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Bio/Pharmaceutical Methods: Do your Analytical Methods Hold 
Up to Regulatory Scrutiny?

As FDA guidelines evolve and drug 
products on the market begin to age, 
Bio/Pharmaceutical manufacturers 
face scrutiny of the original methods 
used to support these products. 
Therefore, manufacturers must 
re-evaluate these methods to en-
sure they comply with current FDA 
expectations. Some manufacturers 
are even facing consent decrees im-
posed by the agency requiring them 
to bring methods up to current stan-
dards within a specified timeframe. 
This exercise requires significant 
amounts of time and resources, 
which many manufacturers do not 
have since they are focused on get-
ting their next products to market. 
For that reason, some clients have 
been turning to Eurofins Lancaster 
Laboratories for support.

Recently, we assisted a global bio/
pharmaceutical client with a large 
remediation project to meet the 
requirements of a consent decree 
issued by the FDA. This remedia-
tion project included multiple client 
sites (both European and US based) 
and involved a wide array of method 
techniques, which drew from ex-
pertise in many different areas at 
our Lancaster facility. The method 
assessment included over 20 meth-
ods utilized for excipient materials 
contained in the final drug product, 
as well as the final drug product ma-
terial methods. Our client engaged 
us to assess the current release 
testing methods for the excipients 
and finished product, which were 
established more than 20 years ago.

We reviewed the methods and 
validation reports and compared 
them for compliance with current 
ICH guidelines and client require-
ments. Once the initial assessment 
was complete, we summarized our 
findings in a formal Gap Validation 
Assessment Report for each of the 
assessed methods. Each report 
summarized the current data and 
determined if it met current client 
requirements for method validation 
and current ICH guidelines. Any 
data that was previously generated 
that did not meet client and ICH re-
quirements was noted, and sugges-
tions on gap validation or complete 
revalidation were provided to the 
client as part of the final conclu-
sion. Gap validation is the process 
of going back in the laboratory and 
performing additional validation 
testing on those method validation 
elements that did not meet current 
regulatory and/or client require-

ments (i.e. some elements of the 
existing validation were sufficient 
and met requirements, and others 
were outdated and needed to be 
brought up to current standards). 
Rather than completely repeating 
the entire validation (revalidation), 
a gap validation allows some of the 
original data to be utilized in addition 
to performing additional testing.

We then used the gap assess-
ment documents to plan additional 
method feasibility studies and to 
perform either gap validation stud-
ies or full revalidation of the existing 
methods to come into compliance 
with current industry requirements.  
The guidance given by our team in 
relation to this gap analysis project 
helped facilitate the development of 
validation protocols detailing testing 
that was needed to bring the meth-
ods into current compliance.
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Eurofins Lancaster Laboratories 
recommends that any analytical 
methods in existence for 10 years or 
more be assessed for potential gaps 
in validation to meet current require-
ments. Working with us to perform 
this analysis and remediation allows 
the manufacturer to remain in good 

standing with the agency without 
reassigning priorities for internal re-
sources, thus allowing our clients to 
focus on core activities and tasks like 
moving other new innovative drugs 
forward in the development process. 
Further, by being proactive and 
conducting this evaluation before 

it reaches consent decree status, 
clients can avoid potential agency 
issues that would not only be costly 
for the manufacturer, but could ul-
timately lead to drug shortages that 
would limit patient access to drugs 
for critical life-saving treatments.

Our Protocol Writing and Technical Support group 
at Eurofins Lancaster Laboratories has extensive 
experience. Each of our technical writers has 
between 15-30 years of industry experience, in-
cluding method validation and a broad knowledge 
of regulatory requirements that make this group 
unique in the Bio/Pharmaceutical contract testing 
industry. Our team of technical writers has suc-
cessfully worked with a large number of major Bio/
Pharmaceutical companies to develop a wide array 
of technical documents to support both large and 
small molecule products. Our staff has experience 
in dealing with numerous regulatory agencies such 
as US FDA, European regulatory bodies, as well as 
Japanese regulatory requirements and can provide 
consulting regarding methods. 

We have extensive experience developing the follow-
ing types of documents:
	 •     Method Validation Protocols
	 •     Method Qualification Protocols
	 •     Method Transfer Protocols
	 •     Compendial Verification Protocols
	 •     Gap Analysis Review and Report Generation
	 •     Extractable/Leachable Protocols
	 •     Supplemental Validation Protocols
	 •     Cleaning Validation Protocols

Additionally, as can been seen in the chart below, 
the need for our services has steadily increased over 
the past few years.

Another service we provide to our global clients is 
the development and execution of co-validation 
protocols. This allows us to install methods si-
multaneously in two of our laboratories. Under 
a well-written protocol, we are able to direct the 
validation activities at the two participating labs. 
Many of our clients plan to market and release 
drug products in both the US and EU, and  
therefore need analytical testing support in multiple 
geographic regions.  Using this strategy we can save 
our clients both time and money. Further, our har-
monized LIMS and quality systems helps to ensure 
that protocols, reports and experimental approaches 
are consistent between the two laboratories.

Our group also supports clients from early phase 
method qualifications through late phase full ICH 
validation along with additional support in transfer-
ring these validated methods to multiple client loca-
tions. The team has followed one large scale vaccine 
project for a number of years from initial early phase 
qualification of approximately a dozen residual 
impurity methods to late phase full ICH validation 
to support a large pharmaceutical client’s submis-
sion and manufacturing roll-out of the new project. 
When clients utilize our group for the long-term, it 
saves time and resources since the familiarity of the 
project remains with the group. Many times add-on 
validations (validation addendums or supplemental 
validations) can be performed to utilize existing 
data already generated to support some validation 
elements which saves the client from additional 
outsourcing and transferring knowledge to the new 
facilities.

Year
Percent Increase in 
Documents Developed

2011-2012 15%
2012-2013 19%
2013-2014 25%


