
Letters

Getting the Point

As scientific papers become increasingly
specialized, they become more and more
indigestible to those outside the field. For
the casual reader—a majority—it can be
difficult to get the point of the article. Can
something be done about it? Some jour-
nals have the policy of publishing brief
statements about the context, objectives,
and general conclusions of the work. I find
such “take-home messages” useful and
urge the ASM journals to adopt such a
policy with suitable modifications. This
may not be very demanding on authors, as
many include statements of this sort some-
where in the paper. One of the many grat-
ifying examples appeared at the end of the
abstract of the paper by Komeili et al.,
Science 311:242–245, 2006. It reads: “ .. it
seems that prokaryotes can use cytoskel-
etal filaments to position organelles within
the cell.” However, unless highlighted,
such statements are easily missed.

Moselio Schaechter

Center for Microbial Sciences
San Diego State University
San Diego, Calif.

Initial Treatment of
Infectious Diseases:
One or Two Antimicrobials?

This letter is intended to stimulate an open
discussion among the members of ASM.
What is the best initial antimicrobial treat-
ment for infectious diseases? Tradition-
ally, the medical profession has used a
single antimicrobial to treat infectious dis-
eases. Should we consider the use of two
antimicrobials in initial therapy? Initial
treatment with a single antimicrobial has
frequently resulted in a mutation of the
microorganism causing resistance to the
antimicrobial used to treat the infection.
Antimicrobial-resistant strains of microor-
ganisms are then spread throughout the
hospital, medical, and community popula-

tions. Assuming a mutation rate of one in
106 cells, it is not unexpected that antimi-
crobial resistance is a serious problem in
the treatment of infectious disease. If com-
bination therapy using two antimicrobials
with two different mechanisms of action
were used for initial treatment of the infec-
tious disease, the probability of two muta-
tions causing resistance to both antimicro-
bials at the same time would be highly
unlikely. The mutation rate causing resis-
tance to the first antimicrobial would be
one in 106 cells. The mutation rate causing
resistance to the second antimicrobial
would be one in 106 cells. The mutation
rate for two antimicrobials with different
mechanisms of action occurring at the
same time would be one in 1012 cells. In
my opinion, infectious diseases should not
be treated with a single antimicrobial. Ini-
tially, all infectious diseases should be
treated with a combination of two antimi-
crobials with different mechanisms of ac-
tion to stop the spread of antimicrobial-
resistant microorganisms.

John S. Hibbard

4311 W 112th Terrace
Leawood, Kans.
JSHibbard@aol.com

Real-Time PCR:
Analyte-Specific Reagents
versus FDA-Approved Kits

In the January 2006 issue of the Clinical
Microbiology Reviews, Espy et al. pub-
lished a detailed comprehensive review on
real-time PCR in clinical microbiology
(M. J. Espy, J. R. Uhl, L. M. Sloan, S. P.
Buckwalter, M. F. Jones, E. A. Vetter,
J. D. C. Yao, N. L. Wengenack, J. E.
Rosenblatt, F. R. Cockerill, and T. F.
Smith, Clin. Microbiol. Rev. 19:165–256,
2006). This new technology is revolution-
izing laboratory diagnosis of human
pathogens. The authors covered exten-
sively the literature on real-time PCR as
well as the wide array of commercially

available analyte-specific reagents (ASR)
and products for research use only for
real-time PCR but did not provide ade-
quate coverage of available rapid real-time
PCR diagnostic kits for detection of bacte-
rial pathogens that are approved by the
U.S. Food and Drug Administration
(FDA). Currently, there are two FDA-ap-
proved real-time PCR kits that can replace
standard culture (H. D. Davies, M. A.
Miller, S. Faro, D. Gregson, S. C. Kehl,
and J. A. Jordan, Clin. Infect. Dis. 39:
1129–1135, 2004; D. K. Warren, R. S.
Liao, L. R. Merz, M. Eveland, and W. M.
Dunne, J. Clin. Microbiol. 42:5578–
5581, 2004) and which are both commer-
cialized by GeneOhm Sciences (a BD Com-
pany). The first, IDI-Strep BTM, was
approved by the FDA in March 2003 for
detection of group B streptococci from
vaginal/anal swab specimens obtained
from pregnant women during delivery
(Davies et al., Clin. Infect. Dis. 39:1129-
1135, 2004; F. J. Picard and M.G.
Bergeron, Eur. J. Clin. Microbiol. Infect.
Dis. 23:665–671, 2004). The second, IDI-
MRSATM, was approved in March 2004
for detection of methicillin-resistant
Staphylococcus aureus from a nasal swab
specimen (M. G. Bergeron, A. Huletsky,
F. J. Picard, and M. Boissinot, Nature 430:
141, 2004; A. Huletsky, R. Giroux, V.
Rossbach, M. Gagnon, M. Vaillancourt,
M. Bernier, F. Gagnon, K. Truchon, M.
Bastien, F. J. Picard, A. van Belkum, M.
Ouellette, P. H. Roy, and M. G. Bergeron,
J. Clin. Microbiol. 42:1875–1884; War-
ren et al., J. Clin. Microbiol. 42:5578–
5581, 2004).

Surprisingly, Espy et al. were silent
about IDI-MRSATM and related papers.
Also, IDI-Strep BTM was presented in Ta-
ble 9 more like an in-house (or “home-
brew”) assay using ASR, while none of the
literature related to this product was cited.
Except for these omissions, the listed liter-
ature appeared very complete up to the
end of 2004. Thus, this review article
would benefit from the addition and dis-
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cussion of these relevant publications. It
is crucial that clinical microbiology labo-
ratories are provided with accurate infor-
mation regarding available FDA-approved
diagnostic kits. Reagents for in vitro diag-
nostic intended for research use are re-
agents in a laboratory-based phase of de-
velopment. Tests performed with in vitro
products intended for research use should
be used only in a preclinical or nonclini-
cal setting, and the labeling must state:
“For research use only. Not for use in
diagnostic procedures.” In 1997, the FDA
developed the ASR rule (www.fda.gov
/cdrh/oivd/guidance/1205.pdf) to define
the active ingredients of in-house tests
and set up a series of regulations appli-
cable to the manufacturers selling these
devices (including production under Good
Manufacturing Practices) and the labora-
tories using them. ASR should be provided
without instructions for use or perfor-
mance characteristics because it is the re-
sponsibility of the laboratory using the
ASR to develop a protocol for the test
and to establish and maintain the perfor-
mance of the test for diagnostic purposes.
Consequently, the FDA requires restric-
tion of ASR sales to laboratories desig-
nated as high complexity under the
Clinical Laboratory Improvement Amend-
ments (CLIA) of 1988 (www.fda.gov
/cdrh/clia/). On the other hand, each FDA-
approved kit is provided with a package
insert and test procedures that give de-
tailed instructions to perform diagnostic
testing and expected assay performance
characteristics. It is therefore crucial that
literature reviews define accurately the
characteristics of commercially available
diagnostic products to avoid confusion in
the scientific community.

François J. Picard

Maurice Boissinot

Gale Stewart

Ann Huletsky

Michel G. Bergeron

Centre de Recherche en Infectiologie de
l’Université Laval

CHUQ (Pavillon CHUL)
Quebec City, Québec, Canada
michel.g.bergeron@crchul.ulaval.ca

Honoring Ole Maaløe

The city of Copenhagen has honored one
of the most distinguished Danish microbi-

ologists, Ole Maaløe, by naming a street
after him. Ole Maaløes Vej is not far from
the Institute of Microbiology he founded,
and where he presided over the Copenha-
gen School of Bacterial Growth Physiol-
ogy. The name of the street (“Vej” trans-
lates into “Way”) seems particularly apt
because Ole showed the way to a precise
and deeper understanding of growth as a
fundamental biological response. His “big
picture” view of the bacterial cell was fu-
eled by his passion for quantitative mea-
surements. His constant questions were:
“How fast?,” “How many?,” “How
long?” All who went through his lab,
which includes the undersigned, learned to
regard bacteria as integrated systems—
cells—rather than to focus solely on their
component parts. It is gratifying that the
accomplishments of Ole’s lab are becom-
ing increasingly relevant to the scientists
who are fashioning Systems Biology.

We also include the names of Don Cum-
mings, David Freifelder, Niels Jerne, Rob-
ert Lavallé, Agnete Munch-Petersen, and
Jens Ole Rostock who, were they alive,
would surely have signed this letter. Apol-
ogies to any persons who have been inad-
vertently omitted.

Klaus Bahl Andersen

Danish University of Pharmaceutical
Sciences

Copenhagen, Denmark

Tove Atlung

Roskilde University
Roskilde, Denmark

Peter M. Bennett

University of Bristol
Bristol, United Kingdom

Stephen Cooper

University of Michigan,
Ann Arbor

Patrick Dennis

National Science Foundation
Washington D.C.

Boerge Diderichsen

Novo Nordisk A/S
Copenhagen, Denmark

Gordon Edlin

University of Hawaii at Manoa

Abraham Eisenstark

University of Missouri, Columbia

Niels Fiil

Novo Nordisk A/S
Måløv, Denmark

James Friesen

University of Toronto
Toronto, Canada

Kirsten Gausing

University of Aarhus
Aarhus, Denmark

Donald Glaser

University of California,
Berkeley

Avram Goldstein

Stanford University
Palo Alto, Calif.

Julian Gordon

Northwestern University
Evanston, Ill.

Philip Hanawalt

Stanford University
Palo Alto, Calif.

Flemming Hansen

Technical University of Denmark
Lyngby, Denmark

Mogens T. Hansen

Novozyme A/S
Copenhagen, Denmark

Street sign of Ole Maaløes Vej with Ole’s
grandchild, Martin Maaløe.
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Sven Hastrup

Novo Nordisk A/S
Måløv, Denmark

Charles Helmstetter

Florida Institute of Technology,
Melbourne

John L. Ingraham

University of California, Davis

Kaj Frank Jensen

University of Copenhagen
Copenhagen, Denmark

Morten Johnsen

University of Copenhagen
Copenhagen, Denmark

Poul Jørgensen

University of Aarhus
Aarhus, Denmark

Olle Karlström

ScanScience
Helsingborg, Sweden

Niels Ole Kjeldgaard

Aarhus, Denmark

Peter Kuempel

University of Colorado, Boulder

Charles Kurland

University of Lund,
Lund, Sweden

K. Gordon Lark

University of Utah, Salt Lake City

Lasse Lindahl

University of Maryland, Baltimore County

Anders Løbner Olesen

Roskilde University, Denmark

Søren Molin

Technical University of Denmark Lyngby,
Denmark

Bente Mygind

University of Copenhagen, Denmark

Frederick C. Neidhardt

University of Michigan, Ann Arbor

Jan Neuhard

University of Copenhagen, Denmark

Bodil Norrild

University of Copenhagen, Denmark

Per Nygaard

University of Aarhus, Denmark

Steen Petersen

University of Copenhagen, Denmark

Martin Pato

University of Colorado, Denver

David Pratt

Davis, Calif.

Knud Rasmussen

Copenhagen, Denmark

Erik Riise

Danish University of Pharmaceutical
Sciences

Copenhagen, Denmark

Moselio Schaechter

San Diego State University
San Diego, Calif.

Robert Schleif

Johns Hopkins University
Baltimore, Md.

Lauren Sompayrac

University of Colorado, Boulder

Gunther Stent

University of California, Berkeley

Kaspar Von Meyenburg

Herrliberg, Switzerland

James Watson

Cold Spring Harbor Laboratory
Cold Spring Harbor, N.Y.

Berthe M. Willumsen

University of Copenhagen
Copenhagen, Denmark

Helle F. Wöldike

Novo Nordisk A/S Måløv, Denmark

Richard Wolf

University of Maryland, Baltimore County

Arieh Zaritsky

Ben Gurion University of the Negev
Be’er-Sheva, Israel

Jesper Zeuthen

Bankinvest Group, Denmark
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