
The most prominent root cause of Major findings is Inadequate Planning, 
Oversight and/or Communication, underlying 34% of Major findings across 
the top three categories (Fig. 1). The next most common Root Causes 
consistently explaining Major findings include: 

• Not Following Procedure

• Absence or Inadequate Content of Procedure/Controlled Document/
Project-Level Written Instructions

• Lack of Training 

This trend suggests that issues with the definition of fit-for-purpose 
processes, as well as their oversight, communication and training, are 
widespread across functions and companies.
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Potential benefits of an FSO/FSP model from a quality perspective

Figure 2 shows that studies managed by Syneos Health have fewer Critical 
and Major Findings per audit than those managed by other externals.  
While the reasons underlying audit finding severity and frequency are 
multifactorial, this may indicate the benefits of a Full-Service Outsourcing/ 
Full Service Provider (FSO / FSP) model in terms of quality and regulatory 
compliance for study conduct.

Figure 2: Average Number of Findings per Audit, by Severity and Source
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Figure 1: Root Causes of Major Finding, by Category

Dynamic service 
provision can deliver 
cost savings, shorter 
cycle times and 
qualitative benefits 
over and above 
either an FSO or an 
FSP engagement.
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What Steps Can Companies Take to Stay Ahead  
of Quality Management and Compliance Issues?

It is essential that Sponsors take action to address key issues in quality and 
compliance to mitigate risks of Critical and Major audit findings. We have the 
following five key recommendations:

1. Minimize regional differences in inspection readiness
Embed deeper understanding of regulations across regions and countries 
(particularly those with higher rates of Major and Critical findings) through 
investment in supporting capabilities (e.g., regulatory intelligence databases), 
while building contingency into quality management budgets.

2. Identify and address gaps in quality 
management system design
Consider dedicating additional resources to review current systems and 
procedures used in the management of clinical studies. Following review, 
Sponsors should generate and implement a supporting long-term plan  
to address identified gaps in quality management. Prime considerations 
include building out existing quality management systems and expanding 
quality management teams to ensure greater oversight and control of clinical 
study procedures.

3. Increase control and oversight of third parties  
Focus efforts on evaluating and defining systems and processes to 
effectively manage and monitor third-party sites, including:

• Adopting centralized and risk-based monitoring tools to address issues 
with Source Documentation and Case Report Forms (CRFs)

• Developing and implementing robust processes that include measures 
to ensure adequate control and oversight

* The MHRA made 19% of all their Major findings at Commercial Sponsors in "Record Keeping / 
Essential Documents", a category analogous to our dataset’s "Management of Essential/
Regulatory Documentation" classification.
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5. Ensure robust plans are in place for effective 
management of clinical trials
Sponsors should have a range of plans in place, including:

• A third-party oversight plan, including a monthly review of performance 
and quality oversight metrics, and routine sampling of pre-defined 
activities and documents already completed by the third party

• A communications plan detailing how, what, when and to who 
communications will be sent for the duration of the clinical trial

• A role-specific training plan, including training on relevant processes, 
systems and project management activities

4. Ensure management of regulatory 
documentation is fit for purpose
Sponsors must invest in improving their procedural documentation and 
training on use and management of eTMF systems, including:

• Ensuring that clear, detailed SOPs describing eTMF set-up, maintenance 
and archival are in place

• Developing a robust eTMF plan which includes clearly defined roles and 
responsibilities for filing and publishing of documents, the frequency in 
which completeness reviews will be conducted, and steps to ensure 
inspection readiness
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Conclusion

Our analysis of audit findings reveals that despite the presence of quality 
systems, compliance training, and corrective and preventive action plans, 
similar issues arise repeatedly across regions, sponsors and third-parties.   
We believe that a robust, fit-for-future Quality Management System (QMS), 
informed by regulatory intelligence and industry trends, is crucial to helping 
Sponsors get on the front foot to prevent, rather than react to, quality issues. 
Smaller companies with fewer internal Quality Management resources  
can obtain the expertise and experience needed to bolster their QMS by 
partnering with a trusted full-service provider.                                                      

Syneos Health Consulting helps biopharmaceutical companies build quality and compliance into 
their core operations, including the evaluation and creation of written standards, designing and 

deploying Quality Governance Models, and Third-Party oversight. 

Our full “Trends in Audit Findings” analysis and report provides additional detail on the most 
common quality issues and their root causes. To obtain a copy and learn more about how 

Syneos Health Consulting helps companies build quality and compliance into their core 
operations, please reach out to james.man@syneoshealth.com 

or richard.fautley@syneoshealth.com.
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Methodology and Data Sources
Our dataset comprises a total of 1,545 audit findings from 281 mock audits performed on clinical trials and procedures managed by external 
Sponsors and/or Syneos Health between November 2018 and March 2021. Audits took place in North America, Europe, Middle East and Africa 
(EMEA), Latin America (LATAM), Asia Pacific (APAC) or across multiple regions (Global). Audit findings were categorized as "Critical", "Major", 
"Minor" or "Other" in terms of severity. To identify trends according to company size, study Sponsors were classified as Top 100, Top 101-250, 
Top 251-500, Top 501-1000 or Not Top 1000, as outlined in the Top Global Pharmaceutical Company Report1. With the exception of Sponsor 
ranking, all data is sourced from Syneos Health’s extensive database of mock audits conducted by Quality & Compliance Consulting.
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About the Syneos Health Insights Hub
The Syneos Health Insights Hub generates future-focused, actionable insights to help biopharmaceutical companies better execute and succeed in  
a constantly evolving environment. Driven by dynamic research, our perspectives are informed by our insights-driven product development model 
and focused on real answers to customer challenges to help guide decision making and investment. 

About Syneos Health
Syneos Health® (Nasdaq:SYNH) is the only fully integrated biopharmaceutical solutions organization purpose-built to accelerate customer 
success. We lead with a product development mindset, strategically blending clinical development, medical affairs and commercial capabilities  
to address modern market realities.

Together we share insights, use the latest technologies and apply advanced business practices to speed our customers’ delivery of important 
therapies to patients. We support a diverse, equitable and inclusive culture.

To learn more about how we are Shortening the distance from lab to life®, visit syneoshealth.com or subscribe to our podcast.
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