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Letter from the Editor 
 
Welcome to the February 2012 issue of the 2012 PMF Newslet-
ter. 
 
Our Editor-in-Chief, Dr. Scott Sutton, presents an insightful and 
sensible approach to the qualification of a contract microbiology 
laboratory.  He presents several regulatory documents of use, and 
expertly summarizes them in “real world” terms.  His expertise 
in this area is well-known, so I’m certain you’ll enjoy reading 
the article and benefiting from the information he presents. 
 
Dr. Barry A. Fried-
man discusses cur-
rent CMO issues.  
This is currently 
an area of much 
attention and 
discussion.  
Dr. Friedman 
has been a respect-
ed and active leader 
in this area, and pro-
vides an analysis of  
non-compliance trends. 
 
Our next issue will present “2011 Articles of Interest”.  This is 
an annual event, and is considered by many to be one of the most 
informative and valuable issues of the year.  If you have read any 
articles which you think would be of value to our readers, please 
feel free to contact us with the information. 
 
We are always interested in your inputs and concerns.  Please let 
us know if there are articles or topics you would like to see ad-
dressed in this newsletter. 
 
Bob Westney rwestney@cryologics.com 
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Qualification of a Contract Microbiology Laboratory 
Scott Sutton, Ph.D. 
The Microbiology Network, Inc. 
 
Introduction 
 
This article will look at qualification of a contract 
microbiology testing lab in the GMP environment.  
This is a critical consideration in today’s environ-
ment, as many companies are out-sourcing tech-
nical testing activities and reducing in-house capa-
bilities.  In addition, as the pool of in-house sub-
ject matter experts is reduced through lay-offs, 
transfers or attrition the remaining technical ex-
perts must learn to become more efficient and rely-
ing on outside expertise is one way to do this.    
The manufacturer of record is held responsible for 
the quality of the medicines placed out on the US 
market under his name.  This is irrespective of the 
location and corporate structure of the individual 
entities that might have actually manufactured the 
finished dosage form, tested the product for release 
or stored and distributed it to market.  In other 
words, if you operate a “virtual” company that is 
actually composed of four or five people who su-
pervise product acquisition, contract manufactur-
ing, contract testing, contract distribution, etc, the 
corporate entity is responsible – the contractors 
might also carry some burden but the product be-
longs to the manufacturer of record.  The use of 
services on a contract basis will become more crit-
ical as downsizing becomes more intense and 
"virtual" companies more prevalent.   There are 
already many small and mid-sized pharma, OTC, 
medical device and personal products companies 
that are completely dependent on contract services 
for all microbiology testing services.   While many 
of these companies would never consider being 
restricted to a sole supplier for a process raw mate-
rial, but are willingly dependant on a single vendor 
for all microbiology-related Quality functions.    
 
The trend for a manufacturer to become dependent 
on a single test lab will not change as there are ex-
cellent business reasons to consolidate all testing 

volume to a single, tractable location.  How can 
the client be assured that the lab is qualified for 
these markets, rather than, say, the food or clinical 
markets?    This is not an easy task, especially as 
the company may not have any in-house expertise 
in microbiology.  How can you tell a good lab 
from a bad lab in terms of testing for FDA (non-
food) regulated industries?  Fortunately there are 
guidance and informational resources available. 
 
On the other side of this question, how can the lab 
learn what is expected?   This is just the flip side 

(Continued on page 3) 
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of the previous question and many of the same 
guidance documents, regulatory information and 
USP informational chapters will serve as re-
sources.  In addition, there are a variety of infor-
mal sources that can be used to advantage.     
 
Regulatory Documents of Use 
 
21 CFR 211 
 
The first place to look for regulatory expecta-
tions is 21 CFR.  We will first look on the drug 
side in Section 211.    Right off the mark in 
211.22(a) we read:  
"There shall be a quality control unit that shall 
have the responsibility and authority to approve 
or reject all components, drug product contain-
ers, closures, in-process materials, packaging 

(Continued from page 2) material, labeling, and drug products, and the au-
thority to review production records to assure that 
no errors have occurred or, if errors have occurred, 
that they have been fully investigated. The quality 
control unit shall be responsible for approving or 
rejecting drug products manufactured, processed, 
packed, or held under contract by another compa-
ny." 
Since this approval or rejection is one of the funda-
ment purposes of the QC Microbiology lab (either 
in-house or contracted out) it is clear that the manu-
facturer's QAU is responsible for the quality of 
those data.  This includes, of course, not only fin-
ished product but also raw materials and compo-
nents (see 21 CFR 211.84) and in-process biobur-
den (see Dec. 8, 2008 revision to CFR 211.110 - 
reviewed in PMF Newsletter, December, 2008*). 
 
The majority of laboratory guidance is provided in 
21 CFR 211 Subpart I - Laboratory Controls 
(211.160 - 211.176).   There is some interesting 
reading here (well - relatively interesting anyway).  
For starters, there is a requirement that 
"...establishment of any specifications, standards, 
sampling plans, test procedures, or other laboratory 
control mechanisms required by this subpart, in-
cluding any change in such specifications, stand-
ards, sampling plans, test procedures, or other la-
boratory control mechanisms, shall be drafted by 
the appropriate organizational unit and reviewed 
and approved by the quality control unit."  If there 
is no microbiology group in the client's organiza-
tion, where does this leave the drafting of specifica-
tions?  The client must assume this responsibility, 
but the design of the test is a shared obligation with 
the client holding the whip hand.  A recent situation 
I heard of included a ridiculously weak sterility test 
(1 unit, 1 medium/incubation condition).  The lab 
came in for some heat (as they definitely knew bet-
ter) until they pulled out a pair of memos from the 

(Continued on page 6) 

*http://www.microbiologyforum.org/PMFNews/
PMFNews.14.12.0812.pdf  



Current Contract Manufacturing Operation (CMO) Regulatory Issues  

Barry A. Friedman, Ph.D.  
http://barryafriedmanphdllc.wordpress.com/  
 
Policy changes and enforcement strategies imple-
mented by the FDA have led to an increase in the 
number of inspection of both Contract Manufac-
turing Operations (CMOs) and in-house sterile 
manufacturers — especially injectables.  There has 
been a greater oversight and detailed review of all 
protocols and processes.  Any issue or potential 
issue must have a corrective action with a demon-
strated positive outcome.  There no longer exists a 
prescribed sequence of events after a Form FDA 
483 is issued.  Contract Manufacturing Operations, 
in particular, must now have strategies to ensure 
GMP compliance at their facilities involved in 
"arms length" activities with innovator and generic 
firms and be prepared for more frequent and thor-
ough audits. 
 
This has been particularly true of Ben Venue La-
boratories (BVL), Bedford, OH, a subsidiary of 
Behringer-Ingelheim Corporation.  On May 25, 
2011 BVL was issued a Form FDA 483 which 
contained 48 Observations and was 33 pages in 
length.  The Company subsequently was issued a 
second Form FDA 483 on December 2, 2011 that 
contained 10 Observations and was 12 pages in 
length.  Although emphasis has been placed upon 
the FDA and their audits within this article, other 
regulatory agencies also visiting included the 
MHRA, the French Regulatory Authorities and 
Health Canada.  The second regulatory audit was 
reported within a press release by the European 
Medicines Agency (EMA) on November 22, 2011 
and indicated that the UK and French medicines 
regulatory agencies together with the US FDA au-
dited the site on November 7-11, 2011 and high-
lighted several shortcomings in the Quality Man-
agement System, particularly in relation to the 
aseptic filling process in the North Complex of the 
BVL facility.  The FDA released their separate 
findings in December.  Please note that neither of 
these organizations, MHRA or the French Regula-

tory Authorities, usually release their Observa-
tions; however, they will issue both recalls and 
press releases regarding them.  
 
The EMA's Committee for Medicinal Products for 
Human Use (CHMP) performed an analysis to de-
cide on appropriate regulatory action.  The CHMP 
conducted a product specific benefit/risk assess-
ment for each medicine covering both released and 
quarantined batches and reviewed the need for ur-
gent interim measures.  As a precautionary meas-
ure, the CHMP concluded that the potential risk of 
batch contamination due to the shortcomings in 
Quality Management at the North Complex means 
that only medicines which are absolutely essential 
to meet patients' needs can be used and which are 

(Continued on page 5) 
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currently not available from another source.  Vari-
ous alternative manufacturers supplying the EU 
market and which would not lead to product short-
ages were recommended for recall. 
 
When an innovator or a generics product organiza-
tion requests the manufacture of a product regard-
less of whether it is a small or large molecule, the 
ultimate responsibility for its manufacture, Quality 
Assurance and compliance to final product stand-
ards rests with the Company requesting the CMO to 
provide that product.  The requirements that are 
placed upon the CMO are based upon both the con-
tractual arrangement as well as a Quality Agree-
ment.  Having a contractual arrangement without a 
Quality Agreement is akin to committing "Quality 
Assurance" suicide. 
 
In recent press releases, a number of firms have in-
dicated that they can no longer provide product to 
the consuming public because of the inability of 
BVL to provide the fill/finish that was contracted.  
While some of the products have been generics, 
others have been innovator products which have 
found success in treating various diseases to include 
cancer.  These drugs are also often involved with 
other products within clinical trials which also must 
be placed "on hold" because of this lack of product.  
Within these press releases, one is left with the 
opinion that everyone else is responsible for the 
lack of product, but the innovator firm.  
  
The question that one must ask is "if the product is 
that critical, why does this firm not have a second-
ary vendor that can become available when issues 

(Continued from page 4) 

arise?"  A contingency such as the “long arm of 
regulatory agencies” is not the only potential issue 
that may impact a successful innovator product.  
Often, one must consider natural disasters to in-
clude tornados, hurricanes, snow storms as well as 
fire and the floods from the breakage of pipes.  
Some of these obviously lead to more significant 
shutdowns than others; however, backup plans 
should be available for each.  And, of course, com-
ponent suppliers are another area which cannot be 
forgotten.  How often are we asked to assure that 
we have a second supplier for critical components?  
 
The following selections from several of BVL's 
Form FDA 483 Observations demonstrate how the 
various CMO regulatory issues can be extrapolated 
from the FDA 2004 Guidance for Industry Sterile 
Drug Products and applied to those CMOs that 
perform contract Fill n' Finish. 
 
A review of these Observations suggests that many 
of them relate to either not following or following 
incorrectly the FDA's Guidance for Industry Ster-
ile Drug Products (September 2004).  The Obser-
vations that follow include examples where the 
Company's documentation either "falls short" or 
"exceeds" the requirement of the Guidance.  En-
closed are comments from Observation 3.0 which 
discusses issues related to the "Media Fill Program 
Parameters and Specifications" document #030-
SOP-029 which contains sections "a" through "h". 
from May 2011 Form FDA 483. 
 

e. The (b)(4) Product Specific media  man-
ufacturing batch record #1105-08-2125730, 
dated 9/19/10, document process simula-
tions with manual interventions of the ly-
ophilization pre-chilled vial steps, which is 
performed prior to the aseptic filling pro-
cess.  However, the media fill process 
failed to include the requisite manual inter-
ventions established by the " Media Fill 
Validation Master Plan" (VMP), document 
#VMP22709M dated 8/30/10, "Media Fill 
Program Parameters and Specifications" 

(Continued on page 9) 
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Important Links:   
 
Information on the PMFList at 
http://www.microbiol.org/email-
discussion-lists/pmflist/ 
 
Past Issues of the PMF Newsletter at  
http://www.microbiologyforum.org/



file.  The first was a formal notification to the client 
that the sterility test as designed was unsuitable (or 
words to that effect).  The second memo was from 
the client telling the lab that the client wanted the 
test done in a particular way and that is what they 
were being paid for - just do as they were told.  I no 
longer remember if the second memo acknowl-
edged receipt of the first one or not, but with that 
pair of memos the lab was shifted from an "expert" 
who had done what they could to guide the client 
(an expected position) to contractor who was doing 
as the client instructed.  Bad for the client, but you 
cannot save someone from himself and in the end a 
contract lab can be treated as only hired help if the 
client insists on ignoring expert assistance as the 
client is responsible for the decisions made from the 
data. 
 
211.165 talks about testing and release.  There is a 

(Continued from page 3) 

particularly interesting section in here that talks 
about accuracy, sensitivity, etc: 
 

"(e) The accuracy, sensitivity, specificity, and 
reproducibility of test methods employed by 
the firm shall be established and documented. 
Such validation and documentation may be 
accomplished in accordance with 211.194(a)
(2)." 
 

We have always pretended that this does not really 
apply to microbiology, but we will be discussing 
ISO 17025 in a bit where it is becoming clear that 
this willful avoidance is drawing to a close.   The 
use of USP compendial tests may allow some lee-
way here (see 21 CFR 211.194*), but this only 
works if the test is performed exactly as described 
by the USP or other cited reference.  How many 
labs perform the test in precisely  the same man-
ner, or have validated deviations from the compen-
dial text? 
 
The records for the testing are of critical im-
portance in determining if the test was done cor-
rectly, and the lab can find a good deal of guidance 
in the CFR.  21 CFR 211.194 describes minimal 
records for all tests, the microbiology lab should 
add proactive documentation for all measurements 
that may have a significant effect on the outcome 
of the test.  For example, if using pour plates and 
the method specifies that the agar temperature be 
45-48oC (to prevent solidification if too cool, or 
thermal injury to the cells if the molten agar was 

(Continued on page 7) 

*211.194 Laboratory Records (a)(2): 
"A statement of each method used in the testing of the sample. 
The statement shall indicate the location of data that establish 
that the methods used in the testing of the sample meet proper 
standards of accuracy and reliability as applied to the prod-
uct tested. (If the method employed is in the current revision 
of the United States Pharmacopeia, National Formulary, As-
sociation of Official Analytical Chemists, Book of Methods, 
or in other recognized standard references, or is detailed in 
an approved new drug application and the referenced method 
is not modified, a statement indicating the method and refer-
ence will suffice). The suitability of all testing methods used 
shall be verified under actual conditions of use." 
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too hot) does the data sheet provide a means to 
record this critical test parameter, and how do you 
monitor it?  Standard records listing in 211.194 
include: 
 Description of sample 
 Statement of method used - validation of test 

and demonstration of method suitability  
 Weight or measure of sample  
 Complete record of all data derived during the 

test 
 Record of all calculations performed during the 

test 
 Statement of the test results and how they com-

pare with expectations 
 Initials or signatures of all personnel involved 

with the test 
 Initials/signature of a reviewer (competent to 

recognize errors) 
 Complete records of any modifications to the 

test method 
 Complete records of any testing/

standardization of standards, reagents etc. 
 Complete records of equipment calibration/

maintenance 
 Complete records of stability testing 
 
This is a fairly comprehensive list.  I would want 
to draw your attention to the fact that the 
"responsible party" is to maintain documentation 
of all raw data.  Several contract facilities are now 
charging extra for this "service" of providing the 
client's data to him.  This is a three-tiered fee 
structure then - one for a "non-GMP" study and 
one for a "GMP" study and one for a "GMP" study 
that actually meets GMP requirements by provid-
ing plate count data to the client. 
 
ISO 17025 
 
In many respects this ISO accreditation is a com-
plement of the GMPs.  Where the GMP grew out 
of responses to problems (Immel 2001) and regu-
lations meant to prevent further problems, the ISO 
17025 was created out of whole cloth to provide a 
framework for a laboratory's Quality system.   
Now, while it is certainly true that a Quality sys-

(Continued from page 6) tem without science is pretty useless to a lab (doesn't 
really matter what you do, just so that you document 
it well) science without a Quality system resembles a 
University lab - great stuff going on (maybe) but rec-
ord keeping that would make it impossible to tell if 
the researcher left.  Both competent science and a sol-
id Quality system are required for our field, and ISO 
17025 accreditation.   
 
The thrust of ISO 17025 is to develop a complete la-
boratory system that drives the lab's Quality Manage-
ment System to completeness, while requiring identi-
fication of specific technical requirements for that lab 
which must be met.  I know many most readers are 
skeptical of another Quality document to allow ISO 
certification of labs, but bear in mind that FDA mi-
crobiology labs, Health Canada microbiology labs, 

(Continued on page 8) 
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and many governmental labs in Western Europe and 
the Pan-Asia region are accredited to this standard 
(Weitzel 2006).   It is a reasonable position to expect a 
contract testing lab to be ISO 17025 accredited. 
 
ISO 17025 provides much more detail in some areas 
where the documents overlap than is present in the 
GMPs.   Some of these areas include test result report-
ing, measurement of uncertainty of test results (a sin-
cerely frightening idea for microbiology once we be-
come serious about it) and significant detail on what 
exactly is meant by "proficiency" (more discussion on 
this in the section on USP chapter <1117> below). 
 
The strength of the program comes with the actual ac-
creditation - this involves inspection and testing against 

(Continued from page 7) the standards by a neutral third party.  While this is, 
undoubtedly, a nerve-racking experience (especially 
the first time) accreditation provides a concrete and 
objective demonstration of the lab's caliber.  The re-
quirements are along the following topics: 
 
 Management requirements 

 Organization  
A clear description and operation of the labora-
tory organization, both as an entity and as part 
of a larger organization (if appropriate).  
Demonstration of impartiality is also expected. 

 Quality system 
Requirements for a written Quality manual are 
detailed, its components described and a re-
quirement all in the lab are familiar with it. 

 Document control  
The lab must maintain control over "Quality" 
documents in terms of approval and issue, 
changes, revision control, etc. 

 Review of requests, tenders and contracts 
These requirements are to ensure the sales force 
does not oversell the lab's capacities; does eve-
ryone understand what the client wants and if it 
is possible?  

 Subcontracting of tests and calibrations 
This section deals with what happens if some 
work needs to be subcontracted and requires the 
customer to be informed - the lab remains re-
sponsible for the subcontractor's performance.  
These subcontractors shall also be certified ISO 
17025. 

 Purchasing services and supplies 
The lab keeps records, approves vendors, and 
employs a quarantine/release system for incom-
ing materials to ensure noting is used until re-
leased. 

 Service to the client 
The lab is to provide good service, communi-
cate with the client 

 Complaints  
The lab is to have a complaint resolution poli-
cy.  These and the corrective actions are to be 
trended. 

 Control of nonconforming testing and/or cali-
(Continued on page 10) 
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document #030-SOP-D-29, effective date 01 
Jun 2010, and the 9/19/2008 assessment docu-
ment #RA31208M.  
 
f. The media fill manufacturing batch records 
do not accurately account for the number of vi-
als that are filled and there is no reconciliation 
to assure that all media filled vials are account-
ed for.  
 
g.  "Media Fill Program Parameters and Speci-
fications" document #030-SOP-0-29, effective 
date 06 Apr 2011, establish "the test parameters 
and test specifications required for media fills" 
and "Each intervention should be documented 
such that growth positive test results may be 
appropriately correlated to a designated tray of 
media filled units.  However, after performing 
the requisite manual interventions the media 
filled vials are discarded and not included with 
the incubated vials.  
 
13.  The firm has recovered at least 1,171 mi-
crobial contaminants between 01/01/10 and 
03/30/11, including 1,047 actions of gram-
positive organisms, 108 actions of gram nega-
tive organisms, and 16 actions of mold organ-
isms from various locations within the firm's 
classified areas, including the Class 100 and 
Class 10,000 manufacturing areas. However, 
the firm has not investigated these microbial 
contaminants to determine the root cause of the 
contamination, nor have they initiated any cor-
rective action to address the contamination.  
 

These four sets of Observations provide information 
regarding the shortcomings of the Quality Unit func-
tion and their lack of understanding of the FDA's Guid-
ance for Industry documents.  Other Observations in-
cluded one where BVL was not performing a media fill 
on each aseptic filling line at a six month interval.  The 
FDA discovered during their investigations that they 
may have been occurring as infrequently as once each 
year.  One could argue that again this was because of 
shortcomings of the Quality Unit.  However, personal 
experiences from audits suggest that this is often not 

(Continued from page 5) created by the Quality Unit, but by upper manage-
ment's desire to continue manufacturing because of 
Client requirements.  Thus, SOPs and policies are vio-
lated and the Quality Unit receives a regulatory viola-
tion that was not created by them. 
 
This represents an example of a violation that unfortu-
nately is too often observed, i.e., where the Quality 
Unit is "zapped", but the root cause is upper manage-
ment who has suggested that production not be ceased, 
that the facility not be cleaned, that the water systems 
not be shut down for periodic maintenance.  
 
In summary, the FDA has since August 2009 with the 
institution a 15 business day turnaround for both Form 
FDA 483 Observations and Warning Letters begun to 
enforce their regulations.  Innovator and generic com-
panies that are manufacturing at CMOs need to assure 
that these organizations are meeting the regulatory re-
quirements.  Auditing teams must be comprised of per-
sonnel that understand what requires auditing.  A docu-
mentation review alone is not satisfactory.  Individuals 
that understand the entire six elements of the Quality 
System should be present and provide the knowledge 
to assure that the CMO both understands and follows 
the GMP requirements. 
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bration work  
The lab has procedures in place for work 
that does not conform to its own proce-
dures or the client requirements.  Correc-
tive action is implemented. 

 Corrective action 
This section is fairly large with discussions 
of cause analysis, implementation, and 
monitoring of corrective actions, and final-
ly a determination of additional audits are 
required. 

 Preventive action  
The lab is to have a program in place to 
look for needed improvements and poten-
tial problems to be corrected.  This infor-
mation might come from a robust program 
of trend analysis. 

 Control of records 
This section describes the need for proce-
dures for control ("identification, collec-
tion, indexing, access, filing, storage, 
maintenance and disposal") of Quality and 
technical records.   This section also pro-
vides basic data recording information  

 Internal audits 
The lab is required to have complete inter-
nal audits, generally on an annual cycle.    

 Management reviews 
ISO 17025 also requires periodic, sched-
uled management reviews that cover the 
Quality program and consider audit reports 
(internal, client and external body), correc-
tive and preventative actions, proficiency 
test results, changes in volume or type of 
work, client feedback, complaints, re-
sources, QC activities and staff training. 

 
 Technical requirements 

 General 
 Personnel 

The standard requires the workers to have 

(Continued from page 8) training, education, experience, proficiency 
suitable to their job function (also see discus-
sion of USP <1117> below).  There will be a 
formalized method to determine if a techni-
cian is qualified for a particular activity and 
how to determine what training is required.    
Any temporary workers will operate under 
this system.  There will be job descriptions 
for technical and key support people. 

 Accommodation and environmental condi-
tions  
The laboratory will have appropriate facili-
ties in terms of: 
 Lighting 
 Environmental Conditions (monitored 

and appropriate) 
 Sufficient separation between incompati-

ble ("clean" and "dirty") activities 
 Controlled access to the lab 
 Measures of good housekeeping will be 

collected.   
 Test and calibration methods and method 

validation 
The lab must use appropriate methods and be 
able to cite the relevant reference for the 
method using appropriate, calibrated equip-
ment.  There is guidance on how to select 
these methods 

 Equipment  
The lab must have sufficient equipment, of 
appropriate accuracy to perform the work.  
This equipment must be on a calibrated con-
dition and operated by qualified and trained 
personnel.  Records of all activities shall be 
kept 

 Measurement traceability 
This section deals specifically with activities 
associated with calibration, testing and refer-
ence standards and the expectations associat-
ed with these activities.   

 Sampling 
The laboratory is expected to have sampling 
plans for testing and calibration, and these 
are to be in a defined procedure. 

 Handling of test and calibration items 
(Continued on page 11) 
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The lab is expected to have procedures for 
the transportation, receipt, handling, pro-
tection, storage, retention of test and cali-
bration items, along with the identification 
of these items to prevent confusion.  There 
shall also be procedures to accept items for 
testing, and to stable storage 

 Assuring the quality of test and calibration 
results 
The lab shall have QC procedures for mon-
itoring the validity of test results and cali-
brations, and these results shall be in a for-
mat to allow detection of trends. 

 Reporting the results. 
The results shall be reported accurately, 
clearly, unambiguously and objectively and 
include all information requested by the 

(Continued from page 10) client and necessary for the interpretation of 
the test or calibration results.  If relevant, de-
viations shall be reported.  If opinions are 
included, the lab will document the basis on 
which the opinions and interpretations are 
made. 

 
USP <1117> 
 
Another regulatory document specifically aimed at 
laboratory operations I would like to look at is the 
USP informational chapter <1117> Microbiological 
Best Laboratory Practices.   The USP chapter is or-
ganized on operational lines, with different sections 
devoted to: 
 Media Preparation and Quality Control 

 Preparation 
 Storage 
 QC Testing 

 Maintenance of Microbiological Cultures 
 Laboratory Equipment 
 Laboratory Layout and Operations 
 Sample Handling 
 Microbiological Media Incubation Times 
 Training of Personnel 
 Laboratory Resources 
 Documentation 
 Maintenance of Laboratory Records 
 Interpretation of Assay Results 
 
This chapter was significantly changed in the 2010 
revision (USP 2010) and included completely new 
sections on Sample Handling, Media Incubation 
Times and Laboratory Resources.  In addition, all 
other sections were modified, with major changes in 
the sections devoted to Equipment, Training and 
Media.   This informational chapter was written to 
be a tutorial but can be easily converted to an audit 
checklist for ease of audit review.    Familiarity with 
this chapter should be an essential part of prepara-
tion for the audit of the contract lab facility by all 
members of the audit team. 
 
PIC/S Aide Memoire to Inspection of Pharmaceuti-
cal Quality Control Laboratories 
 

(Continued on page 12) 



PIC/S is the acronym for both the “Pharmaceutical 
Inspection Convention” and the “Pharmaceutical 
Inspection Co-operation Scheme.”  Currently there 
are about 30 cooperative national regulatory bod-
ies in PIC/S, which exists “to lead the international 
development, implementation and maintenance of 
harmonized Good Manufacturing Practice (GMP) 
standards and quality systems of inspectorates in 
the field of medicinal products.” (the interested 
reader is referred to Lyda’s excellent review of 
2007) 
 
This particular document is designed to be an in-
ternational aid in training inspectors and in prepar-
ing for an audit visit.  As such it is an excellent 
preparatory document for looking to an audit of a 
contract lab.  The first sections involve general 
considerations in a laboratory audit, followed by 
two appendices – one for analytical chemistry labs 
and the other for microbiology labs with issues 
specific to each.   The document describes its pur-
pose as: 

“Inspections of sites involved in testing of 
medicinal products should be more and 
more specific, thorough and conducted un-
der normal working environment. These 
inspections may include a complete assess-
ment of laboratory’s conformance with the 
code of GMP or they may be limited to 
specific methodology or aspects of the la-
boratory. Inspection process of a laboratory 
involves the assessment of laboratory func-
tions in full operation. Consequently, PIC/
S has developed the Aide Memoires, which 
can be considered a good tool for enhanc-
ing the understanding and performance of 
inspectors…” 
“The purpose of this document is to pro-
vide guidance for GMP inspectors to assist 
in training and preparing for inspections.” 

The full document is available on the PIC/S web 
site (http://www.picscheme.org) – the document 
outline is provided here. 
 Quality Assurance System 

 General  
 Ensuring Suppliers Quality 

(Continued from page 11) 

 Self Inspection  
 Change Control 
 Trending 
 Risk Management  

 Documentation system  
 General Information 
 Laboratory Documentation 
 Data Traceability 
 Electronic Documentation/Computerized 

Systems 
 Personnel  

 General  
 Training 

 Premises and Equipment  
 Premises 
 Equipment 
 Equipment Validation 
 Cleaning/Sanitation 

(Continued on page 13) 
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 Maintenance 
 Materials and Supplies 

 Materials 
 Water/Water Systems 

 Sampling and Samples 
 Sampling 
 Samples 
 Personnel for Sampling 

 Testing 
 Testing General 
 Testing of Raw Materials 
 In Process Controls (IPC) 
 Testing of Intermediates 
 Testing of Final Products 
 Stability Testing 
 Validation of Test Methods 

 Results and Release of Test Results 
 Handling of Test results 
 Failures - Out of Specification Test Results 

(OOS) 
 Failures - Re-testing and Re-sampling 
 Test Results Release/Analytical Reports/

Certification 
 Supplement No.1: GMP inspection in chemical 

and physical-chemical laboratories 
 Supplement No.2: GMP inspection in microbio-

logical laboratories 
 
Recommendations for a Successful Contact Lab 
Experience 
 

(Continued from page 12) 

There are a variety of guidance documents that we will 
review to assist in this qualification effort.  However, 
in my experience as a consultant I have noticed several 
common problems in the contact lab-client relation-
ship that should be addressed.  I would recommend a 
pair of recent articles (Nims and Meyers 2010a and 
2010b) for a good basic review.  In addition, I would 
also urge the following principles as guidance to a 
successful relationship: 
 
 Never trust a stranger with your money 

Several recent Warning Letters have been issued 
on the topic of use of contract labs.  It has become 
an unfortunate practice for many manufacturing 
facilities to use contract labs as they would internal 
QC microbiology labs - except without the quality 
control measures in place.  While it is tempting to 
rely on the contract lab's QAU, the responsibility 
for the quality of the data never leaves the client.  
If the quality of the data from that lab is called into 
question, it is your products and your company's 
reputation that will suffer in a recall.    Always 
qualify the lab and perform ongoing, full data re-
views of all their work as it is completed. 

 
 Don’t try to fix a computer with a hammer 

There are many different types of microbiology 
labs.  Some specialize in environmental microbio-
logical testing (as in toxic waste, not as in aseptic 
clean rooms), agricultural micro labs, food labs, 
etc.  While they may try to make the argument that 
microbiology is all the same (it is, pretty much), 
they will not have the systems in place to handle 
Medical Device regulations or Pharma GMPs.  If 
they argue that it doesn’t matter, all indecision 
should be resolved and you should immediately 
run away.  Their science might be excellent, but 
you will be responsible for the quality (and the 
Quality) of the work.  If the documentation will 
not pass inspection, it is of limited use in a recall 
investigation.   The microbiology lab is a tool – 
use the correct one. 

 
 Never test the depth of the water with both feet 

The microbiology contract lab may become a criti-
(Continued on page 14) 

Don’t miss! 
Conference on Environmental 

Monitoring - EM for Cleanrooms and 
Controlled Environments - Industry 

standards, Regulatory 
requirements, Product Quality 

Requirements 

April 23-24, 2012 
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nical audit is at least as important as the GMP 
audit, it is best by far to have a balanced audit 
team (and no, an expert in another technical 
discipline does not have the appropriate back-
ground to serve as a subject matter expert in 
an unfamiliar area). 

 
Summary 
 
There are a wide range of microbiology testing 
labs on the market, and all of them are anxious for 
your business.  As the GMP manufacturer, you 
are responsible for the work performed by the lab 
on your product and for your decisions based on 
that work.  This will not be a problem if there is 
never a problem.  However, if one of you prod-
ucts becomes involved in a dispute on the market 
or with the Agency, the quality of the microbiolo-
gy work involved in release of that product could 
become very important indeed.  If the work is 
poor, or not able to pass GMP-style audit, the 
testing lab will probably express regret for the 
inconvenience but you may be faced with recall 
or legal action.   
 
This short article has provided some pointers for 
qualifying a microbiological laboratory for GMP 
work.  It is not intended to be comprehensive but 
rather provide pointers for where to look for more 
complete information.  I would strongly urge that 
the audit team include at least one individual with 
experience in microbiology who can serve as a 
subject matter expert to the rest of the team. 
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PMF Conference on Alternate and Rapid Microbiological 
Methods – Understanding Industry Perspectives and Regula-
tory Expectations  
  March 26-27, 2012   Las Vegas, NV  
  http://microbiologyforum.org/2012/HPA1203_Interest.html 
Alternate and rapid microbiological methods are those that pro-
vide information currently provided by conventional QC micro-
biological methods, but do so with at least the accuracy and pre-
cision of the traditional methods while providing some measure-
able advantage, including faster time to result.  Such methods 
have been available for over 40 years, but remain rare in the QC 
pharmaceutical labs.  This conference will explore this apparent 
contradiction from the regulatory, business and scientific per-
spectives. 
Co-moderated by Michael Miller and Scott Sutton, a wide range 
of perspectives will be provided to explore this topic. 
 
PMF Conference on Environmental Monitoring 
  April 23-24, 2012   San Francisco, CA 
  http://microbiologyforum.org/2012/HPA1204_Interest.html 
A comprehensive environmental monitoring program is focused 
on all aspects of production from the quality of the incoming raw 
material to the microbiological profile of the employee. Compa-
nies need to consider all aspects of manufacturing when defining 
their environmental monitoring program. This workshop will 
explore the various aspects companies should consider when 
defining a holistic environmental monitoring program. Case stud-
ies will be used to demonstrate how an effective environmental 
monitoring program can help minimize the risk of adverse regu-
latory action. 
This conference will be moderated by Anne Marie Dixon, Owner 
and President of Cleanroom Management Associates, Inc. 
 
2012 PMF Bacterial Endotoxin Summit Interference in the 
BET 
  September 17-18, 2012   San Francisco, CA 
  http://microbiologyforum.org/2012/HPA1206_Interest.html 
The standard gel, chromogenic and turbidimetric Bacterial Endo-
toxins Test test methods, as described in harmonized USP chap-
ter <85> are validated, meaning that the methodology has been 
proven and accepted. However, the QC laboratory can't assume 
that these validated test methods are suitable for the products 
under test. It is incumbent on the laboratory to demonstrate suita-
bility for each material under test through the execution of the 
compendial "Test for Interfering Factors", also known as Inhibi-
tion/Enhancement testing.  While the compendial requirements 
for this activity are straightforward, the advent of unique formu-
lations and presentations of modern pharmaceutical products 
may result in test interference that could complicate these other-
wise simple tasks. 
This conference will be moderated by Karen Z. McCullough, 
Principal at MMI Associates. 
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Discussion List Update 
 
PMFList: 
Number of Subscribers:  4347 
Number of Countries: 64 
Number of Messages Last Month: 97 
 
PSDGList (Pharma Stability Discussion Group): 
Number of Subscribers: 1583 
Number of Countries:  36 
 
C-CEList (Cleanrooms and Controlled Environments 
Number of Subscribers:  850 
Number of Countries: 25 
 

Membership is FREE. To join the PMFList (or any of the 
other lists, as well), visit  
http://www.microbiol.org/email-discussion-lists/pmflist/ 

 and register.   

 

You can ask, answer, or read questions and comments from 
your colleagues.  Archives of the lists are available at: 

http://www.microbiol.org/email-discussion-lists/pmflist/ 

http://www.microbiol.org/email-discussion-lists/psdglist/ 

http://www.microbiol.org/email-discussion-lists/c-celist/ 

USP Corner 
 

Any questions concerning USP documents 
should be sent to Radhakrishna (Radha) Tiruma-
lai, Ph.D. You can reach Dr. Tirumalai at: (706) 
353-4514, via mail at United States Pharmaco-
peia, 126 Twinbrook Parkway, Rockville, MD 
20852 or via e-mail at RST@USP.org. You can 
write representing your company, or as an indi-
vidual scientist. 
 
The Pharmacopeial Forum is now available for 
free online at http://www.usp.org/USPNF/pf/ 

PMF Conference on Alternate and Rapid Microbiologi-
cal Methods – Understanding Industry Perspectives 
and Regulatory Expectations 
March 26-27, 2012 - Las Vegas, NV 
http://microbiologyforum.org/2012/HPA1203_Interest.html 

PMF Conference on Environmental Monitoring - EM 
for Cleanrooms and Controlled Environments – In-
dustry standards, Regulatory requirements, Product 
Quality Requirements  
April 23-24, 2012 - San Francisco, CA 
http://microbiologyforum.org/2012/HPA1204_Interest.html 

PMF Conference on Microbiological Laboratory Inves-
tigations 
May 21-22, 2012 - Philadelphia, PA 
http://microbiologyforum.org/2012/HPA1205_Interest.html 

PMF Bacterial Endotoxin Summit – “Interference in 
the BET” 
September 17-18, 2012 - San Francisco, CA 
http://microbiologyforum.org/2012/HPA1206_Interest.html 

PMF Fall Forum – Leading the Modern QC Microbiol-
ogy Lab 
October 15-16, 2012 - Philadelphia, PA  
http://microbiologyforum.org/2012/HPA1207_Interest.html 

PMF Conference – Validation Concerns in the QC Mi-
crobiology Lab 
November 8-9, 2012 - Dallas-Ft. Worth Metroplex, TX 
http://microbiologyforum.org/2012/HPA1208_Interest.html 
 

Full Listing at 
http://www.microbiologyforum.org/upcoming.htm 

 Upcoming Events 

For more information on PMF events: 
 
888-844-8561 (toll-free) 
(585) 594-3336  
 
High Peaks Associates 
150 Parkway Dr 
North Chili, NY 14514  
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