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We are indeed fortunate to live in interesting times. Not only do we
have genomic information changing the names of microorganisms
as a distressing pace, we are also expected to trend our environmental monitoring identifications over time (with the names changing), ensure our identification methodologies keep pace with science (at least) and ensure our SOPs keep pace with the current state
-of-the-art. Finally, it turns out that since compendial chapters
specify particular organisms by name and culture collection number, reclassification of control organisms also touches upon the
topic of international compendial harmonization. What
“opportunities” this affords us!
Important Links:
There is a new species
we must come to know.
It turns out that the col- Information on the PMFList at
http://www.microbiol.org/pmflist.htm
lection of strains previously referred to as As- Past Issues of the PMF Newsletter at
pergillus niger is in
http://www.microbiologyforum.org/news.htm
fact at least two separate species. It is our
great good luck that two of the strains that have been renamed are
popular control strains for the QC lab. This will lead to some interesting adjustments on several regulatory level, from the bench
through the compendia.

On a separate note, the USP MSA (Microbiology and Sterility Assurance Expert Committee) has approved several actions in the near
term. The actions range from approving final versions of internationally harmonized tests (well, finalized except for citing the nowincorrect species of A. niger from ATCC) through proposing new
informational chapters and monographs. A brief description of
these actions is provided in this issue of the PMF Newsletter, and
the PMF will focus on the compendia changes in the first PMF conference of 2009.

Scott Sutton, Ph.D.

scott.sutton@microbiol.org
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Reclassification of ATCC® 16404TM and
ATCC® 9642TM as Aspergillus brasiliensis
Jan Houseknecht, Elena Stamenova, Sung-Oui Suh,
Brian Beck, Marian McKee, and Jim Zhou*
Microbiology Collections, ATCC, Manassas,
Virginia 20110, USA.
(*Corresponding author, Email: jzhou@atcc.org)

INTRODUCTION
Fungal taxonomy has traditionally been based on
the recognized morphological features of vegetative
growth and sexual life cycle of fungi. With the application of new phenotyping and genotyping technologies in the last decade to the characterization of
microorganisms, microbial taxonomy has experienced a renaissance. Data generated and analyzed
using these new tools have led to new insights into
the identity and phylogenetic relationship of previously described species, frequently justifying reclassification and renaming of microbes.
The black aspergilli (Aspergillus section Nigri) are
an important fungal group to many human activities
as agents of food spoilage, producers of enzymes
and organic acids, reference strains, and expression
systems for foreign DNA fragments (e.g., Baker &
Bennett, 2007). However, the identification and
classification of this group has remained problematic for some time, due to lack of diversity in morphological features, unstable phenotypic characters
(phenotypic drift), and the significant influence of
culture conditions on phenotype (Rinyu et al, 1995).
In recent years, several studies have provided an
updated taxonomy of this group based on molecular

phylogeny and genotyping via different methods
(Varga et al. 1994 and 2000). In a recent effort to
better understand this group of fungi and thus to ensure consistent, high-quality microbial reference
products, we applied a polyphasic approach to characterize key black aspergilli. We focused on ATCC®
16404TM and ATCC® 9642TM, two widely used fungal reference strains in clinical and industrial testing.
These fungal isolates are cited in a number of official methods (e.g., USP harmonized Microbial Limits <61> and Sterility Tests) and manuals, as well as
the Code of Federal Regulations. Here we report
clear taxonomic and phylogenetic placement of these
two black aspergilli strains, ATCC® 16404TM and
ATCC® 9642TM, as Aspergillus brasiliensis, which
were previously classified as Aspergillus niger.
MATERIALS and METHODS
Fungal Strains:
Six lots of ATCC 16404 were investigated: lot
1028313 (A0), lot 3148773 (A1), lot 3830335 (A2),
lot 3143463 (A3), lot 3148773 (A4), lot 1981982
(lot 5), and lot 6.82 (A6). (A1 and A4 are the same
lot, tested as an internal control.) Also included are
Aspergillus niger ATCC 16888 lot 4022330, ATCC
9642 lot 4046442, Aspergillus flavus ATCC 204304
lot 3546468, and Aspergillus fumigatus ATCC
204305 lot 3546469 for inter and intra species comparisons or as control strains for certain tests. Cul(Continued on page 3)
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(Continued from page 2)

tures were grown on Sabouraud’s Dextrose Agar
(SDA), Malt Extract Agar (MEA) and Potato Dextrose Agar (PDA) for four days at 30oC before testing, or following vendor’s recommended procedures.
Genomic DNA Extraction:
Genomic DNA was isolated using a modified glass
bead extraction protocol developed in the ATCC
mycology laboratory. DNA concentrations were
determined using a Nanodrop® ND-1000 Spectrophotometer. For all PCR reactions, the DNA templates were adjusted to a uniform concentration of
40 ng/ml.
PCR, DNA Sequencing and Sequence analysis:
The ITS region of gDNA were amplified using
primers ITS4 and ITS5 and PuRe Taq Ready-ToGo PCR beads (GE® Healthcare Life science). The
reaction is initiated by adding 22 ul of water, 1.0 ul
of primer ITS4 (10 ng/ul), 1.0 ul of primer ITS5
(10 ng/ul), and 2.0 ul of gDNA template. The final
concentration contains 2.5 units of PuRe Taq DNA
polymerase, 10 mM Tris-HCl, 50 mM KCl, 1.5
mMMgCl2, 200 uM of each dNTP, stabilizers, and
BSA. DNA sequencing was conducted using an
ABI PRISM™ BigDye Terminator cycle sequencing kit ver. 3.1 (PE Applied Biosystems, Foster
City, CA). The generated sequences were aligned
with reference sequences retrieved from GenBank® using Clustal W multialignment program.
Neighbor-Joining analysis was performed using
PAUP 4.0b10 (Swofford, 2002) with Kimura’s 2parameter. Bootstrap values of the tree were obtained from 1,000 replications.

of ATCC 16404 and ATCC 9642 was isolated, and
the ITS regions were sequenced. As a control,
ATCC 16888 (the type strain of Aspergillus niger)
was tested in parallel. The ITS sequences of these
three strains have been deposited in GenBank under the following accession numbers: FJ195348
(ATCC 16404), FJ195349 (ATCC 9642) and
FJ195350 (ATCC 16888). The length of the ITS
region from the beginning of ITS1 to the end of
ITS2 is 513 base pairs (bp), inclusive for ATCC
16404 and ATCC 9642, and 512 bp for ATCC
16888. Sequence alignment has revealed that all
lots of 9642 and 16404 are identical, but 16888
differs from 9642 and 16404 in five positions
(Continued on page 4)

RESULTS and DISCUSSION
The ITS (Internal Transcribed Spacer) (illustrated
in Figure 1) sequence of the fungal genome is a
widely used, preferred barcoding region for many
fungi, including aspergilli. Thus the genomic DNA

Figure 1: Diagram of the Organization of ITS Region of the Eukaryotic Ribosomal DNA Operon
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Table 1: The difference in ITS sequences

(Continued from page 3)

Position*

140

166

172

173

384

Aspergillus niger
type strain ATCC 16888
ATCC 16404

A

T

A

A

Deleted

C

C

T

T

T

ATCC 9642

C

C

T

T

T

Aspergillus brasiliensis
Deleted
C
C
T
T
type strain IMI 381727
Note: * The first C in the border sequence (TTACCG) of 18S
and ITS1 is here defined as position 1.

(Table 1). That is, there is approximately 1.0% difference base pair-wise within the ITS region between the Aspergillus niger type strain and the
other two black aspergilli ATCC 16404 and ATCC
9642. Differences of this magnitude typically
raise the question whether ATCC 16404 and
ATCC 9642 can be adequately considered as Aspergillus niger.
(Continued on page 5)

Figure 2: A Neighbor Joining Tree of Black Aspergilli based on Their ITS DNA Sequences.
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To clarify the taxonomic positions of ATCC 16404
and 9642, we retrieved the ITS sequences of other
black aspergilli type strains available in GenBank
and performed multiple sequence alignment and
phylogenetic analysis. These results demonstrated
that ATCC 16404 and 9642 are distinct from A. niger ATCC 16888 and form a separate clade with
Aspergillus brasiliensis strain IMI381727 (Figure
2). Therefore, the commonly used fungal barcoding
sequences indicate that ATCC 16404 and 9642 are
Aspergillus brasiliensis, not A. niger.
To evaluate the degree of similarity in the overall
genome structure among ATCC 16404, 9642 and
16888, we performed rep-PCR and analyzed the
data using DiversiLabTM technology. Genomic
DNA was rep-PCR amplified and analyzed along
with other aspergilli as control strains (A. flavus
ATCC 204304 and A. fumigatus ATCC 204305
serve as non-black aspergilli controls). Each repPCR output was run in duplicate. As shown in Figure 3, the five strains display distinct patterns, revealing their characteristic genomic landscape. The
similarities between the type strain of A. niger
ATCC 16888 and strain ATCC 16404 or ATCC
9642 are only at approximately 72%. This technology is very sensitive in detecting subtle dissimilarities in PCR products. As an empirical rule, band
patterns of PCR output grouped at less than 90%
similarity between test organisms suggest they are
different strains, or even different species. Thus, the
genome profiling results shown in Figure 3 clearly
support the conclusion derived from the ITS sequence analysis that ATCC 16404 and 9642 are not
A. niger.
Many microbes have limited morphological features that can be used to correctly delineate species
boundaries. Thus many microbial strains, previously reported to be the same species, are now being renamed and reclassified thanks to newly revealed information in their metabolic profiles and
genome landscapes. Among these three black aspergilli (ATCC 16404, 9642, and 16888), colony
appearance, mycelium and conidiogenesis examined under light microscopy do not display clear
and consistent differences. Under the high magnifi-

cation of an electron microscope, subtle differences
in conidia morphology can be distinguished between
A. brasiliensis and A. niger, as reported by Varga et
al. (2007). Many researchers, however, do not have
convenient access to an electron microscope; therefore, this approach is impractical for species distinc(Continued on page 6)

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

Why professional microbiologists choose Microcheck:
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√
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√
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√
√
√

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 effective alternative
• Microscopic fungal identifications by our staff mycologist
• Professional consultation with our microbial experts
• Custom projects to meet your individual needs
Experience:
• First commercial laboratory to offer FAME identifications - 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 sample 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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Figure 3: Dendrogram of Rep-PCR Barcoding (DiversiLab Platform) of Five Aspergillus Strains
(Continued from page 5)

tion in many laboratories.
Following the polyphasic scheme used in authentication of ATCC microbial cultures, we then examined the substrate utilization by these three strains
using the Biolog’s MicroPlate and MicroLog technology. Among the 95 substrates tested, ATCC
16888 displayed a metabolic profiling pattern distinct from that of ATCC 16404 and 9642. While
small differences in assimilation or oxidation of
substrates exist between ATCC 16404 and 9642,
more significant differences were observed between ATCC 16888 and other two strains. Key
differences are presented in Table 2.

CONCLUSIONS
Taken together, the results of our recent characterization of black Aspergillus strains clearly indicate
the substantial differences, genotypically and phenotypically, between the type strain of Aspergillus
niger (ATCC 16888) and the other two widely
used fungal reference strains, ATCC 9642 and
16404.
(Continued on page 7)

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 inprocess testing plays a significant role in the quality assurance process. The requirements for a practical microbiological test method are that it permits quantitative and reproducible detection of trace contamination and that it can be performed 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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Growth* of Organism
Substrate

ATCC 16888

ATCC 16404

ATCC 9642

Maltose

+

0

0

Maltotriose

+

v

0

Beta‐Methyl‐Glucoside

+

0

0

D‐Trehalose

+

0

0

Uridine

+

0

0

L‐Malic acid

v

+

v

Alpha‐Ketoglutaric acid

0

w

0

Amygadlin

+

0

v

D‐Arabitol

w

0

0

D‐fructose

+

v

+

Note: Data were recorded at 96 hour incubation following the vendor’s protocol.
* Meaning of growth symbols: 0 for no growth; + for strong growth; w for weak
(borderline) growth; and v for varied growth (0, w, or +) between replicas.
(Continued from page 6)

These differences when considered in total justify
the reclassification of ATCC 9642 and 16404 as
Aspergillus brasiliensis, a novel species described
in the publication by Varga et al (2007).
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MIDI Labs, Inc. is an FDA-registered, cGMP-compliant service laboratory that provides rapid, accurate microbial identification 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 using 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 results in a single report) for your most critical unknowns.
We offer volume discounts, rapid turnaround time and longterm 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 service 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.

Pharmaceutical Microbiology Forum Newsletter – Vol. 14 (10)
Page 9 of 14

What Does This Reclassification of ATCC® 16404TM and
ATCC® 9642TM Mean to the QC Microbiology Lab?
Scott Sutton, Ph.D.
Vectech Pharmaceutical Consultants, Inc.

Overview
Hopefully this reclassification will not be unduly disruptive to the operation of the QC lab, but there will
be issues that have to be addressed. These issues
will potentially include SOP revision, re-evaluation
of your EM trending database, and re-qualification of
your microbial identification technology. In fact, in
some ways this situation might be an opportunity to
confirm the level of control for some aspects of your
lab’s quality system.
At it’s heart, this reclassification is scientifically no
change at all. Whether ATCC 16404 is called “A.
niger” or “A. brasiliensis” has no impact on the characteristic of the microorganism used in the test. It
does, however, create some opportunities on the
GMP side of things.
I want to break this discussion into two major sections, one dealing with external considerations - (how
the compendia are likely to react) and internal considerations. While these internal considerations may
seem trivial, it would be embarrassing to be caught
out in an audit on something this obvious.

External Consideration - the Compendia
There are two levels here. The first is the handling of
the “unharmonized” text, which should be relatively
straightforward. The MSA of USP (Microbiology
and Sterility Assurance Expert Committee) has not
really picked this issue up as of yet (with some 8
chapters under change between Q4 ‘08 and Q1 ‘09
there have been other things to occupy their attention). It may be that this change is considered editorial in nature and so the change introduced without
comment in the 2010 issue (or before).
The harmonized tests are a bit different, at least in the
logistics. To be honest, I am not sure how the PDG
(Pharmaceutical Discussion Group - comprised of

representatives from the major compendia and charged
with coordinating the harmonization of compendial
chapters) will view this change as there does not seem to
be a mechanism in place to make editorial changes easily in harmonized text - we may have to go back to
Stage 4 to update the Sterility Test (USP <71>)and the
Microbial Limits Test - Enumeration (USP <61>), both
of which cite ATCC 16404 as Aspergillus niger.
As an aside, the strains cited in the harmonized text are
thought to be identical based on the claims of the respective National Collections. Does this mean that the
other National Collections are re-evaluating their classification of these strains (or should be)? If so, if all National Collections reclassify their deposited strains, what
impact with this have on the Sterility and Microbial
Limits Tests? How are we to handle the timing of the
revisions to the harmonized tests as it is a safe bet that
(Continued on page 10)
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Internal Consideration - Microbial

the reclassification will not be complete across all NaIdentification Systems and EM Trending
tional Collection, nor is it likely to be simultaneous.
Surely there must be a way for the PDG to handle this. I am going to lump these together as they both go to the
question of databases and recovery/reporting of data.
One potential mechanism that suggests itself is a state- Here is our situation - A group of strains that best availment for inclusion in all compendia describing the
able data had described as a single species (A. niger) has
control microorganisms as being identified by their
undergone additional analysis with a different methodolculture collection identification number rather than the ogy than that originally used. This new technology tells
Latin binomial name. This creates some issues also,
us that the group of strains actually belongs to two differhowever, as some strains are currently described in the ent species.
harmonized text as “Genus species such as Culture
Can our internal identification methods (or contract lab
Collection Number”. Clearly this wording will have
to be modified for the culture collection number to be services available to us) also show this new “state of the
(Continued on page 13)
the primary identifier.
Harmonization continues to be entertaining.

Internal Considerations - SOP
Hopefully SOP revisions do not pose a challenge to
the QC lab. This particular change might be initially
addressed with a “memo to file” or other such general
document citing the reclassification with a plan on
SOP revision to meet the current scientific standards.
This plan will most likely have to address:
1. SOP review to identify affected documents
2. Statement of policy on how to handle the transition
period of document revisions when the SOPs will
not be consistent
3. Timetable with major targets and completion dates
(including re-training)
As with any time a significant SOP review is in the
works, this opportunity should be embraced to eliminate unneeded SOPs, review SOPs for completeness
and accuracy, and ensure that all required SOPs are
present in the system.
Finally, of course, this is an opportunity for the training program to be reviewed. The easiest way to track
training is through the SOP system, and this assumes
that all job functions have SOPs associated with them.
More than this, of course, everyone responsible for
that job junction should have the relevant SOP training
(job skill set) and that the training is in the current revision of the SOPs.

Ready-to-Use Enumerated QC Microorganism Preparations
MicroBioLogics offers enumerated microorganism preparations
for Pharmaceutical, Cosmetic, and Dietary Supplement Applications. These enumerated microorganism preparations allow laboratories to conveniently and confidently conquer a variety of
mandated Pharmacopeial challenges.
EZ-CFU™ One Step lyophilized microorganism preparations provide 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 Efficacy Tests. EZ-PEC™ microorganism preparations deliver a final 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 microbial detection and enumeration, equipment calibration,
method validation, bioburden determination, and antibacterial effectiveness and lethality testing. Epower™ microorganism preparations can be easily manipulated to deliver a
wide variety of concentrations. They are available in concentrations ranging from 102 to 108 CFU per pellet.
For More Information
800-599-BUGS (2847) • (320) 253-1640
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Recent and Upcoming USP Microbiology Changes
Scott Sutton, Ph.D.
Vectech Pharmaceutical Consultants, Inc.

Revision Publication Schedule
There are going to be a few opportunities in the next
few months for review of new and revised chapters in
USP:
<71> Sterility Tests - Revised Text signed off in November 2007 PDG meeting. Was published as a
direct Interim Revision Announcement (IRA) in
PF 34(6) (Nov- Dec 2008) with implementation
effective May 1, 2009.
<61> Microbial Examination of Nonsterile Products:
Microbial Enumeration Tests - Revised Text
signed off in November 2007 PDG meeting. Was
published as a direct IRA in PF 34(6) (Nov- Dec
2008) with implementation effective May 1,
2009.
<62> Microbiological Examination Of Nonsterile
Products: Tests For Specified Microorganisms Revised Text signed off in November 2007 PDG
meeting. Was published as a direct IRA in PF 34
(6) (Nov- Dec 2008) with implementation effective May 1, 2009.
<63> Mycoplasma Testing (new chapter) - Proposed
chapter to be published in PF 35(1) (Jan-Feb
2009).
<1113> Microbial Identification (new) - Proposed
chapter to be published in PF 35(1) (Jan-Feb
2009).
<1116> Microbiological Evaluation of Clean Rooms
and Other Control Environments - Proposed revision to be published in PF 35(2) (March-April
2009).
<1117> Microbiological Best Laboratory Practices Proposed revisions to be published in PF 35(2)
(Jan-Feb 2009).
<1211> Sterilization & Sterility Assurance of Compendial Articles - Proposed revisions to be pub-

lished in PF 35(2) (Jan-Feb 2009)
Endotoxin Indicator for Depyrogenation (new monograph) - Proposed monograph to be published in PF
35 (1) (Jan-Feb 2009).

Need for Industry Participation
Most of us remember the fun of the last couple of years
over the Microbial Limits Tests chapters. Part of the
excitement came because the USP Microbiology and
Sterility Assurance committee (MSA) follows USP policy on review and approval of revision which assumes
(Continued on page 12)
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active participation of industry. This process basically goes - revise a chapter, publish for comment,
evaluate comments, repeat process until comments
seem acceptable, then finalize and put up for vote of
USP.
The participation of industry in this is essential for
the quality of the chapters. I will try to highlight
some of the major changes coming, but this is no
substitution for reading the chapters themselves and
commenting to USP (all comments are held in confidence). If you do not care to comment by letter,
pretty much all MSA members monitor or participate on the PMFList, and PMF will be hosting a
conference on these Compendial Changes in February of 2009.

Major Changes
Sterility Test & Microbial Limits Tests
Not much left to say here - the final version has
some minor changes to placate the ICH Q4B committee’s desire to have identical wording in the three
major compendia (regional differences apparently
are officially allowed except not really). In any
event, everyone seems to be in agreement at this
point that the changes are behind us and these, as
currently written, will be the tests until all three
compendia agree there is sufficient reason to change
(not likely in the near term).
<63> Mycoplasma Testing
This is a proposed new chapter to address a gap in
the USP coverage of microbiology. The draft proposal describes two methods to detect Mycoplasma
contamination of test articles, cell and/or tissue cultures used to produce test articles, or any other material in which Mycoplasma contamination is suspected . These are the agar and broth media procedure and the indicator cell culture procedure
(although a validated nucleic acid based procedure is
also allowed). Validation requirements for alternate
methods will not be addressed in this chapter.

<1113> Microbial Identification
This propose new chapter provides discussion on phenotypic, genotypic and polyphasic methods of identification with suggestions on when to use them and how
to validate the technologies for use in the laboratory.
Many will recall that this topic was removed from the
draft of “<1223> Validation of Alternative Microbiological Methods” as the MSA felt it was too different
from validation considerations for quantitative and
qualitative microbial tests. This is an important chapter that is long overdue, and it may directly affect the
operation of your laboratory and so deserves your attention.
<1116> Microbiological Evaluation of Clean
Rooms and Other Control Environments
This expands the 2005 proposed revision in its efforts
to encourage the use of “incidence rate” to set scientifically justifiable alert and action levels to the aseptic
core, and to RABs and isolators. The name has been
changed to “contamination rate.” This push undertaken as the monitoring methods, both traditional and
alternate, do not seem capable of accurately measuring
the levels required by both the EU Annex I and the
relevant FDA guidance documents. There are several
other fundamental changes to industry practice proposed in this revision which require study.
<1117> Best Microbiological Practices
The proposed changes in this informational chapter
include several to remove points of confusion, and
(Continued on page 13)

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
Pharmacopeia, 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.
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(Continued from page 10)

(Continued from page 12)

Reclassification (cont)

USP Changes (cont)

art” in identification? Further, what does this mean
for identifications done in the past, for example in the
environmental Monitoring program. Does our EM
trending program have the capability to allow us to
trend the new species over past years? Is it even a
consideration for our program?

also several new sections. The new sections proposed
include discussions of sample handling considerations,
the description of incubation times (and their uncertainty, and a discussion of the need to provide adequate laboratory resources with suggestions on how to
determine these. Sections on training are strengthened, with particular attention to the qualifications of
the laboratory leadership.

Summary
Reclassification of a common organism has arisen
before (P. cepacia → B. cepacia, P. dimunata → B.
dimunata etc.) but this is the first time that a compendial quality control organism has been involved. The
process to amend our procedures should be used as
an opportunity to improve our labs and
their capabilities.

<1211> Sterilization & Sterility Assurance of Compendial Articles
This revision is basically a short-term fix to eliminate
the discussion of the now defunct non-harmonized
Sterility Tests and the references to first and second
stage Sterility Tests (amazingly, the author is aware of
at least one company that tried this year to use this text
as justification for ignoring a failing result on a sterility test and releasing product on a second, passing
test). This revision also eliminates the reference to
older radiation sterilization guidance & directs the
reader to ISO standards. Finally, this revision sets the
stage for future changes.

New monographs on
•

Endotoxin Indicator for Depyrogenation

•

Biological Indicators for Moist Heat, Dry Heat,
and Gaseous Modes of Sterilization, Non-Paper
Carriers

•

Biological Indicators for Moist Heat, Dry Heat,
and Gaseous Modes of Sterilization, Liquid Spore
Suspensions

Monographs are different from chapters, and are
meant to describe a specific product or component.
Removing some aspects of existing informational
chapters to place them into the monograph category is
a change for the MSA, and allows some flexibility to
USP. It does, however, mean that we all are going to
have to keep up with several sections of the compendia now.
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Upcoming Events
February 9-10, 2009 Open Conference on Compendial
Change in Baltimore, MD
Website: http://www.microbiologyforum.org/2009/
openconf/index.htm
February 23-24, 2009 Risk Mitigation and Disaster Recovery for Cleanrooms & Associated Controlled Environments in Burlingame, CA
February 25-26, 2009 Risk Mitigation and Disaster Recovery for Cleanrooms & Associated Controlled Environments in Los Angeles, CA
March 30-31 PMF 2009 Conference on Environmental
Monitoring in Philadelphia, PA
April 22-25, 2009PMF Puerto Rico Microbiology Sessions in San Juan, Puerto Rico
- GMP in Microbiology April 22
- Validation of Microbiological Tests April 23
- Objectionable Organisms in Non-sterile Products
April 24
- Bacterial Endotoxin Summit April 25
May 18-19, 2009 PMF Conference on Microbial Investigations in Philadelphia, PA
June 1-4, 2009 CLAMME Conference on Pharmaceutical and Cosmetic Microbiology (Buenos Aires, Argentina)
Website: http://www.clamme.org.ar/
June 8-9, 2009 PMF Conference on Management of the
Microbiology Function in a Regulated Industry in
Philadelphia, PA
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
− 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

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 representatives at +1(800) 966-8832 or visit www.vectech.com

Discussion List Update
PMFList:
Number of Subscribers: 3214
Number of Countries: 88
Number of Messages Last Month: 225
PSDGList (Pharma Stability Discussion Group):
Number of Subscribers: 1087
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

