
Pre-License Inspection (PLI): Part of the  
Biologics Licensing Process
The Biologics License Application (BLA) is a 

request for permission to introduce, or deliv-

er for introduction, a biologic product into in-

terstate commerce (21 CFR 601.2). The BLA is 

regulated under 21 CFR 600 – 680 (fda.gov), 

which includes applicant information, prod-

uct/manufacturing information, preclinical 

studies, clinical studies, and labeling. 

	 Once the sponsor has filed the BLA, the 

U.S. FDA (or other regulatory authorities) will 

conduct a PLI of the facilities/sites that are 

responsible for the manufacture, testing, 

and release of the product. The agency uses 

risk-based Priority Inspection Criteria to 

determine which sites require a PLI, taking 

into consideration recent GMP issues and 

recalls; the nature of the products and the 

complexity of the manufacturing process; 

whether the BLA is the first filed for the facil-

ity; the target indication; whether it is a can-

didate with an accelerated approval process 
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re-License Inspections (PLIs) are performed as part 
of the Biologics License Application (BLA) approval 
process to confirm that the biologic drug product is 

being manufactured and released in alignment with the 
information filed in the BLA. This article will provide insight 
into the PLI process from the perspective of a contract 
development manufacturing organization (CDMO). Based 
on Avid Bioservices’ experiences, we believe that PLI success 
is determined by two major aspects: (1) great collaboration 
between sponsor and CDMO and (2) excellent quality track 
record of the CDMO. 

P



or if there is a shortage of the drug or similar 

products; and other factors. 

	 If a sponsor relies on numerous outsourc-

ing partners for manufacturing and analyt-

ical support, that is also often a driver for a 

PLI for multiple sites. In such cases, there 

is almost always a requirement that the reg-

ulatory body visit the sites where products 

are being produced and tests are being per-

formed.

	 During a PLI, the FDA evaluates the readi-

ness for commercial manufacturing and the 

conformance of the formulation, manufac-

turing operations, and analytical methods. 

The information will be listed and provided 

in the CMC section of the BLA. Often, the 

sponsor will propose a date for the PLI, and 

the inspection is generally scheduled to align 

with the timing associated with the BLA re-

view and the manufacturing schedule of the 

product in review. If there are no major is-

sues found during the PLI, this would fulfill 

one item on the FDA checklist to recommend 

BLA approval. If some issues are identified 

that can be reasonably remedied, the investi-

gators may recommend withholding approval 

until the issues have been resolved.

	 While each regulatory authority may have 

different specific requirements and re-

quests related to a PLI, the frameworks are 

relatively similar from one regulatory agency 

to another. In some cases, if one agency has 

already conducted a PLI and recommended 

approval, other regulatory authorities may 

waive their own onsite PLIs.  

Focus on Quality and Manufacturing 
Process
The main objective of the PLI is for the reg-

ulatory authority to get a first-hand view of 

the manufacturing site, its quality systems, 

and the state of compliance with regulatory 

requirements and to confirm that what is 

being done conforms to what is claimed in 

the BLA. These inspections are generally 

similar to typical regular inspections of pro-

duction sites, but with a focus on the prod-

uct for which the BLA was filed. In addition 

to auditing the quality systems and practic-

es, they will perform a detailed inspection 

of the manufacturing area where the prod-

uct in question is being produced. In some 

cases, the FDA inspector may also want to 

be present in the manufacturing area to ob-

serve the actual manufacturing operations 

of the products.

Collaboration is Essential to Ensure a 
Successful PLI
The foundation of a successful PLI is exten-

sive and transparent collaboration between 

sponsor and CDMO. In Avid’s experience, 

the client provided the CMC sections of the 

BLA package to Avid for review, which is an 

essential activity to ensure that the submis-

sion package is accurate. An additional ben-

efit of these activities is to allow the CDMO 

to prepare for the actual inspection. 

	 The objectives of the PLI are 1) to align 

roles and responsibilities between the 

CDMO and the sponsor, 2) to prepare a pre-

sentation to begin the inspection, and 3) to 

strategize the storyboards. A committee is 

created by comprising technical operations, 

quality, and project management from both 

the sponsor and the CDMO.  Technical and 

operations typically include process devel-

opment, manufacturing science and tech-

nology (MSAT), process engineering, and 

manufacturing; meanwhile, quality consists 

of analytical development, quality control, 

and quality assurance. In some cases, a 

third-party consultant may also be brought 

onto the committee to serve as an observer.   

	 Finally, the project manager (PM) plays a 

crucial role in facilitating discussion with-

in the PLI committee, as there are various 

discussions and preparative work that must 

be performed before, during, and after the 

PLI. The PM is responsible for streamlining 

communication exchange and navigating 

the timeline and critical milestones of the 

activities. Having a strong PM will also drive 

preparation and the success of a PLI.

Avoiding the Main Causes of PLI Failure
Once a BLA has been submitted for review, 

it is essential that the sponsor company and 

all outsourcing partners conduct internal 

audits/mock audits as part of preparation 

readiness for the PLI. A mock audit will also 

allow the PLI committee to assess the readi-
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One of the keys 
to our success is 
our robust quality 
system, which applies 
to both clinical 
and commercial 
projects. A second 
differentiator for Avid 
is our commitment 
to collaboration 
— both internally 
and with external 
stakeholders.
 



ness of the CDMO. This exercise can be very 

beneficial, as it helps to identify potential 

quality issues and deficiencies that have 

occurred. Another benefit of mock audits is 

on-the-job training, which ensures that all 

CDMO personnel are always in audit-ready 

mode.    

	 Failed PLIs generally occur for two main 

reasons: an inadequate quality system or a 

lack of / insufficient planning and prepara-

tion. A poor quality system will earn a drug 

manufacturer a 483 citation regardless of 

whether the inspection is general or for a 

specific BLA. 	

	 Planning and preparation have to do with 

understanding what questions will be asked 

and having appropriate responses ready. In 

particular, it is essential to be able to ade-

quately explain any deviation that has oc-

curred. These are expected for all manufac-

turing processes. One of the key strategies 

at Avid Bioservices involves the develop-

ment of PowerPoint storyboards to visually 

explain any exceptional conditions that may 

have occurred during the execution of the 

process validation activities.

Working with an Experienced CDMO to 
Prepare for a Successful PLI  
Another key to achieving successful PLIs 

is recognizing that the PLI should be top of 

mind even before the BLA is submitted. An 

experienced PM and CDMO would work on 

an extensive timeline building up to the ac-

tual PLI. 

	 For sponsors that outsource development 

and manufacturing activities, it is essential 

to work with a CDMO that has experience 

and values excellent collaboration. Collabo-

rative and strategic planning for tech trans-

fer, process validation, BLA submission, and 

the PLI are key to passing a PLI. 

Quality, Collaboration, and Transparency 
Drive PLI Success at Avid
Since 2016, Avid Bioservices has success-

fully passed four PLIs. In total, Avid has had 

eight successful PLIs (or PAIs (pre-approv-

al inspections)) in our history in support of 

clients. Avid was issued zero 483s following 

the last five FDA inspections.

	 Avid’s success derives from the robust 

quality system, which applies to both clin-

ical and commercial projects. A second 

differentiator for Avid is our commitment 

to collaboration — both internally and with 

external stakeholders. In addition to prepar-

ing detailed storyboards, we have extensive 
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checklists that are used to prepare for PLIs. 

Our quality compliance system includes 

training on how to effectively interact with 

regulatory inspectors.

	 Avid’s goal is to provide transparent com-

munication to the sponsors throughout the 

life cycle of the program. As an example: 

sponsors are informed and updated on the 

status of process validation–related and then 

are also involved in any decisions that are re-

quired to be made. We view this as a critical 

component to the success of the program. 

	 What sets Avid apart is the combination of 

our quality system, experience, and collabo-

rative philosophy. Combining these three as-

pects, Avid has been able to be routinely suc-

cessful at supporting sponsors and patients 

to produce safe and high-quality products. 

Avid uses the term storyboard to refer to a PowerPoint slide deck that is created to outline the 
manufacturing and testing activities. 

Significant effort is made to be unbiased, and the storyboards are developed jointly with Avid’s 
clients. The goal is to help the inspectors understand these activities before they review the 
actual data, which can be vast. They have to review hundreds or thousands of documents; we try 
to simplify that effort for them. Having the storyboards means that the inspectors are informed 
before reviewing all of those documents.

If questions arise during the inspection that are not covered by the prepared storyboards, Avid 
will work with clients to generate (within a day) additional storyboards to address the inspec-
tors’ questions.

The Storyboard Approach


