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FDA-DM Continual Improvement of CDER BLA Meeting Summary Outline 

Background, Purpose, and Key Takeaways 

A growing number of U.S. Food and Drug Administration (FDA) applications are Biologics License 
Applications (BLAs).  In recent years, FDA has observed an increasing proportion of Complete Response 
Letters (CRLs) for BLAs. FDA defines a CRL as a written communication from the FDA to an applicant 
indicating that the review cycle for a New Drug Application (NDA), Abbreviated New Drug Application 
(ANDA), or Biologics License Application (BLA) is complete, but the application is not ready for approval. 
The CRL usually describes all specific deficiencies identified in the application and may recommend, 
when possible, actions to address these deficiencies. In recent years, Chemistry, Manufacturing, and 
Controls (CMC) issues have been a frequent cause of CRLs for BLA submissions, with facility and quality 
related issues being key drivers. CRL rates for biosimilars have been higher than for original biologics, 
and a large proportion of CRLs are for applications involving Contract Manufacturing Organizations 
(CMOs). 

When an application receives a CRL, the applicant must correct the noted deficiencies and resubmit the 
application to FDA for further review in order to receive an approval and bring the product to market. 
Deficiencies that prevent first-cycle approval can result in delayed access to treatment for patients, and 
additional time and resource demands for FDA and applicants. To identify opportunities and strategies 
to improve the quality of regulatory submissions and enhance the efficiency of regulatory assessments 
of BLAs, Duke-Margolis, under a cooperative agreement with FDA, hosted a hybrid public meeting titled 
Continual Improvement of CDER BLA Submission, Assessment, and Facility Readiness/Inspection: CMC for 
Biologics & Biosimilars on August 20, 2024, from 9:30 a.m.-4:00 p.m. ET. The meeting’s scope was 
limited to biologic and biosimilar products regulated by FDA’s Center for Drug Evaluation and Research 
(i.e., not products regulated by the Center for Biologics Evaluation and Research) and to the CMC 
aspects of applications (i.e., not other aspects of the application such as safety or efficacy).  

This meeting summary provides a breakdown of trends, challenges, issues, and recommendations 
discussed by FDA, applicants, and other experts at the meeting. Key information and recommendations 
shared during the meeting’s presentations and panel discussions include the following:  

• FDA summarized and presented data on CMC-related complete response (CR) actions for 
biologic and biosimilar products from 2018 – 2023, which showed critical inspection 
observations at manufacturing facilities as the leading contributor to CRLs. Additionally, FDA’s 
review found a variety of areas of note in CRLs that primarily occur in the first review cycle, 
suggesting a potential decline in the quality of the initial BLA submissions and/or readiness of 
manufacturing facilities for commercial manufacture. The identified deficiencies ranged from 
microbiology issues, controls to prevent contamination or cross-contamination, overall quality 
oversight, manufacturing controls, insufficient quality management systems in the facility, and 
other fundamental facility issues. Due to the critical nature of these issues, FDA will issue a CRL 
at the end of the review cycle if these issues remain uncorrected.  

o The trend in the increasing number of CRLs may appear particularly pronounced in the 
later years included in this data, potentially due to challenges related to the COVID-19 
pandemic. These challenges included delays in FDA’s ability to travel and conduct 
inspections of manufacturers, which impacted the ability to complete reviews of BLAs. 
These delays had an impact on multiple programs and affected patients. FDA diligently 

https://www.govinfo.gov/content/pkg/FR-2008-07-10/pdf/E8-15608.pdf
https://www.fda.gov/drugs/types-applications/therapeutic-biologics-applications-bla
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worked to complete inspections, which led to record level BLA approvals in 2023; 
however, a trend of increased rates of CRLs was also observed in the same period. FDA 
speakers shared the results from a trend analysis of CRL keywords/topics over a ten-
year time frame (2014-2024) which indicated that the agency has maintained the same 
standards for BLA submissions and facility inspections, but a decline in quality in 
manufacturing led to an increased rate of CRLs. 
 

• Several participants noted that, because manufacturing processes directly impact product 
quality, there may be an increased number of CRLs due to process control and validation 
challenges that contribute to both application review-related issues and facility inspection-
related issues. This was corroborated by FDA-presented data. Issues such as inadequate process 
validation, insufficient controls, and failure to meet product quality standards often led to CRLs 
with multiple deficiencies identified. Participants emphasized the importance of a facility’s 
ability to maintain stringent control and robust monitoring of the manufacturing process with 
continued process verification to ensure consistent product quality. A deficiency in the process 
can result in risks to product quality that lead to a CRL in addition to the risk of significant 
inspection observations. 
 

• CMO sites accounted for about half of CRLs reviewed by FDA presenters. Applicants have 
increasingly relied on CMO sites for manufacturing as demand for biologic and biosimilar 
products has risen, and because these sites often manufacture many different products, 
inspection findings that lead to a CRL for one product may affect other products manufactured 
at the same site. This context and potential for a “domino effect” is critical for understanding 
and accurately interpreting data on rates of CRLs.  

o Some representatives of applicant companies expressed concerns about communication 
and coordination with their CMOs. Specifically, some applicants referenced a dilemma 
in which a CRL may be issued for a product at a CMO site and other applicants working 
with that CMO may not know whether, or how, that CRL will affect their products. Some 
noted that communication between applicants and CMOs may also be hampered by 
contractual or business practices that discourage the CMOs from sharing facility issues 
with other applicants who are not directly associated with the issue. For example, CMOs 
might be cautious to share this information given potential privacy violations, or 
concerns regarding the reputational impact of a CRL at their sites.  

o FDA panelists noted that FDA cannot divulge confidential information or trade secret 
information between companies, and that ultimately the applicant is responsible for 
having full knowledge and control of its product and manufacturing process. FDA 
encouraged companies to develop strong quality agreements between applicants and 
CMOs that ensure the sharing of critical information.  
 

• Some panelists representing applicant companies commented that industry is challenged by 
last-minute Information Requests (IRs) - specifically, IRs issued after the late-cycle review 
meeting with FDA – and expressed concern about the timing of Pre-License Inspections (PLIs) 
that occur close to the approval date. They felt that, in some cases, late IRs or inspections could 
lead to a CRL when more time to resolve deficiencies before the approval date might have 
averted the CRL and, in general, that late IRs and inspections contribute to a more challenging 
and time-constrained submission and review process. FDA panelists noted that it appears rare 
that facility deficiencies identified late in a review cycle could have been avoided if an inspection 
had taken place earlier. The nature of deficiencies, the extensive corrections needed for the 
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facility to rectify the issue(s), and the potential need to conduct a follow-up inspection are what 
generally prompt CRLs, they said, rather than scheduling. Additionally, industry participants 
noted challenges they experienced conducting comprehensive comparability assessments at the 
appropriate time in the development and submission process. 

Recommendations for Industry 

The following recommendations represent the concepts discussed around potential improvements in the 

application and preparation of facilities for FDA inspections. 

Recommendations for Applicants 

There are opportunities for applicants to better prepare BLA submissions by ensuring the application is 
clear, concise, and well-organized. Effective communication with the FDA on questions or concerns that 
might impact the application or inspection is crucial. Participants encouraged applicants to make sure 
BLA submissions are comprehensive and address all relevant regulatory requirements. 

Participants also discussed the importance of collaborative communication among all parties involved in 
the application process, from early and often applicant-FDA engagement to ensuring efficient and 
consistent communication between the applicant and CMO (if applicable). Pre-BLA engagement is vital 
for building a collaborative relationship between an applicant and any CMOs as early as possible prior to 
the BLA submission. Pre-BLA meetings present the best opportunity to engage FDA regarding the 
applicant’s strategy for submission. Participants highlighted that CRLs could in some cases be avoided if 
applicants engage early with the FDA to discuss concerns and obtain guidance in complicated areas of 
their manufacturing process. Applicants should aim to address FDA questions and concerns promptly 
and request meetings with the agency to discuss CMC and inspection issues as early as possible. 
Speakers also recommended applicants’ project managers act as liaisons to appropriate FDA project 
management staff to discuss CMC questions during the review process and use the FDA Office of 
Pharmaceutical Quality (OPQ) inquiries mailbox (CDER-OPQ-Inquiries@fda.hhs.gov) for non-application 
related questions. 

Additionally, a robust quality agreement between the applicant and a CMO can help identify and 
mitigate potential issues in a more timely way. Continuous improvement efforts can help manufacturing 
facilities identify and address concerns with process control and validation before they become review or 
inspection issues, participants suggested. Site inspection preparation is an important aspect for 
successful application approval. Participants from applicant organizations and CMOs agreed that, when 
contracting with a CMO, applicants should ensure the CMO is ready for inspection before application 
submission and address facility CGMP issues proactively to achieve a favorable outcome from PLIs. 
Though FDA may be restricted in communicating with applicants regarding any issues at their CMO 
facility, applicants should pay close attention to any recommendations or feedback FDA may offer 
regarding facility issues at an applicant-owned manufacturing facility or at a CMO.  

Communication between the applicant and FDA about the timing of manufacture of the product under 
review and the corresponding PLI of any facility is key. Industry participants highlighted that this 
communication allows the necessary time for FDA to plan the inspection for when the manufacturing 
process is actively running and for applicants to have appropriate staff on site when the inspection is 
taking place. Some participants suggested applicants can improve communication and collaboration with 
their CMOs as well by involving the CMOs in early-stage planning for inspections and recommended that 
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applicants should also collaborate with CMOs to prepare for regulatory meetings and filings to ensure 
site readiness and adherence.  

Once the timing for an inspection is confirmed, management and site-level staff with the necessary 
scientific and manufacturing expertise should be present during inspections, participants emphasized. 
During the inspection, staff should walk the inspection team through the process and concisely tell the 
story of the production process. Industry and FDA participants agreed open communication during the 
inspection is important to avoid misunderstandings and to answer any questions the inspectors might 
have up front.  Doing so might mitigate unnecessary and inefficient responses to observations and 
requests for information during the post-inspection review period. If there are facility issues observed on 
inspection, FDA would communicate these issues to the facility through the FDA form 483. The FDA 
would assess the facility’s subsequent responses in determining whether the BLA can be approved or if a 
CRL is warranted. If a CRL is issued, FDA will note that there were outstanding inspection observations to 
resolve in the CRL and issue a post application action letter directly to the facility identifying the 
outstanding issues. The facility has the opportunity to contact the email address listed on the form 483 
to request clarification, in writing or via a meeting, on any post-application action letter comment that is 
not clear before submitting a response. 

Recommendations for CMOs 

CMOs often play a pivotal role in ensuring a smooth and successful BLA process. Speakers representing 

CMOs and other industry organizations noted the integral value CMOs can provide by offering applicants 

– especially newer market entrants – a well-developed manufacturing base and expertise. Their 

proactive engagement in facility readiness, robust data integrity practices, and thorough quality 

assessments can support applicants’ preparation for FDA inspections and the BLA process. Participants 

suggested that CMOs’ efforts to reduce the rate of CRLs should include adopting proactive strategies that 

enhance collaborative communication, streamlining process validation, and ensuring rigorous 

compliance with regulatory standards.  

CMOs can work with applicants to ensure facility readiness for inspections by conducting regular self-
assessments and addressing potential deficiencies in advance of BLA submission and facility inspection. 
Participants also noted that quality audits performed by the applicant are key for facility readiness and 
that there should be an internal process in place that clearly identifies when the facility is ready for 
inspection. These assessments should be comprehensive, incorporating the objectives and expectations 
that FDA has shared for BLA PLIs. Participants emphasized that the assessment should be completed 
early enough to identify and correct critical issues and should gather sufficient data to prepare the 
applicant for FDA data integrity conformance during the filing period. Follow-up assessments should also 
occur later in the process to help applicants to independently assess more data for any late developing 
issues after filing the application. In some cases, if deficiencies are identified, participants noted, CMOs 
can work with applicants to conduct Root Cause Analysis to assist in the investigations of deviations and 
failures to identify underlying causes and implement corrective actions. 

Participants noted that the scope of data integrity issues are not always well understood, and related 
issues are not always effectively remediated when they occur. They recommended that CMOs therefore 
should ensure that they have robust data integrity practices throughout their operations to maintain 
accurate and reliable records that will support their partners’ marketing applications. If data integrity 
issues are not found and resolved early, there can be extensive impact across products. 

https://www.fda.gov/media/174255/download
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When the facility is prepared for an inspection, the CMO can work with applicants to ensure that 
management and site-level staff are present and prepared for the inspection. Participants suggested that 
staff involved in the inspection review items that are likely to come up during the inspection in advance 
(especially if those items were completed well ahead of the inspection) and to ensure they are familiar 
with all aspects of the manufacturing process. Familiarity with the reasoning behind changes during the 
process development, one participant noted, can ensure staff have a strong understanding of the final 
process and control strategies.     

Recommendations for FDA 

Participants also made recommendations for FDA to improve regulatory review and support industry in 
the effort to increase the rate of approvable BLAs. The areas of recommended improvements included 
enhancements in the application process, increased transparency in review expectations, streamlining 
the review process, ensuring early-cycle reviews, and maintaining a well-trained staff of investigators. 

Participants recommended FDA improve transparency in the application and inspection processes with 

clearer communication around expectations for BLAs and more detailed feedback to help applicants 

avoid common pitfalls. Participants also stressed the value of open dialogue throughout the application 

and inspection processes – acknowledging that applicants too can improve the clarity of their 

communications to FDA. Additionally, participants noted that publicly sharing warning letters when 

possible allows industry to learn from issues found at other facilities and recommended that FDA should 

also consider publishing redacted Post-Application Action Letters (PAALs) for the same purpose. 

Additionally, some participants suggested that FDA might be able to share more relevant information 

with other applicants who might be affected, taking due care to avoid disclosing any proprietary 

information. They emphasized the importance of clear communication from FDA on the deficiencies 

identified to ensure the applicant can remedy the deficiencies for resubmission and avoid similar 

mistakes in future applications. Adequately utilizing the Four-Part Harmony approach can further 

improve clarity and transparency in the review process and information requests. FDA/CDER/OPQs Four-

Part Harmony approach is a structured method used to enhance the clarity and effectiveness of quality-

related communications, particularly in the context of regulatory submissions. This approach is designed 

to ensure that communications are clear, concise, and consistent, helping applicants understand and 

address any deficiencies identified by the FDA. 

Participants noted that FDA could improve the review process through improved communications earlier 
in the application process and through timely inspections in the early period of the review cycle. 
Streamlining the review processes for BLA submissions could include methods that reduce turnaround 
times. Proactive risk assessments that identify potential issues as early in the review cycle as possible to 
help guide regulatory decisions would also benefit the assessment process. Additionally, FDA can 
enhance collaboration with industry partners to facilitate efficient communication and problem-solving. 
Participants suggested that FDA should consider opportunities to improve engagement with CMOs and 
to consider how to better inform applicants to follow up with a CMO that might have issues that impact 
their applications or lead to CRLs.  

Several industry participants were particularly concerned about inspections or IRs occurring late in the 
review cycle, which they believed can hamper the applicant’s ability to efficiently address the 
investigator’s concerns before the end of the review timeline – though they acknowledged avoiding such 

https://www.fda.gov/media/171613/download
https://www.fda.gov/media/171613/download
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issues in the first place is always the aim. More timely review and earlier IRs or inspections with 
adequate notice to the applicant can help ensure that key stakeholders are present at the facility during 
the inspection and can expedite the resolution of concerns that might otherwise lead to a CRL. 
Participants said communication between FDA and the facility about the timing of product 
manufacturing and the PLI observing that manufacturing is key to allow the facility and applicant time to 
have the appropriate personnel and documents available when the inspection takes place. This might 
include staff involved in development or supporting staff outside of the facility who would need to be 
scheduled to be on-site during the inspection. The schedule for manufacturing is often created months 
in advance, so earlier communication will benefit the ability for the facility to have the inspection team 
observe the process at the appropriate time. Advance planning can also help avoid schedule changes 
that might disrupt manufacturing of any other product being made at the same site.  

Several industry participants suggested staffing and resource constraints may be a contributor to 
challenges in timely communication from FDA - including retirements and other turnover among 
inspectors and investigators at the agency. They said FDA should continue to implement initiatives to 
increase and retain staff and support the initiatives in place to maintain institutional knowledge as staff 
changes. While participants noted there are processes in place at FDA to train new inspectors and 
reviewers and ensure they have support from more senior staff in their early assignments, some industry 
participants highlighted the potential for improvements in training for new staff to efficiently handle the 
increasing complexities of BLA applications. They noted additional opportunities to leverage inspections 
with other regulators and use new tools like remote inspections to improve inspection timelines. FDA 
participants noted that the restructuring of OPQ should help make the organization more streamlined, 
agile, and flexible to ensure consistent processes, continuous improvement, and expansion of the 
expertise of the current workforce.  

Conclusion and Opportunities for Future Work  

FDA is committed to working with applicants to increase the rate of approvable BLAs. This can only be 
achieved when both FDA and applicants do their part. This public meeting provided an opportunity for 
FDA to share information about an increased rate of CRLs for BLAs and to hear comments and 
recommendations from a range of stakeholders. Participants emphasized the importance of 
collaboration and continuous improvement for facility readiness, and communication in the review 
period.  

FDA is focused on continual improvement and recognized the opportunities to improve collaborative 
communication with applicants and their CMO partners.  This includes continuing to monitor the timing 
of IRs and inspections. Opportunities for industry include pre-application facility readiness, strengthened 
quality processes, and improved communication between applicants and CMOs. 

FDA will use the feedback and recommendations shared in this meeting to inform its future BLA 
assessment and inspection work. 

This meeting was supported by the Food and Drug Administration (FDA) of the U.S. Department of Health and Human Services 
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