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Resistant Bacteria in Retail Meats
and Antimicrobial Use in Animals

To the Editor: Changes in policy on the use of antimicro-
bials must be based on a broad perspective reflecting micro-
bial epidemiology, ecology, and resistance. The three reports
on specific areas of the overall problem of antimicrobial re-
sistance in the October 18 issue'? are valuable, but the au-
thors reach beyond the scope of their results in the conclu-
sions they draw. Gorbach’s editorial* includes conclusions
and assertions that are unsupported by his citations.

A ban on the use of antimicrobials in livestock feed could
have unintended consequences and undesirable net effects
on the environment, economy, and public health. Such a
ban could result in increased morbidity and mortality in
livestock, jeopardizing food and byproducts. There could
also be a substantial increase in animal manure. The poten-
tial negative consequences to public health and the environ-
ment go far beyond the potential negative effects on live-
stock profitability. There are now science-based guidelines
and stringent regulations for the judicious use of antimicro-
bials in food-producing animals.>¢

It is unknown whether banning antimicrobials in live-
stock feed would reduce the incidence of resistant infec-
tions in humans. Premature closure of this important de-
bate now by imposition of a ban would lead us to overlook
other approaches that could be more beneficial and less
costly to society. It is imperative that we use solid science
and examine the expected ramifications when proposing
changes in antimicrobial-use policy.
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To the Editor: In his editorial, Gorbach states that restric-
tions on the use of antimicrobials in food animals would pro-
vide health-related benefits. This proposal overlooks the fact
that resistance in the human population is widespread be-
cause of human use of antimicrobials and will not be changed
by eliminating certain veterinary uses of antimicrobials.!

Consistently, improvements have been made in swine
housing, “flow”-through production stages, the quality and
nutritional value of feed, sanitation, and preventive-medicine
practices. Guidelines for the judicious use of antimicrobials?
are being implemented with the support of the American
Association of Swine Veterinarians. All these measures have
improved the health of swine and thus are essential for en-
suring the safety of pork supplied to consumers.

Abolishing the use of additive antimicrobials in feed would
force substantial changes in infrastructure and swine man-
agement, causing productivity losses that would cost farmers
up to $1 billion over 10 years.? Such losses would drive fam-
ily farms out of business, despite substantial gaps in the data
that are needed to give confidence that there would be any
real effect on antimicrobial resistance, let alone public health.
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To the Editor: White et al. report that 16 percent of 45 iso-
lates from ground meats were resistant to ceftriaxone. This is
a much higher proportion than that found by the National
Antimicrobial Resistance Monitoring System (NARMS) in
1999 (0.4 percent of 1499 human-origin isolates, 0.1 per-
cent of 1610 beef'isolates, 0 percent of 1438 chicken isolates,
and 0.4 percent of 470 dairy-cattle isolates, 0 percent of 876
swine isolates, and 0.8 percent of 713 turkey isolates).? This
inconsistency, combined with the substantial difference in
identified serotypes between the samples studied by White
et al. and those of the U.S. Department of Agriculture
(USDA),>* indicates that the authors’ sampling may have
been confounded by contamination with salmonella that did
not originate in food animals. The authors mention the po-
tential for contamination during handling and processing.
Seventeen of the 45 isolates were serotypes not found in the
USDA sampling of food animals.?
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To the Editor: Although eliminating the use of antimi-
crobials given to promote the growth of food animals and
fowl would obviously be desirable, this suggestion results in
strong opposition from groups that regard any such limita-
tions as financially harmful. A more practical way to achieve
the same end would be routine irradiation of meat, poultry,
and fish. Although there is much prejudice against irradi-
ation, I believe that such prejudice would be easier to deal
with than opposition to the elimination of antimicrobials
because the problem is ignorance, rather than financial
self-interest. Irradiation would also get rid of pathogenic
Escherichin coli. In the present era, when much supermarket
meat is prepackaged at the slaughterhouse, this approach
would be very effective.
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The authors reply:

To the Editor: Barber et al. state that in our study of an-
timicrobial-resistant salmonella from retail ground meats, we
“reach beyond the scope” of our results in drawing a con-
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clusion about banning antimicrobial use in livestock feed. In
fact, we did not suggest such a ban. The study demonstrated
that antimicrobial-resistant salmonella are common in re-
tail meats. The findings provide support for the adoption of
guidelines for the prudent use of antimicrobials in food an-
imals and for a reduction of pathogens in our food supply.

In response to Vogel’s statement that our sampling was
possibly confounded by contamination with salmonella
that did not originate in food animals: we agree that it is
reasonable to explore other possible sources of salmonella
contamination in retail meats. However, it has been estab-
lished during many years of epidemiologic investigation of
outbreaks of foodborne illness that animal products are
the primary source of the salmonella that cause such ill-
ness.! In addition, it has been shown that antimicrobial re-
sistance in salmonella is most likely the result of antimicrobial
use in food-producing animals and that most infections
with antimicrobial-resistant salmonella are acquired by the
consumption of contaminated food-animal products.>?

Of particular importance in our study was the recovery of
five isolates of Salmonelln enterica serotype agona that were
resistant to nine antimicrobials, including ceftriaxone and
ceftiofur. They were recovered from turkey or beef purchased
from a single store over a two-week period. These meats had
been ground at three facilities, suggesting that the source of
this serotype was the meat itself. We acknowledge that some
of the serotypes we recovered have not been routinely found
in the USDA sampling of food animals. However, there are
more than 2000 serotypes of salmonella. Serotypes identified
in one study do not necessarily match serotypes identified in
other studies, unless the number of salmonella isolates reach-
es thousands. In fact, 62 percent of our isolates belonged to
serotypes routinely recovered from animals. Among the 13
serotypes we detected, 3 were among the 8 salmonella sero-
types most frequently identified in animal and human isolates
submitted to the NARMS surveillance system in 19984

Vogel points out that the proportion of ceftriaxone re-
sistance we observed in isolates from meat (16 percent) is
much higher than the proportion of resistant isolates re-
ported by NARMS. However, one would not expect the
NARMS data to predict the rate of contamination of retail
meats. Ground retail meats are produced by the comminu-
tion of tissues from multiple carcasses and would be expect-
ed to contain salmonella at a higher rate than the NARMS
samples. In addition, antimicrobial resistance in salmonella
is closely associated with serotype. S. enterica serotype ty-
phimurium, for example, has been found to be more re-
sistant than other serotypes. What is important about our
observations is the finding in retail meats of many sero-
types with multidrug-resistant phenotypes, including cef-
triaxone resistance. Therefore, we need to focus efforts on
reducing the prevalence of pathogens throughout food
production and processing.
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To the Editor: Barber et al. contend that we reach “be-
yond the scope” of our results in the conclusions we draw.
Meanwhile, the argument they make — that a ban on an-
timicrobials in livestock feed “could have unintended con-
sequences and undesirable net effects on the environment,
economy, and public health” — is wholly unsubstantiated.
Poultry producers in Denmark, for example, voluntarily
discontinued the use of all antimicrobials for growth pro-
motion in food-producing animals, without significant
untoward effects.! We found that nearly 60 percent of re-
tail chickens purchased in four states were contaminated
with quinupristin-dalfopristin—resistant Enterococcus foeci-
uwm and that this resistance was probably the result of an-
timicrobials used in animal feed. Although we found very
little evidence to date of resistance among strains isolated
from humans, we stand by our conclusion that antimicro-
bial use in animals is a matter of concern because of pos-
sible resistance in humans in the future.

Gorbach, in his editorial, went a step further and called
for closer scrutiny of all antimicrobial use in food-produc-
ing animals and an outright ban on subtherapeutic use for
growth promotion. The basis for both Gorbach’s conclu-
sions and ours is a large number of reports from various
settings suggesting that antimicrobials used in food-pro-
ducing animals frequently result in the transmission of clin-
ically significant resistance to humans. Independent, presti-
gious scientific committees?® have examined these data and
have arrived at conclusions similar to Gorbach’s. The only
question that remains is how long it will take for us to act
on the data already available to us.
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To the Editor: A total ban on the use of antimicrobials
in livestock feed has not been proposed, as argued by Bar-

ber et al., but there should be a ban on the use of antimi-
crobials for growth promotion as well as immediate termina-
tion of the widespread overuse of prophylactic antimicrobials
in cases in which disease can be prevented by alternative
strategies. Consequently, the argument concerning “in-
creased morbidity and mortality in livestock” is not relevant.

A scientific study in Denmark found that terminating
the use of antimicrobials for growth promotion in broiler
chickens had no negative consequences on the animals’
health or producers’ profitability.! Similar experiences have
been reported in fattening pigs (weight range, 30 to 100 kg).
In weaned piglets, however, problems with diarrhea have
been observed in some herds after discontinuation of the use
of growth-promoting antimicrobials. Such problems have
been managed by veterinary interventions and improved
feeding and weaning procedures.

Despite recent increases in the use of therapeutic anti-
microbials in swine, the total volume of antimicrobials
used in animal husbandry in Denmark has been reduced
by more than 60 percent (from 206 to 81 tons) with the
voluntary discontinuation of the use of antimicrobials for
growth promotion.? The resulting dramatic reduction in the
frequency with which resistant bacteria are isolated from
food animals, food, and humans has been well document-
ed.?® Hence, there is sufficient scientific evidence to sup-
port urgent action. Finally, we do not share the concern ex-
pressed by Barber et al. regarding the “premature closure of
this important debate.” The stamina of the animal-health
industry lobby certainly precludes that.
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Transfusion in Elderly Patients with Myocardial
Infarction

To the Editor: Wu et al. report on the benefits of blood
transfusion in elderly patients with acute myocardial in-
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farction and anemia (Oct. 25 issue).! Their data show that
among patients with hematocrit values higher than 36.0
percent, those who received blood transfusions had a higher
risk of death within 30 days than those who did not receive
transfusions. The authors suggest that among older patients
with acute myocardial infarction and anemia, transfusions
benefit those with hematocrit values of 30.0 percent or
lower. A corollary is that transfusion should be avoided in
those with hematocrit values above 30.0 percent who do not
have active bleeding, since in such patients, transfusion is as-
sociated with a significant increase in mortality. Transfusion
of red cells in patients with hematocrit values exceeding 36.0
percent may not contribute much to oxygen-carrying capac-
ity and may actually have negative effects on perfusion and
oxygen delivery in the microvasculature because of alter-
ations in red-cell membranes in stored blood and increased
viscosity caused by the transfusion of red cells.
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To the Editor: Wu et al. conclude that transfusions may
improve the outcome in patients with acute myocardial in-
farction. In their retrospective study, the analysis was not
controlled for normovolemia. The data in Table 1 of their
report suggest that hypovolemia (a lower blood pressure
and a higher heart rate on admission) influenced the out-
come in the groups of patients with more severe anemia.
Transfusions may have replaced needed volume when the
administration of fluids would have sufficed. Controlling
for normovolemia, Hébert et al.! found that a restrictive
transfusion policy (target hemoglobin level, 7 to 9 g per
deciliter) did not worsen mortality or morbidity in patients
in the intensive care unit, including those with ischemic
heart disease, whereas a liberal transfusion policy (target
hemoglobin level, 10 to 12 g per deciliter) worsened mor-
bidity (as determined by changes in scores for multiple or-
gan dysfunction).

Did significant differences in coexisting conditions result
in a bias against transfusion in the group of patients with
the most severe anemia (hematocrit, 5.0 to 24.0 percent),
resulting in a statistically worse outcome in this group? Ta-
ble 2 of the article shows that 28.7 percent of the patients
in this group received no transfusions; 33.2 percent died
in the hospital. On the basis of data in Table 2, we per-
formed a simple analysis of the correlation between blood
transfusion and mortality at 30 days and found a strong
positive association (r=0.87, P=0.04). Table 3 of the ar-
ticle shows that the two groups of patients with hemato-
crit values that exceeded 36.0 percent had a higher mor-
tality rate at 30 days if they underwent transfusion than if
they did not (odds ratio, 1.43 and 1.66). This negative as-
sociation was attributed to “other events,” rather than to
transfusion. Prospective studies? have shown that higher
hematocrit values after coronary-artery bypass grafting are
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associated with worse outcomes (myocardial infarction and
death).
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1o the Editor: In their editorial on anemia, transfusion,
and mortality,! Drs. Goodnough and Bach conclude, “On
the basis of the evidence presented by Wu et al., we recom-
mend that hematocrit levels should be maintained above 33
percent in patients who present with acute myocardial in-
farction.” This conclusion is incorrect, inasmuch as it ex-
tends the interesting, albeit debatable, findings of Wu et
al. to patients under the age of 65, a population that was
not included in their data review.

T agree with Goodnough and Bach that clinical evidence
to support transfusion guidelines is insufficient. Very few
randomized studies have been published in this area of med-
icine, and most recommendations are guided by consensus
rather than by science. Now that we have a study (even if
it remains open to discussion) on the benefits of transfu-
sions in elderly patients with acute myocardial infarction,
we must resist the temptation to extend the authors’ con-
clusions improperly. On the contrary, we now have to
conduct similar (or better) studies in all the other popula-
tions of patients who are likely to benefit from erythrocyte
transfusions.
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The authors reply:

To the Editor: Albert interprets our data as suggesting
that “transfusion should be avoided in those with hemato-
crit values above 30.0 percent . . . since in such patients,
transfusion is associated with a significant increase in mor-
tality.” This statement is incorrect. We found that transfu-
sions were associated with a reduction in 30-day mortality
among patients with hematocrit levels of up to 33.0 per-
cent in our main analysis and in six of seven subgroup
analyses; transfusion had a neutral effect on survival only
when patients who died within 2 days after admission were
excluded from the analysis. Thus, our data suggest that
there may be a benefit (and there is certainly no harm) in
providing transfusions to elderly patients with myocardial
infarction and hematocrit levels up to 33.0 percent. In ad-
dition, we found that transfusion had a neutral effect on
30-day mortality among patients with hematocrit levels of
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33.1 to 36.0 percent. Transfusion was associated with an
increased risk of death within 30 days only among patients
with hematocrit levels that exceeded 36.0 percent, not
among those with values exceeding 30.0 percent, as Al-
bert contends. We are uncertain about the mechanism of
this increased risk of death. Although Albert notes possi-
ble decrements in perfusion and oxygen delivery due to
the transfusion of red cells, the infrequent use of transfu-
sion in this cohort (1.9 percent of patients with hematocrit
levels exceeding 36.0 percent received transfusions) leads
us to suspect the influence of unmeasured events that oc-
curred later in the hospital stay.

Perelman and colleagues suggest that the benefit of trans-
fusion in our cohort is due to volume replacement. Further-
more, they interpret data reported by Hébert and col-
leagues! as suggesting that transfusion does not improve
outcomes when used restrictively in patients in the inten-
sive care unit who have cardiovascular disease. Although the
restoration of volume in elderly patients with anemia may
be of benefit, our multivariable analysis accounted for the
possible effects of hypovolemia by adjusting for the mean
arterial pressure and heart rate. This analysis suggests a sur-
vival benefit in addition to the restoration of volume, pos-
sibly by means of an improvement in the delivery of oxy-
gen through stenosed coronary arteries or ischemic tissue
because of elevated hemoglobin levels.?

In addition, Perelman and colleagues misrepresent the
data reported by Hébert et al. They reported a consistent
trend toward higher mortality rates (4.0 percent or higher)
up to 60 days after admission among patients with ische-
mic heart disease who were treated according to the re-
strictive transfusion strategy. Their findings were not sta-
tistically significant because the analysis (with a total of 257
patients) had power to detect only a 17.0 percent absolute
difference in mortality rates. Recognizing this trend, Hé-
bert et al. reported that a restrictive transfusion strategy
appears to be safe in critically ill patients with cardiovas-
cular disease, “with the possible exception of patients with
acute myocardial infarcts and unstable angina.”

Randomized, controlled trials are needed to determine
definitively the appropriate transfusion thresholds for eld-
erly patients hospitalized with anemia and myocardial infarc-
tion. In the absence of these data, well-designed and careful-
ly analyzed observational studies can provide important
insights into the clinical care of this population of patients.
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The editorialists reply:

To the Editor: Dr. Hardy raises an important issue re-
garding the generalizability of our recommendation —
based on the report by Wu et al.! of findings in Medicare
patients 65 years of age or older — to maintain hematocrit
levels above 33 percent in patients hospitalized with myo-
cardial infarction. Since the mean age of patients admitted
to hospitals in the United States in 1999 with a primary
diagnosis of myocardial infarction was 68 years,? the results
are relevant to the majority of patients, although a substan-
tial minority may be younger than 65 years of age. We com-
mented in our editorial that “the generalizability of the
findings to younger patients . . . remains an open ques-
tion.” But in the absence of any data to the contrary, the
question is really whether we can assume that a more con-
servative approach to transfusion will result in optimal
outcomes for younger patients or others with myocardial
infarction whose demographic characteristics do not match
those of the population included in the Cooperative Car-
diovascular Project.

We believe that, in aggregate, the data support the hy-
pothesis that a more liberal threshold for blood transfu-
sion benefits patients with myocardial infarction regardless
of their age group. Two large observational studies noted
an association between a hemoglobin level below 9.5 to
10.0 g per deciliter and increased mortality among patients
with cardiovascular disease and suggested that such pa-
tients do not tolerate anemia as well as patients with other
conditions.®* Hébert et al.* observed that when the hemo-
globin level was less than 9.5 g per deciliter, red-cell trans-
fusion led to a 40 percent decrease in mortality among se-
verely ill patients with cardiovascular disease. In addition,
in a recent prospective, randomized trial, within the sub-
group of patients who also had ischemic heart disease, pa-
tients assigned to a restrictive approach to transfusion (with
a target hemoglobin level of 7 to 9 g per deciliter) had a 30-
day mortality rate that was 5 percent higher than that among
patients assigned to a liberal approach to transfusion (with
a target hemoglobin level of 10 to 12 g per deciliter)
(P=0.38).°

Obviously, the risk of death for patients with myocardial
infarction involves additional factors that are independent
of'age. Younger patients with large and complicated infarc-
tions may also have limited reserve and heightened vulner-
ability to anemia. We believe it to be most prudent not to
assume that anemia and transfusions affect the outcomes
in patients with myocardial infarction difterently depend-
ing solely on whether they are 65 or more years of age or
are younger. Furthermore, we believe it is consistent with
the best evidence that is currently available to recommend
maintaining the hematocrit at 33 percent or higher in pa-
tients admitted to the hospital with acute myocardial in-
farction, regardless of their age.

RICHARD G. BACH, M.D.
LAWRENCE T. GOODNOUGH, M.D.

Washington University School of Medicine
St. Louis, MO 63110
goodnough@labmed.wustl.edu
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Infective Endocarditis

To the Editor: Mylonakis and Calderwood (Nov. 1 is-
sue)! cite the increasing use of transesophageal echocardi-
ography in determining the duration of antibiotic therapy
for Staphylococcus aurens bacteremia.? Proponents of this
approach contend that clinical assessment alone is inade-
quate to distinguish patients with endocarditis from those
with uncomplicated bacteremia.>* However, this new par-
adigm conflicts with much of the earlier literature.®

Transesophageal echocardiography has operationally re-
defined endocarditis. But does the diagnosis of staphylo-
coccal endocarditis always mandate at least four weeks of
treatment with antibiotics? S. aurens endocarditis identifi-
able exclusively by transesophageal echocardiography may
be routinely cured with shorter courses of antibiotics, as
with B-lactam monotherapy for tricuspid endocarditis in
the absence of evidence of left-sided involvement® Al-
though subclinical endocarditis often complicates seemingly
uncomplicated S. aurens bacteremia, an extended course of
antibiotics is not necessarily indicated.*® Reflexive use of
transesophageal echocardiography may be superfluous at
best and injurious at worst in the management of short-
lived, clinically uncomplicated, catheter-associated S. aureus
bacteremia in patients with native valves.

MARK J. DINUBILE, M.D.

505 Bartram Rd.
Moorestown, NJ 08057
mark_dinubile@merck.com
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To the Editor: As Mylonakis and Calderwood point out,
renal disease associated with bacterial endocarditis in-
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cludes infarcts, abscesses, and glomerulonephritis, ranging
from focal glomerulonephritis to diffuse glomerulonephri-
tis that is sufficient to cause the impairment of renal func-
tion.»? However, in rare cases, rapidly progressive glomeru-
lonephritis develops.? Antibiotics are usually recommended
as the first treatment of choice,? although some cases do
not respond to antibiotic therapy and progress to end-stage
renal failure and then to renal death, resulting in the need
for dialysis therapy.

DAISUKE Koya, M.D.

KikkawA RyuicHi, M.D.
MaAsAkAzZU HANEDA, M.D.
Shiga University of Medical Science
Shiga 520-2192, Japan
koya@belle.shiga-med.ac.jp

1. Neugarten J, Gallo GR, Baldwin DS. Glomerulonephritis in bacterial
endocarditis. Am J Kidney Dis 1984;3:371-9.

2. Weinstein L, Schlesinger JJ. Pathoanatomic, pathophysiologic and clin-
ical correlations in endocarditis. N Engl ] Med 1974;291:1122-6.

To the Editor: I found the review of endocarditis by My-
lonakis and Calderwood informative and helpful. Howev-
er, I am concerned about one detail.

Wilson et al.! established guidelines for the treatment of
endocarditis caused by viridans streptococci. The category
of “penicillin-susceptible viridans streptococci” is defined
by a minimal inhibitory concentration (MIC) of 0.1 ug per
milliliter or less. The category of “relatively penicillin-resist-
ant streptococci” includes a group for which the MIC of
penicillin is more than 0.1 to 0.5 ug per milliliter and an-
other group for which the MIC is more than 0.5 ug per
milliliter. These guidelines are presented in the review by
Mylonakis and Calderwood, as well as in others.>3

To my knowledge, penicillin-susceptible streptococci of
the viridans group have always been defined by a MIC of
0.12 pg per milliliter or less, not 0.1. This point may seem
inconsequential, but according to the guidelines, when the
MIC for an organism is 0.12 mg per milliliter, since it is more
than 0.1, it should be treated as a relatively resistant organ-
ism. I disagree and have assumed instead that the guidelines
in the original article, and in every one that has followed (in-
cluding the Sanford Guide to Antimicrobial Therapy®), are
based on an error, as a result of a well-meaning editor having
rounded the value down to the nearest one decimal place.

In addition, since the only MIC value that is more than
0.12 and less than 0.5 ug per milliliter is 0.25, I have as-
sumed that the only streptococci to be treated with a two-
week course of gentamicin are those with an MIC of ex-
actly 0.25 ug per milliliter.

Finally, since resistant viridans streptococci (MIC, >4 ug
per milliliter) have been identified, it would be helpful to de-
fine viridans streptococci with intermediate susceptibility as
organisms for which the MIC is 0.25 to 4.0 ug per milliliter,
rather than more than 0.1, 0.12, or 0.5 ug per milliliter.

ROGER BAXTER, M.D.

Kaiser Permanente
Oakland, CA 94611
roger.baxter@kp.org
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The authors reply:

To the Editor: Dr. DiNubile agrees that in some patients
subclinical endocarditis may follow uncomplicated S. an-
rens bacteremia but raises the question of whether an ex-
tended course of antibiotics in such patients is always neces-
sary. Transesophageal echocardiography allows the detection
of vegetations and the diagnosis of definite endocarditis,
according to the Duke criteria, in approximately 25 percent
of patients with catheter-associated S. aurens bacteremia,
and these patients have a higher mortality than patients
with S. aureus bacteremia who do not have endocarditis.!
Although patients in whom vegetations are detected only by
transesophageal echocardiography (and not by transthorac-
ic echocardiography) have a better outcome than patients
in whom vegetations are detected by transthoracic echo-
cardiography,? we are not aware of convincing, controlled
data suggesting that left-sided, catheter-associated S. au-
reus endocarditis is as effectively treated with a two-week
course of antibiotics as it is with a four-week course. There-
fore, we believe that transesophageal echocardiography is
a useful adjunct in decision making with regard to the du-
ration of antibiotic therapy in patients with catheter-asso-
ciated S. aureus bacteremia; transesophageal echocardiog-
raphy has also been shown to be a cost-effective strategy
in such patients.3*

We appreciate the comments of Koya et al. on the rare
cases of endocarditis in which rapidly progressive glomeru-
lonephritis develops in association with the infection. Space
constraints prevented us from mentioning all potential renal
complications of this protean illness in our article.

Dr. Baxter comments that the breakpoints for suscepti-
bility to penicillin that are used to determine the treatment
of streptococcal endocarditis according to the American
Heart Association’s guidelines® differ from the breakpoints
for susceptibility used in the clinical microbiology labora-
tory to report a streptococcal isolate as “susceptible,” “in-
termediate,” or “resistant.” The American Heart Associa-
tion’s guidelines suggest treating streptococci with an MIC
of penicillin that is less than or equal to 0.1 pg per milliliter
as susceptible; this category includes streptococci with an
MIC of penicillin that is 0.06 wg per milliliter or less. On
the basis of these guidelines, strains with an MIC of 0.12 or
0.25 g per milliliter are treated as relatively resistant, and
those with an MIC greater than or equal to 0.5 ug per mil-
liliter are treated in the same way as enterococci.

ELEFTHERIOS MYLONAKIS, M.D.
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Hypochondriasis

To the Editor: Dr. Barsky’s Clinical Practice review of
hypochondriasis (Nov. 8 issue)! omits a common and im-
portant feature of the symptom complex in many patients:
anxiety-induced hyperventilation. The symptoms men-
tioned in the review — intermittent paresthesias, belching,
atypical chest pain, chronic headache, dizziness, and tinni-
tus — are the typical manifestations of hyperventilation.?
Unfortunately, most physicians ascribe these symptoms to
organic causes and subject patients to multiple, unnecessary,
and often expensive diagnostic studies. Even more unfor-
tunately, these studies have false positive rates as high as
30 percent, as has been demonstrated with regard to ex-
ercise stress tests in women with atypical chest pain.® The
vicious cycle often leads to multiple, unnecessary, and fre-
quently expensive therapies.

Fortunately, if anxiety-induced hyperventilation is con-
sidered and the symptom complex can be reproduced by
voluntary overbreathing, the syndrome can be recognized
casily. Even more fortunately, relief can be provided once
the patient understands the mechanism responsible for his
or her symptoms. Prevention and immediate relief of symp-
toms may be attained by rebreathing into a paper sack, and
longer-term relief may be attained through cognitive be-
havioral therapy that includes the use of controlled breath-
ing exercises.*

Some patients many need one of the 10 drugs listed in
Barsky’s Table 2 for further relief. But rather than rushing
into pharmacotherapy, practitioners should consider a proc-
ess, hyperventilation, that is probably involved in the symp-
toms of many psychosomatic syndromes. Conditions associ-
ated with hyperventilation certainly include chronic fatigue,
fibromyalgia, and panic attacks, and very likely also include
the Gulf War syndrome and chronic Lyme disease, in ad-
dition to other common psychosomatic conditions.? Vari-
ous factors may be responsible for the initial anxiety, but
hyperventilation marks a common path from anxiety to
disabling symptoms.

NORMAN M. KAPLAN, M.D.

University of Texas Southwestern Medical Center
Dallas, TX 75390-8899
norman.kaplan@utsouthwestern.edu
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Dr. Barsky replies:

To the Editor: Anxiety-induced hyperventilation is a prom-
inent feature of panic attacks and panic disorder, and the
prevalence of diagnosable panic disorder is high among pa-
tients with hypochondriasis.»? The prominence of cardio-
respiratory symptoms in panic disorder may make this con-
dition particularly difficult to distinguish from acute cardiac
or pulmonary disease. Dr. Kaplan is correct in pointing out
that once panic anxiety has been diagnosed, several effec-
tive therapeutic approaches are available, of which pharma-
cotherapy is only one. If the patient is having infrequent,
uncomplicated panic attacks with limited symptoms, I agree
that behavioral techniques, such as rebreathing and relax-
ation training, are both indicated and effective. If the pan-
ic attacks are more frequent and involve other symptoms
and if the patient meets the diagnostic criteria for panic
disorder, cognitive behavioral therapy is an effective alter-
native to pharmacotherapy.

ARTHUR J. BARrsky, M.D.

Brigham and Women’s Hospital
Boston, MA 02115
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Case 27-2001: Waldenstrom’s
Macroglobulinemia

To the Editor: In Case Record 27-2001 (Aug. 30 issue),!
Table 1 and the discussion by Dr. Noopur Raje contain er-
rors. Neither multiple myeloma nor the classic (or pure)
form of Waldenstrém’s macroglobulinemia is marked by
massive splenomegaly. Massive splenomegaly is rarely a fea-
ture of Hodgkin’s disease.

HArvEY E. FINKEL, M.D.

92 Dean Rd.
Brookline, MA 02445-4244

1. Case Records of the Massachusetts General Hospital (Case 27-2001).
N Engl ] Med 2001;345:682-7.

The discussant replies:

To the Editor: 1 agree that Table 1 is somewhat mislead-
ing. It should have been entitled “Hematologic Diseases
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Associated with Splenomegaly and Anemia.” The causes of
massive splenomegaly mentioned in the discussion include
chronic myeloid leukemia, agnogenic myeloid metaplasia,
and polycythemia vera. Variants of certain other hematolog-
ic cancers, such as chronic lymphocytic leukemia of the pro-
lymphocytic type, and lymphoproliferative disorders, such
as marginal-zone lymphoma, are other causes. Although
splenomegaly has been described in multiple myeloma,
Hodgkin’s disease, and Waldenstréom’s macroglobulinemia,
these diseases certainly do not constitute the common caus-
es of massive splenomegaly.

NoOOPUR RAJE, M.D.

Dana—Farber Cancer Institute
Boston, MA 02115

Aortic Pseudocoarctation Causing Refractory
Hypertension

To the Editor: We report a case of pseudocoarctation of
the aorta caused by an intraluminal calcific mass. A 49-
year-old woman who smoked and had had hypertension
for eight years was evaluated for an intramural aortic he-
matoma seen on magnetic resonance imaging (MRI). She
had recently been examined because of uncontrollable hy-
pertension and transient acute renal dysfunction. Magnet-
ic resonance angiography and captopril-augmented renal
scanning excluded the presence of renal-artery stenosis, a
renal biopsy excluded the presence of parenchymal disease,
and tests of urine and plasma excluded the presence of
pheochromocytoma, Cushing’s syndrome, and Conn’s
syndrome. The patient also had intermittent claudication.
She presented to the referring hospital with low back pain
and severe hypertension (220/100 mm Hg). MRI sug-
gested the presence of an intramural hematoma at the tho-
racic level.

Transferred for further evaluation, she had a brachial
blood pressure of 230/70 mm Hg; occasionally, her blood
pressure was 305/135 mm Hg. She had weak femoral
pulses and a continuous murmur in the interscapular re-
gion. Her blood pressure was controlled with esmolol and
nitroprusside. Transesophageal echocardiography revealed
a complex, calcified, and fixed mass limited to the lumen
of the descending aorta that was approximately 10 cm in
length; it began as a shelf-like projection and became more
complex, with ridges and furrows and areas of severe lu-
minal narrowing (90 percent of the cross-sectional area).
Doppler ultrasonography revealed a gradient of 145 mm Hg.
There were prominent paraaortic collateral vessels that fed
back into the aorta distal to the mass, consistent with a
chronic obstruction. A computed tomographic scan con-
firmed that the mass was overtly calcific and solely intralu-
minal. This was confirmed at surgery by the normal appear-
ance of the external aortic wall (Fig. 1). Surgical excision
with interposition of a tube graft was performed.

Microscopical examination showed no evidence of an in-
timal tear or adventitial disease. The mass had the appear-
ance of a calcific organized thrombus. On gross inspection
and histologic examination, there were no atherosclerotic
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Figure 1. Gross Pathological Specimen of the Excised Portion
of the Descending Thoracic Aorta, Showing the Smooth Exter-
nal Aortic Wall and the Complex Intraluminal Mass.

changes in the specimen, no evidence of neoplasia, and no
sign of any major intimal damage that might have caused
the lesion. An evaluation for thrombophilia revealed that
the patient was heterozygous for the common prothrom-
bin mutation. She had had a postpartum deep venous
thrombosis years earlier.

The constellation of signs and symptoms correlated en-
tirely with the location of and physiological disturbances
associated with the lesion — the syndrome of aortic
pseudocoarctation. The amenability of the lesion to surgery,
the complete correction of the hypertension, and the unsus-
pected thrombophilia were striking aspects of the case.

Majo JoserH, M.B., B.S.
YVES LECLERC, M.D.
STUART ]J. HUTCHISON, M.D.,; C.M.
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