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Deviation Investigations 
 
This issue of the newsletter is devoted to investigations of microbi-
ological deviations.  I have been wanting to do something on this 
for a while as this topic is misunderstood by many in the industry.   
One point of confusion is pretty basic - the scope of the FDA guid-
ance document on OOS (no, it does not cover biological assays).  
However, this is not to say that the basic structure of the investiga-
tion is all that different.  Once a product specification failure has 
been identified, the fundamental steps for correcting the situation 
are the same: 1) Determine the root cause; 2)  Determine a correc-
tive and/or preventative action; and 3) Demonstrate that the correc-
tive/preventative action was effective. 
This issue presents excerpts from recent warning letters as avail-
able from the FDA web site (the FDA web site provides warning 
letters from the preceding 12 months as PDF files).  There was a 
lot of information that 
deals with investiga-
tions as a topic - not 
all of this was in-
cluded in our discus-
sion.  The first selec-
tion of what to include 
was based on whether 
of not the citation 
dealt specifically with a microbiological investigation.  All of these 
are represented.  A few citations for non-microbiology issues are 
also included, these were selected as they had an instructive or 
unique aspect to them. 
Future issues will continue to explore this topic as it clearly is one 
of increased regulatory concern.      
 
Scott Sutton, Ph.D.          scott.sutton@microbiol.org 

PMF NEWSLETTER 

Important Links:   
 
Information on the PMFList at 
http://www.microbiol.org/pmflist.htm 
 
Past Issues of the PMF Newsletter at  
http://www.microbiologyforum.org/news.htm 

 Be sure to check out the upcoming  
PMF Conferences and Workshops 
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Scott Sutton, Ph.D. 
Vectech Pharmaceutical Consultants, Inc. 
 

Understanding the regulatory situation as it relates to the 
Microbiology function is never easy.  This is true both for 
the Quality oversight of microbiology-related issues for 
microbiology and for Management charged with oversee-
ing the Microbiology function (if this oversight is con-
ducted by one not trained in the discipline it is even more 
difficult, but that is another story for another time).   A 
particularly difficult area is in the area of investigations of 
failing tests, or rather, product tests that “do not satisfy 
specifications” or are “marginally below expectations”.   

FDA has released guidance on the investigation of OOS 
(Out of Specification) results for analytical chemistry in 
the form of a guidance document (see http://www.fda.gov/
Cder/guidance/3634fnl.pdf), but this guidance document 
explicitly excludes microbiology from its scope (see foot-
note #3).   PDA has been working on a Technical Report 
on Microbial Data Deviations (the acronym MDD was 
coined by this task force to distinguish it from the OOS 
situation).  This task force began work in 2001-2002, so 
should have something ready in the next year or so.  At the 
moment, however, there is no authoritative guidance on 
how to conduct an investigation into an MDD. 

I recently updated a training course on MDD investiga-
tions in preparation of presenting an in-house course and 
took the opportunity to go up on the FDA web site to see if 
anything had been cited recently on this topic.  I was 
amazed and want to share this with you.  Remember - all 
warning letters excerpted for this article were issued in 
late 2007 or 2008. 
By way of explanation - I am only presenting the text from  
warning letters.  I am uncomfortable with citing 483 obser-
vations as these are only one person’s opinion, and we all 
have favorite stories of absurd 483 observations issued by 
an FDA inspector having a bad day or who got severely 
annoyed and allowed his/her emotions to override her 
common sense.  These observations can be misleading.  
The warning letter, however, is a committee project that 
not only includes at least the district office and usually 
their legal staff and may also involve review by FDA 
headquarters (or be, in fact, issued by HQ).   

Reviewing regulatory actions can present another concern  

- we must be careful no to over-interpret an individual 
enforcement document as occasionally one district office 
or another will get a little over-enthusiastic.  I have left 
the source office on the quoted text to show that this is 

(Continued on page 3) 

FDA and Investigations of MDD 

Microcheck Microbial Analysis Exceeding Industry  
Standards for Quality and Excellence Since 1988 

 
Why professional microbiologists choose Microcheck: 
 
√ Expertise: Microbial Identification and Analysis  
√ Microcheck Signature Reports – There is no need to guess 

what your results mean, we use our 19 years of experience to 
create your comprehensive interpretive report with analytical 
comments. 

√ Depth: Offering a comprehensive analysis suite (genotypic 
and phenotypic) of bacteria, fungi, yeasts and actinomycetes. 

• 16S and 28S rDNA gene sequencing 
• Fatty acid methyl ester (FAME) analysis, a cost effec-

tive alternative 
• Microscopic fungal identifications by our staff my-

cologist 
• Professional consultation with our microbial experts 
• Custom projects to meet your individual needs 

√ Experience: 
• First commercial laboratory to offer FAME identifica-

tions - 200,000+ IDs since 1988 
• 40,000+ fungal IDs by our staff mycologist 

√ Excellence:  
• FDA registered, cGMP, ISO/IEC 17025 Compliant 
• Standard quality purity checks for every FAME sam-

ple before release of result 
• Microcheck signature reports 

√ Cost effective: Low pricing and volume discounts 
√ Trust: Personal, rapid, responsive service with on-time 

results from our microbiology lab personnel 
√ NELAC Accredited microbiological PT Provider for water 

testing labs 
 
As the first lab to offer commercial microbial identifications we 
would like to be your first choice service laboratory.  For more 
information about our services and pricing please visit our website 
at www.microcheck.com or contact us at 866-709-6600.  

 
The PMF Newsletter thanks Microcheck for its sponsorship. 
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not the case here - most districts and as well as head-
quarters (HQ) are involved.  

Warning letters may be downloaded from the FDA web 
site at the address http://www.fda.gov/foi/warning.htm.  
All quotations are transcribed as best as possible (some 
of the reproductions are very poor and difficult to read).  
Modifications have only been made to exclude material 
not relevant to this article, and to disguise product 
names (shown by ****) and in one case the company 
name that appeared in the text of the letter. 

 

Warning Letter Excerpts of Interest 
 

http://www.fda.gov/foi/warning_letters/s6762c.pdf - 
Company #1 (issued by FDA Headquarters) 
“You failed to establish and maintain procedures for 
implementing corrective and preventive action, includ-
ing requirements for investigating the cause of noncon-
forming product and identifying the action(s) needed to 
correct and prevent recurrence of nonconforming prod-
uct and other quality problems (21 CFR 820.100]. For 
example: 

a.  Your SOP GEN. 106 entitled "Deviation Report-
ing" recommends a review of Customer Complaint 
Logs for similar deviations to determine product 
impact. However, investigations into deviations of 
****, lots X155, X157, N097, N095, did not in-
clude a review of complaint files for similar devia-
tions. 

b.  Your SOP BQA.101 entitled "Handling Microbi-
ological Out of Specification Test Results" requires 
an investigation to be initiated as a result of a con-
firmed microbiological out-of-specification result.  
However, you did not investigate out-of-
specification microbial results for ***, Lot 10832. 

c.  An investigation was not conducted for **** lot 
41500, which was included in a recall initiated on 
November 29, 2006 . 

 

http://www.fda.gov/foi/warning_letters/s6891cr.pdf - 
Company #2 (not MDD investigation, but included 

(Continued from page 2) for interest)  (Atlanta District Office) 
2.  Failure to thoroughly investigate any unexplained 

discrepancy or the failure of a batch or any of its 
components to meet any of its specifications, 
whether or not the batch has already been distributed, 
and to extend the investigation to other batches that 
may have been associated with the specific failure or 
discrepancies as required by 21 CFR§211.192. 

Specifically, your firm has failed to conduct adequate 
investigations as per its SOP G-004, Guidelines for In-
vestigations of Product Quality, which states that inves-
tigations are to be completed within 30 days. Numerous 
manufacturing investigations were not conducted and/or 
completed until after the initiation of the current inspec-
tion. According to SOP G-004, if an investigation re-
quires more than 30 days for completion, an Investiga-
tion Interim Report must be prepared to explain the de-

(Continued on page 4) 

Sartorius is an internationally leading laboratory and process 
technology supplier covering the segments of biotechnology 
and mechatronics. Sartorius has over 75 years experience in 
the manufacturing of cellulose nitrate membranes which are 
routinely used today for microbiological analysis. 

The detection of microbial contamination in sample liquids 
such as final product, incoming inspection or during in-
process testing plays a significant role in the quality assur-
ance process. The requirements for a practical microbiologi-
cal test method are that it permits quantitative and reproduci-
ble detection of trace contamination and that it can be per-
formed efficiently and economically under routine conditions. 
These requirements are fulfilled optimally by the membrane 
filtration method. The membrane filter method is worldwide 
accepted and the preferred method for analyzing aqueous 
solutions for microbial contamination. 

Sartorius offers an extensive line of high quality and reliable 
membrane-based solutions for all your microbial analysis 
needs, specifically for microbial enumeration, sterility  
testing and air monitoring. To learn more about Sartorius 
Microbiology Products, please visit us at:  
www.Sartorius.com/microbio. 
 

The PMF Newsletter thanks Sartorius for its sponsorship. 
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lay. Your firm's management stated that these reports, 
which require review and approval by Quality Assur-
ance (QA), had not been completed for any of the in-
vestigations exceeding 30 days. Furthermore, investi-
gations did not always include an evaluation of other 
lots or products potentially affected. 

 

http://www.fda.gov/foi/warning_letters/s6956c.pdf - 
Company #3 (not MDD) (New England District) 
2. Failure to establish and maintain adequate proce-

dures to identify all the actions needed to correct 
and prevent the recurrence of nonconforming prod-
uct and other quality problems as required by 21 
CFR 820.100(a)(3). For example, on 2/15/07, load 
R070215-07 was processed using revision 10 of 
the cycle; however, revision 9 was the currently 
approved version . Your firm was notified by the 
customer that the load was processed incorrectly. 
You subsequently opened a CAPA to address this 
issue and later identified the root cause of the prob-
lem as the ____ server migration of unapproved 
cycles into the software. However, at the time, you 
did not initiate any preventative actions to ensure 
that this problem does not recur.    

Your response cannot be evaluated at this time be-
cause while you have opened a CAPA to address 
the _____ server migration of unapproved cycles 
into the software and have provided a copy of this 
CAPA, you have not provided any evidence that 
demonstrates that the process controller replace-
ments will adequately address the migration of un-
approved ethylene oxide sterilization cycles. 
Therefore, the adequacy of the CAPA cannot be 
evaluated until this information is submitted for 
our review. 

 

http://www.fda.gov/foi/warning_letters/s6579c.pdf - 
Company #4 (Cincinnati District Office) 
2.  There was a failure to thoroughly investigate any 

unexplained discrepancy or the failure of a batch or 
any of its components to meet any of its specifica-
tions whether or not the batch has already been dis-
tributed [21 C.F.R. § 211.192]. For example: 

a. Your firm did not conduct a thorough investiga-
tion to determine the source of endotoxin con-
tamination. 

(Continued from page 3) 1. Your firm failed to conduct thorough in-
vestigations into the failure of multiple lots 
of *** (958302, 958364, 958438, 958445, 
and 968716) that significantly exceeded in 
process levels for endotoxin __EU/ml) dur-
ing ___ testing, but later passed final prod-
uct testing for endotoxin. Your quality con-
trol unit (QCU) determined these lots to be 
acceptable for release without determining 
the source of the contamination. 

2. Your investigation of these lots concluded 
that since the in-process test for endotoxin 
was for investigational purposes, full inves-
tigations were not required. A root cause 
for the high results for endotoxin was not 
identified, and the results were not scien-
tifically invalidated by any of your firm's 
investigations. 

(Continued on page 5) 
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In light of the high endotoxin test results seen at your 
facility during the manufacturing of ***, we are con-
cerned that your firm may lack an adequate under-
standing of the product and the process for manufac-
turing ***. We strongly recommend that your firm 
review your process design and endotoxin controls for 
the entire manufacturing process, e .g., prior to the 
filtration and terminal sterilization. Some considera-
tions may include the raw materials used in the proc-
ess and the lengthy compounding process. 

 

http://www.fda.gov/foi/warning_letters/s6708c.pdf 
- Company #5 (HQ) 
1. Failure of your quality control unit to investigate 

thoroughly any unexplained discrepancy or the 
failure of a batch or any of its components to meet 
any of its specifications, and failure to ensure that 
written records of investigations are made and 
include conclusions and follow-up (21 CFR 
211.192]. For example: 

a) Your quality unit failed to adequately identify 
trends for numerous environmental excursions 
found between July 2007 and November 2007.  

b) Regarding investigations initiated by your 
quality control unit: 

i. Investigation Report PR108688 was initi-
ated on April 13, 2007, for total aerobic 
count excursions in the purified water 
loop between February and March 2007 . 
The report was closed on September 21, 
2007, and identified the corrective action 
as the addition of a ____  to the purified 
water loop . At the time of the FDA in-
spection, the heat exchanger had not been 
ordered. 

ii. Investigation report PR112361 was initi-
ated on May 14, 2007, for total aerobic 
count excursions in the purified water loop 
sampled on May 1, 2007. The report re-
mained open at the time of the FDA in-
spection. 

iii. Investigation report PR87671 was initiated 
on November 6, 2006, for non-viable par-
ticulate excursions in several grade ___, 

(Continued from page 4) grade ___ Grade ___ areas. Corrective ac-
tions were not completed until February 20, 
2007. 

iv. A sample collected from Room 1627 
(1627.5) on May 12, 2007, and documented 
in investigation report PR117911 was not 
sent for microbial identification until June 
26, 2007.   

v. A sample collected from Room 1624 
(R1624 .14) on August 30, 2007, and docu-
mented in investigation report PR128513 was 
not submitted for microbial identification un-
til October 5, 2007.   

vi. A sample collected from Room 1627 

(Continued on page 6) 

MIDI Labs, Inc. is an FDA-registered, cGMP-compliant ser-
vice laboratory that provides rapid, accurate microbial identifi-
cation services at competitive prices. We provide bacterial, 
fungal, and yeast identifications, and can identify over 2,500 
species. 
 
Our laboratory offers 16S and 28S rRNA gene sequencing us-
ing the MIDI Sherlock® DNA Identification System, and fatty 
acid methyl ester (FAME) analysis using the MIDI Sherlock® 
Microbial Identification System. As co-developer of the first 
commercial DNA sequence-based microbial libraries and as 
sister company to MIDI, Inc. (manufacturer of the Sherlock 
system), MIDI Labs has more experience and expertise using 
these technologies than any other service laboratory. We also 
provide a combined polyphasic report (DNA and fatty acid re-
sults in a single report) for your most critical unknowns. 
 
We offer volume discounts, rapid turnaround time and long-
term confidential data management.  Reports are summarized 
and customized to meet your facility's needs. 
New for 2008: Volume customers can receive an absolutely 
free version of Sherlock DNA, to maintain, reprint, and analyze 
their DNA data at their own site. MIDI Labs is the premier ser-
vice lab for your microbial identification needs.  
For more information, please contact us at 302-737-4297 or 
info@midilabs.com. 
 
The PMF Newsletter thanks MIDI Labs for its sponsorship. 
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(R1627.18) on August 31, 2007, and 
documented in investigation report 
PR131057 was not sent for microbial 
identification until October 31, 2007. 

 

http://www.fda.gov/foi/warning_letters/
s6756c.pdf - Company #6 (HQ) 
In section “CGMP DEFICIENCIES CONCERNING 
BULK DRUG SUBSTANCES AND DRUG COM-
PONENTS” 

Failure Investigations:   

2.c. APR 2006-204C-0034 dated 8/24/2006 was 
issued for the sterility failure of **** bulk lot 
____.  The contaminant was noted as ____. 
The  investigation failed to assess a recent 
change in the SIP cycle for tank, implemented 
in _____.   The validation of this SIP change 
was subsequently implicated during investiga-
tion of the failure of a media challenge, which 
led to the recall of several **** and **** lots.  

 

http://www.fda.gov/foi/warning_letters/
s6644c.pdf - Company #7 (HQ) 

PRODUCTION AND PROCESS CONTROLS 

1. The sterility of media lot # ____ used in the *** 
vaccine upstream process could not be assured, 
yet final product lots that used media lot ____ 
were further processed and submitted to FDA for 
lot release. For example, two contamination 
events were linked to the use of media lot # 
______________   

A. *** _________ lot # _______ was  observed 
contaminated with Candida guillierimondii.  

B. *** lot # _______ passed sterility testing on 
19 October 2006.  However, on June 20, 
2007, as part of an investigation into inacti-
vation failures, _____ lot _____ was retested 
for safety and sterility and found nonsterile.  
Fifty percent of the ____ volume was re-
tested and failed sterility on July 7, 2007. 
The contaminant was identified as with Can-
dida guillierimondii.  

(Continued from page 5) 
The root cause for sterility failures of both lots _____ 
and _____ was determined to  be "low levels of con-
tamination of individual bottles of media lot 
#_______ with Candida guillierimondii during asep-
tic filling of the media lot" yet 15 additional ______ 
lots that came into contact with media lot # ______ 
did not undergo a second sterility test as was per-
formed during the previously manufactured lots.   

… text omitted ... 

INVESTIGATION OF FAILURES 

6.  Sterility failure investigation  are incomplete. For 
example: 

A. Twelve out of a total of 96 bottles from media 
lot #__________ remained after the sterility 
failure finding in October 2006 . All 12 re-
maining bottles of media lot #_______ were 
discarded from production without subjecting 
the media to sterility testing to determine the 
extent of the contamination.  

(Continued on page 7) 
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B. The retain sample for filling of media lot 90 
was not tested for sterility.   

C.  In 2005, six Rabies Vaccine  _____ lots in-
tended for use in *** were found non-sterile, 
of which four were linked to contamination of 
media.  *** is non-US Rabies Vaccine. The 
same _______ and ______ are used for **** 
(the US licensed vaccine) as for ****. The 
failure investigation was closed in January 
2006. Corrective actions were recommended 
and several were implemented, but the final 
correction was not implemented until January 
2007.  From January 2006 to January 2007, 
two media lots, #______ and #_____ were 
found to be contaminated and two *** vac-
cine lots were linked to contamination of me-
dia lot #_________. 

D.  As part of the failure investigation into inacti-
vation failures, 21 Rabies Vaccine ______ 
lots that came into contact with media lot 
#_____ were re-tested for sterility prior to 
________ of which one ________ lot 
________ was found non-sterile upon retest.  
_______ rejected as part of the sterility failure 
investigation and lot #_________ was formu-
lated in to filling lot #___________. 

7.  Your investigation of three rabies vaccine 
_________ batches which failed viable rabies 
virus testing after the virus inactivation process 
is incomplete.  These lots (*** _____ batch 
_____, *** _____ batch _____ and *** _____ 
batch _____) were rejected and your firm sus-
pended production of rabies vaccine _________ 
in February 2007.   Your investigations are in-
complete in that they did not identify a root 
cause for the virus inactivation failures, and did 
not include an evaluation of the cleaning-
processes and procedures for product contacting 
equipment to determine if equipment cleaning is 
effective in preventing cross contamination of 
the inactivated batches.   

 

http://www.fda.gov/foi/warning_letters/s6954c.pdf 
- Company #9 (New England District) 
2. Failure of your quality control unit to investigate 

thoroughly the failure of a batch or any of its com-

(Continued from page 6) 
ponents to meet any of its specifications, and failure 
to ensure that written records of investigations are 
made and include conclusions and follow-up.  [21 
CFR § 211.192].   For example: 

a. Your investigations into environmental and per-
sonnel monitoring excursions do not address po-
tential links between identified microorganisms 
and the root cause, or indicate whether these mi-
crobes had been observed in past monitoring.  
Five investigations were conducted when the ac-
tion level was exceeded for personnel monitor-
ing. Results for aseptic core operators ranged 
from _____ cfu since June of 2007.  Each investi-
gation lacked the identification of potential 

(Continued on page 8) 

Ready-to-Use Enumerated QC Microorganism Preparations 
 
MicroBioLogics offers enumerated microorganism preparations 
for Pharmaceutical, Cosmetic, and Dietary Supplement Applica-
tions. These enumerated microorganism preparations allow labo-
ratories to conveniently and confidently conquer a variety of 
mandated Pharmacopeial challenges. 
 
EZ-CFU™ One Step lyophilized microorganism preparations pro-
vide the required microorganism challenge concentrations for 
tests such as Growth Promotion Tests, Microbial Limits 
Tests and Microbial Enumeration Tests. EZ-CFU™ One Step 
microorganism preparations deliver less than 100 CFU per 0.1 
mL of hydrated suspension.  
 
EZ-PEC™ lyophilized microorganism preparations are used to 
perform Antimicrobial Effectiveness and Preservative Effi-
cacy Tests. EZ-PEC™ microorganism preparations deliver a fi-
nal concentration of 1.0E+05 to 1.0E+06 CFU per mL of product 
to be tested.  
 
Epower™ lyophilized microorganism preparations can be utilized 
to perform essential quality control functions including micro-
bial detection and enumeration, equipment calibration, 
method validation, bioburden determination, and anti-
bacterial effectiveness and lethality testing. Epower™ mi-
croorganism preparations can be easily manipulated to deliver a 
wide variety of concentrations. They are available in concentra-
tions ranging from 102 to 108 CFU per pellet.  

 
For More Information 

800-599-BUGS (2847) • (320) 253-1640 
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identified to their genus and species level. 
However, the contaminant of one of the 
API batches that failed sterility [Batch 
_____] was never characterized to genus 
and species level.   

3. Environmental and personnel monitoring 
microbial sample results were not ad-
dressed by the sterility failure investiga-
tion reports. We note that your firm col-
lects numerous samples with results from 
personnel, equipment, and air, from 
within the sterile API production area, 
and identifies these microbes. However,  
these data were not assessed or reported 
and the failure investigation reports are 
missing this testing. 

(Continued on page 9) 
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sources or previous occurrence of the identified 
microorganisms . Additionally, three of the above 
mentioned investigations conducted since June 
2007 were not initiated until 7-9 months after the 
excursion had occurred. Your response to the 
Form FDA-483 was inadequate in that the written 
records of the investigations were not included 
and the rationale to support release of associated 
product was not provided.   

b. For the imaging diagnostic *** Injection used in 
pediatric patients, sterility testing samples were 
discarded inadvertently before completion of the 
required 14-day incubation period for lot 010717. 
Subsequently,  only one retain vial was tested for 
verification of product sterility . In your response, 
you indicate that the sterility assurance was not 
compromised for this lot.  However, your associ-
ated investigation did not include a review of 
your terminal sterilization cycle or whether it met 
all parameters per the validated cycle. Therefore, 
your investigation and retesting conducted were 
not adequate to support the marketing for this lot. 

 

http://www.fda.gov/foi/warning_letters/s6923c.pdf - 
Company #10 (located in India) (HQ) 

Failure Investigations 
3. Your procedures do not provide for a thorough re-

view of unexplained discrepancies or failure of a 
batch or any of its components to meet its specifica-
tions whether or not the batch has been already dis-
tributed [21CFR 211.192] . 

A. Sterility failures of four sterile API batches were 
inadequately investigated, as follows:  

1. The investigation failed to confirm the root 
cause conclusion that microbes found in 
_____ water samples were the cause of the 
contamination, in that these isolates were not 
shown (characterized to their genus and spe-
cies level) to be related to the batch sterility 
failure isolate _______.   

2. The investigation failed to accurately report 
results. The investigation report dated Sep-
tember 4, 2007 inaccurately states that iso-
lates from each of the 4 batches were further 

(Continued from page 4) 

http://www.fda.gov/foi/warning_letters/s6923c.pdf�


cords and batch production records. It is evident that 
your firm has not corrected the documentation and inves-
tigative practices at this site  

 

http://www.fda.gov/foi/warning_letters/s6630c.pdf - 
Company #11 (located in Japan) (HQ) 
2. Failure of your investigations of out-of-specification 

(OOS) results to determine if corrections or preven-
tive actions are needed.   

During the inspection, it was noted that at least 7 
OOS results were found and confirmed by your firm . 
Your firm failed to continue its investigation of the 
OOS results outside of the laboratory in order to de-
termine the cause of the results.  Your firm promised 

(Continued on page 10) 
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Your response to the FDA 483 observation con-
cerning the root cause conclusion in the investiga-
tion commits to implementing procedural changes 
that will address future sterility failures to ensure 
full characterization of investigational isolates. 
However, your response does not address how you 
intend to complete the failure investigation for the 
four API batches that failed sterility testing, to en-
sure the root cause for the failures is identified and 
appropriate corrective and preventive measures are 
implemented. Your response to the inaccuracy of 
your records for sterile API batch ____ does not 
address which controls will be implemented to en-
sure completeness and accuracy in reports. Your 
response to unreported data in failure investigation 
reports also does not address FDA's concern on the 
existence of unreported data associated with the 
manufacture of other drug products that may be in 
the U.S. market. Please provide this information in 
your response. 

… Text omitted... 

Quality Control Unit 
4.  The Quality Control Unit (QCU) failed to ensure 

that its organizational structure, procedures, 
processes, resources, and activities are adequate 
to ensure that APIs and drug products, sterile and 
non-sterile, meet their intended specifications for 
quality and purity [21 CFR 211.22] . This same 
issue also applies to APIs produced at this site.  

… Text omitted... 

C.  The QCU regularly signs off and approves 
inadequate failure investigation reports re-
lated to sterility failures of sterile APIs and 
rejections of non-sterile drug products as 
reported under items 3.A. and 3.B. of this 
letter. 

Furthermore, we are concerned that deviations regard-
ing inadequate recordkeeping and failure investigations 
cited on the current FDA-483 are similar to the devia-
tions from the previous FDA-483 issued to your site on 
March 2, 2006. For example, the previous inspection 
conducted 2/27 - 3/2/06 resulted in the issuance of a 6-
item FDA-483, which included inadequate failure in-
vestigations and lack of controls for analytical test re-

(Continued from page 4) 

http://www.fda.gov/foi/warning_letters/s6630c.pdf�
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corrective action, however, no documentation and/
or written commitment was provided.     

Any OOS result obtained should be investigated 
and documented according to a procedure. This 
procedure should include analysis of the data, as-
sessment of the extent and cause of the problem, 
allocation of the tasks for corrective actions, and 
conclusions. Any resampling or retesting after 
OOS results should be performed according to a 
documented procedure.  

Written procedures should be established and fol-
lowed for investigating deviations or the failure of 
a batch of intermediate or API to meet specifica-
tions.  The investigation should extend to other 
batches that may have been associated with the 
specific failure or deviation.    

 

http://www.fda.gov/foi/warning_letters/s6667c.pdf 
- Company #12 (New Orleans District) 

 

1.A.  Failure to adequately investigate evidence of 
microbiological contamination and failure to 
maintain a complete record of data secured in 
the course of each test, including all graphs, 
charts, and spectra from laboratory instrumenta-
tion [21 CFR 211.192 and 211.194(a)(4)] . Spe-
cifically, the following was noted regarding the 
investigation conducted by your firm to identify 
microbial growth in a sample of pre-gelatinized 
starch, lot ___________ 

• The COMPANY “____________” report 
number _______ states after growth was ob-
served in ________, and inoculated into 
______ and "appropriate media for identifica-

(Continued from page 9) tion by the ____ system" . Further, your inves-
tigation report states the ______ results were 
uncertain due to a________.     

In contrast, our investigators found laboratory 
notebooks contained no record of the results of 
the reported testing on media, and no record of 
the results of identification testing using the, 
system . Please explain why your response to 
Form FDA 483 (483) does not state the reason 
these test results were not documented.   

• The investigation report and your September 6, 
2007, 483 response state after initial testing 
failed to positively identify the growth ob-
served in _______ retesting was conducted on 
a new sample collected from the lot. The report 
states the isolate from the original sample was 
not retested because there was insufficient sam-
ple remaining after the initial testing . The re-
port also states the colony growing on was not 
detected during the retest on a new sample.  

It is unclear why there would not have been a 
sufficient amount of the original sample re-
maining to obtain a new isolate, which we be-
lieve would have increased the chance of iden-
tifying the microorganism. Additionally, in 
contrast to your investigation report, during the 
inspection, COMPANY personnel told our in-
vestigators retesting was not conducted on the 
original sample because the isolate from the 
original sample was lost.   
We note COMPANY SOP requires documen-
tation of the results and rationale for any re-
sampling and re-testing conducted during an 
investigation,  however, there is no mention in 
your records the original isolate was lost . 

(Continued on page 11) 
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Please clarify this difference in the informa-
tion we received from your firm.    

• Your September 6, 2007, 483 response con-
cludes since tests conducted using the ____ 
system found a low probability of identifying 
the growth initially observed in _____ it is not 
likely the microorganism was objectionable.   

We do not agree with your conclusion. We 
believe there can be numerous technical rea-
sons why the probability for identification was 
low, which are unrelated to the clinical sig-
nificance or pathology factors of the microor-
ganism.    

• Your laboratory test data shows during the 
tests conducted with a new sample, growth 
was observed on ____ which is used to selec-
tively isolate Pseudomonas aeruginosa. 
There is no mention of this test result in your 
investigation report and, although there was 
an inconclusive ____ report, there is no indi-
cation additional testing was conducted to 
positively identify the microorganism.   

 

Summary 
There is a lot of material here from a variety of re-
gions within FDA.  This almost cer-
tainly indicates a deep and real inter-
est in the quality of industry’s product 
investigations by FDA.   Although 
space prohibits going into great detail 
here about how I would recommend 
investigating MDD (we have other 
articles coming in future newsletters) 
I will note a couple of common 
threads in this compilation of pas-
sages from recent warning letters.  

The  first common thread is described 
by the block diagram to the right.  
Identifying a problem is not enough, 
you must determine the root cause, fix 
it, and then check to see if the fix 
worked.  While this seems a straight-
forward process, we have seen exam-
ples of companies focused only on 
making the problem go away.  Clearly 
the Agency is no longer in the mood 

for 
this (not after heparin, tomatoes and a few other  awkward 
moments in front of Congress for the upper management).   

A second common thread is  that  companies are still get-
ting into difficulties over not following their own SOP sys-
tem.   While this is basic, people get excited when product 
fails (or rather  “performs marginally below expectations”) 
and tend to react rather than plan and execute.  It is very 
important to have an agreed-upon plan in place for these 
contingencies.  Having three or four vice presidents offer-
ing “suggestions” is not a plan nor a rational planning 
process. 

A future article will describe a method of investigating 
MDD that involves two phases.  In the initial phase the 
MDD is confined to the laboratory while the focus is on 
whether or not the data can be believed.  Note that this por-
tion of the inquiry will also need to come up with a ration-
ale for accepting all other data if it is determined that the 
root cause is indeterminate, but the data is not acceptable.   
In other words, we may not investigate only the inconven-
ient data and accept the data we like.  If the data hold up, 
the second phase of the inquiry moves more into the stan-
dard OOS inquiry, where the root cause for product failure 
is determined. 

More on this later. 

BD Diagnostics - Diagnostic Systems offers a full line of media 
designed to meet your Industrial Microbiology regulatory re-
quirements. Rigid quality control provides thorough testing of 
raw materials and dehydrated culture media. Mixing ingredi-
ents is an exacting and delicate task, similar to creating a per-
fect painting. At BD, we meet these challenges daily. 

 
At BD, we make all our own plastic dishes, safeguarding our 
product lines and ensuring continual high quality. The machin-
ery used in the production of BD Media is designed to provide 
consistently high-quality products. The experience of dedicated 
line operators, laboratory and research technologists and other 
professionals goes into each container of BD Media.  

 
Our ISO 9000 quality systems and cGMP manufacturing prac-
tices ensure consistent delivery of the highest quality media 
available. We are proud of our facilities and our products, and 
welcome our customers to audit our facilities. 
 
For more information, please contact us at 877-362-2700 or 
visit our website at www.bd.com/industrial. 

MDD

Determine Root 
Cause

Determine 
Corrective/

Preventative 
Action

Confirm 
Effectiveness

http://www.bd.com/industrial�


 

June 1-4, 2009 CLAMME Conference on Pharmaceuti-
cal and Cosmetic Microbiology (Buenos Aires, Ar-
gentina) 
Website:  http://www.clamme.org.ar/ 

Offering Courses on Microbiology/Aseptic Processing: 
• The Microbiology Network  

http://www.microbiol.org/training.htm  
Experienced in custom-designed courses for the lab or the 
manufacturing facility, including: 

− GMP 
− Environmental Monitoring 
− Contamination Control 
− Microbiology for Manufacturing 
− Microbiology for Management 
− Auditing the Microbiology Function 
− Investigating Microbiological Data Deviations 

(MDD) 
− Rapid Microbiological Methods 
− Microbial Identification 

Contact for more information at:  
 http://www.microbiol.org/contact_train.htm 

 

 Upcoming Events 
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Discussion List Update 
 
PMFList: 
Number of Subscribers:  3145 
Number of Countries: 88 
Number of Messages Last Month: 318 
 

PSDGList (Pharma Stability Discussion Group): 
Number of Subscribers: 1083 
Number of Countries:  34 
 
   Membership is FREE. To join the PMFList, visit  
http://microbiol.org/pmflist.htm and register.   
    A sister Email is devoted to topics in the stability testing 
of pharmaceuticals, medical devices and personal products. 
To join the PSDGList, visit  
http://microbiol.org/psdglist.htm and register.  
    You can ask, answer, or read questions and comments 
from your colleagues.  Archives of the lists are available at: 

• http://lists.microbiol.org/archives/PMFLIST.html 
• http://lists.microbiol.org/archives/PSDGLIST.html 

USP Corner 
Any questions concerning USP documents should be sent to 
Radhakrishna (Radha) Tirumalai, Ph.D. You can reach Dr. 
Tirumalai at: (706) 353-4514, via mail at United States Phar-
macopeia, 126 Twinbrook Parkway, Rockville, MD 20852 or 
via e-mail at RST@USP.org. You can write representing 
your company, or as an individual scientist. 

PROFICIENCY TESTING FOR   
MICROBIOLOGY TECHNICIANS 

Any good risk assessment strategy should include 
regular proficiency testing. Vectech’s Proficiency 
Testing package consists of five individual testing 
modules designed to evaluate your lab technicians in 
the routine performance of standard microbiology 
skills.    
   
√ Plate Counting 
√ Identification 
√ Gram Staining 
√ Most Probable 

Number (MPN) 
√ Basic Math 

Skills 

 
 
 
 

For additional information please contact one of our repre-
sentatives at  +1(800) 966-8832 or visit  www.vectech.com     
 

Is this your company’s organizational scheme? 

http://www.clamme.org.ar/�
http://www.microbiol.org/training.htm�
http://www.microbiol.org/contact_train.htm�
http://microbiol.org/pmflist.htm�
http://microbiol.org/psdglist.htm�
http://lists.microbiol.org/archives/PMFLIST.html�
http://lists.microbiol.org/archives/PSDGLIST.html�
mailto:RST@USP.org?subject=Question%20from%20PMF%20Newsletter%20Reader�
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