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Synopsis: Cases of visceral leishmaniasis are described in 4 US
Army soldiers who acquired their infections in Afghanistan or

Iraq. All 4 patients presented with classical symptoms and signs.
The 3 patients treated initially with liposomal amphotericin B

were clinically cured but the patient treated with amphotericin B
lipid complex experienced clinical relapse and was successfully

retreated with sodium stibogluconate.

Source: Myles O, et al. Visceral leishmaniasis: Clinical observations in 4
US Army soldiers deployed to Afghanistan or Iraq, 2002-2004. 

Arch Intern Med. 2007;167:1899-1901.

The infectious diseases group at walter reed reported
t h eclinical cases of 4 patients who acquired visceral leishmaniasis dur-

ing deployments to either Afghanistan (two patients) or Iraq (two
patients). The patients ranged in age from 23 to 39. Three patients
were African-American and one was white. The median time to
onset of symptoms after returning from deployment was 6 months,
although one patient became ill during the 11th month of his tour of
duty while still in Iraq. All patients presented with fever and
splenomegaly, two had hepatomegaly, three were mildly leukopenic,
and two had mild thrombocytopenia. All had elevated transaminas-
es. All had antibody detected by the new rK39 dipstick test (which
uses a recombinant L. chagasi antigen to identify antibodies to the
parasite’s dominant kinesin-like amastigote antigen), as well as high
titers in the standard IFA assay. Liver biopsy was done in two
patients, both of whom had histopathology consistent with VL; only
one had a positive PCR. All four patients underwent bone marrow
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biopsy, two had histopathology consistent with VL, and
PCR of bone marrow was positive in only one of the
three patients in whom PCR was performed. Liposomal
amphotericin B (Ambisome) treatment was successful in
all three patients treated with this agent; one patient
treated initially with amphotericin B lipid complex
(Abelcet) failed and was successfully retreated with a
28-day course of sodium stibogluconate (Pentostam).

■■ COMMENTARY
During my second (of three, soon to be four) Air

Force deployment to Iraq, I had the pleasure of spending
three days during the late summer/early fall of 2003 in
An Nasiriyah, Iraq, with one of the authors of this paper,
LTC Peter Weina, who at that time was commander of
the US Army’s Theater Army Medical Laboratory. Peter
is one of the world’s foremost experts in leishmaniasis,
and I was able to see a handful of cutaneous leish cases
with Peter (of the approximately 800 he saw during that
year). His team did an amazing job defining the epidemi-
ology of the disease in Coalition personnel, as well as
characterizing the sand fly vector during that time. This
particular area of southern Iraq (approximately half way
between Baghdad in the center of Iraq and Basra in the
south) had once been part of the extensive wetlands that
existed in the south of Iraq between the Tigris and
Euphrates rivers. During the early-mid 1990s, Saddam
Hussein drained the wetlands (to punish the largely Shia

Arab population which rose up in rebellion in the after-
math of the first Gulf War). Surprisingly, this seemed to,
if anything, increase the population of sand flies in the
area, based on the large numbers recovered in Peter’s
team’s light traps. Since at that time in 2003 many of the
US Army troops did not have air conditioned tents and
were sleeping either in abandoned Iraqi buildings or out
in the open or on their vehicles, some of the soldiers had
sustained literally hundreds of intensely pruritic bites
from these sand flies (which are smaller than mosqui-
toes), mainly at night. I know both of us wondered at that
time whether we would later be seeing many cases of
either visceral leishmaniasis (likely due to L. infantum)
or viscerotropic disease due to the more common agent
which generally causes cutaneous disease (L. major or L.
tropica), as was seen in a handful of cases following the
first Gulf War.1 It is hoped that the Walter Reed group
will publish additional details on these four cases later to
include species identification. (I also hope Peter’s group
publishes the full account of the excellent work his
group did during austere combat conditions back in
2003. It is an impressive story.)

It is interesting that one of the four cases of VL
described by the Walter Reed group in this paper did not
travel outside the IZ (“Green Zone”) in southeastern
Baghdad. However, it does not surprise me too much, as
I am relatively certain they have some sand flies there as
well. Personnel stationed there would be expected to be
at lower risk than troops out “beating the boonies,” since
everyone in the IZ now sleeps in an air conditioned build-
ing. We did find small numbers of sand flies in light traps
at our base in western Baghdad when I was serving there
in 2006, although I saw no cases of either cutaneous or
visceral leish acquired on our base. Since the sand flies
are poor fliers and do not seem to like air conditioned
tents or buildings, it would be interesting to know if this
particular soldier who never left the IZ spent significant
amounts of time outside of his quarters at night.

This series of four cases of visceral disease is inform-
ative in describing the clinical presentation in these
patients and pointing out the limitations of making a
diagnosis of visceral leishmaniasis by histopathology
and/or PCR on any one tissue (bone marrow or liver). 
Both the new rK39 dipstick antibody test and the IFA
seemed to perform well. The clinical failure of ampho-
tericin B lipid complex and the success of liposomal
amphotericin B may be a reflection of the superior dis-
tribution of the latter agent in tissues of the reticuloen-
dothelial system. Visceral leishmaniasis should be kept
in mind in the differential diagnosis of fever in military
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personnel returning from duty in Southwest Asia, even
in those personnel who have been home for several
months.   ■

References
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Schistosomiasis and
Strongyloidiasis in 
African Refugees
A B S T R A C T  &  C O M M E N T A R Y

By Brian Blackburn, MD
Clinical Assistant Professor of Medicine, Division of
Infectious Diseases and Geographic Medicine, Stanford
University School of Medicine
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Synopsis: Schistosomiasis and strongyloidiasis were
highly prevalent in two cohorts of African refugees
resettled to the United States; presumptive treatment
for parasitic diseases in such groups should include
coverage for these parasitoses.

Source: Posey DL, et al. High prevalence and presumptive
treatment of schistosomiasis and strongyloidiasis among
African refugees. Clin Infect Dis. 2007;45:1310-1315.

Refugees resettling to the united states and
other developed countries frequently suffer from

infectious diseases, and can pose diagnostic or thera-
peutic dilemmas for health care providers in their new
homes. Posey and colleagues examined two cohorts of
African refugees that had resettled to the United States
over the 5 years preceding the study, focusing on sero-
logic testing for schistosomiasis and strongyloidiasis.
Among 462 Lost Boys of Sudan refugees, schistosoma
seroprevalence was 44% (predominantly S. mansoni),
and strongyloides seroprevalence was 46%. Among 100
Somali Bantu refugees, schistosoma seroprevalence was
73% (predominantly S. haematobium), and strongy-
loides seroprevalence was 23%. Sixty-eight percent of
Lost Boys had at least one of the two infections, as did
75% of the Somali Bantu. Although the inciting reason
for the study was investigation of chronic abdominal
pain in the Lost Boys, no association was found between

these infections and abdominal pain, which was attrib-
uted to multifactorial causes.

■■ COMMENTARY
Although several studies have assessed the prevalence

of various infectious diseases in refugees and immi-
grants from the developing world, few have specifically
evaluated these parasitic diseases, and fewer still have
utilized serology to this end. Although stool testing pro-
vides an estimate of schistosoma or strongyloides preva-
lence, the low sensitivity of this methodology for both of
these infections likely leads to substantial underesti-
mates in most studies. Although serology can be less
specific (particularly for strongyloides), Posey et al pro-
vide rationale (based on the life cycle of the parasites,
epidemiological factors in these refugee groups, antigen-
emia rates for schistosomiasis, and the chronic nature of
strongyloidiasis) in favor of active infection in most of
the persons seropositive for these parasites in this study.

The high seroprevalence rates, while not entirely sur-
prising in such a cohort, re-emphasize the high risk of
parasitic infections in such persons. The importance of
these particular diseases lies in the potential long-term
morbidity associated with untreated schistosomiasis, as
well as the strongyloides hyperinfection syndrome,
which can develop in persons infected with this parasite
who are immunosuppressed or co-infected with HTLV-1.
Strongyloides is typically a lifelong infection in untreat-
ed patients because of the autoinfection cycle of S. ster-
coralis, meaning that persons who have been subject to
poor sanitary conditions in endemic areas during any
period of their life are at risk of harboring the parasite
indefinitely. In fact, screening or presumptive treatment
for strongyloides should be considered in any person
who has spent a substantial period of time in an endem-
ic area that is about to undergo immunosuppressive ther-
apy because of the subsequent risk of the hyperinfection
syndrome.

Previous work has demonstrated that predeparture
treatment of African refugees with albendazole effec-
tively decreases the parasitic burden in these popula-
tions and is cost-effective in many situations.1-4 In part,
because of this work, the existing policy for US-bound
African refugees has been presumptive treatment with
a single 600 mg dose of albendazole, as well as a dose
of an antimalarial; however, this is not effective for
treatment of schistosomiasis or most strongyloides
infections.

As a result of these data, Posey et al issued recommen-
dations regarding empirical treatment of these two refugee
groups with drugs that include coverage for these para-
sites.5,6 Given the data presented in this study, it may be
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incumbent upon policymakers involved with refugee
resettlement to change predeparture regimens to include
coverage for schistosomiasis and strongyloidiasis for
African refugees (regimens should include praziquantel
plus ivermectin [with additional albendazole to cover geo-
helminths] or praziquantel plus albendazole, depending
upon whether risk exists epidemiologically for Loa loa
infection) and other refugees from highly endemic areas.

In lieu of such policy changes, extending the data to
other refugee groups seems reasonable at this point.
Health care providers of refugees from endemic areas
should gather data regarding whether their patients have
received presumptive treatment for parasitic infections.
If they have not, empirical treatment should be consid-
ered, with a regimen that includes coverage for schisto-
somiasis and strongyloidiasis. If this is not done, at min-
imum these infections should be addressed by a screen-
and-treat approach. Extension of this to non-refugee
immigrants that have been exposed to conditions that
place them at substantial risk for infection should also be
considered. Physicians who care for such patients should
remember that immigrants from the developing world
should trigger a high index of suspicion for infectious
diseases, and that these two parasitic infections in partic-
ular pose unique threats that are not easily addressed by
existing refugee and immigration policies.   ■

Note: Dr. Blackburn, the author of this article, is also
one of the authors of the paper discussed in this article.
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Acute Maxillary Sinusitis — 
Is Treatment Effective?
A B S T R A C T  &  C O M M E N T A R Y

By Robert Muder, MD
Hospital Epidemiologist, Pittsburgh VA Medical Center

Dr. Muder does research for Aventis and Pharmacia.

Synopsis: In a randomized, controlled trial in a pri-
mary care setting, neither oral amoxicillin nor topical
corticosteroids, singly or in combination, hastened reso-
lution of acute maxillary sinusitis.

Source: Williamson IG, et al. Antibiotics and topical nasal

steroid for treatment of acute maxillary sinusitis: A random-

ized controlled trial. JAMA. 2007;298:2487-2496.

Acute sinusitis is a common presenting com-
plaint in primary care; most cases are treated with

oral antibiotics despite controversy as to whether such
treatment is effective. Williamson and colleagues con-
ducted a randomized, controlled trial of treatment of
acute maxillary sinusitis. They enrolled 240 adult patients
from primary care practices in Great Britain. Patients had
acute (< 28 days duration) sinusitis based on clinical cri-
teria that have been shown to correlate well with the
results of antral puncture.1 Patients were required to have
at least 2 of the following: purulent nasal discharge with
unilateral predominance, local pain with unilateral pre-
dominance, purulent nasal discharge, or pus on inspec-
tion of the nasal cavities. Patients were excluded if they
had serious underlying illness or 2 or more episodes of
sinusitis within the preceding year. Eligible patients were
randomized to 4 groups: topical budesonide 200 ug daily

52 February 2008



for 10 days, oral amoxicillin 500 mg three times daily for
7 days, budesonide + amoxicillin, or placebo.

At the end of 10 days, 30% of patients were sympto-
matic, and by day 14, 80% of patients reported complete
resolution. There were no significant differences for any
treatment compared with placebo. The patients were fol-
lowed out to 6 weeks, and none suffered any adverse con-
sequences. Williamson et al concluded that neither topi-
cal steroids nor amoxicillin, alone or in combination,
were effective.

■■ COMMENTARY
Treating acute sinusitis with oral antibiotics is a fair-

ly standard practice, despite lack of convincing evi-
dence of its efficacy. Unnecessary antibiotic use in
ambulatory care is a significant factor in the emergence
of antibiotic resistance in respiratory pathogens such as
Streptococcus pneumoniae.

The study by Williamson et al provides good evi-
dence that antibiotics and topical corticosteroids can be
withheld in otherwise healthy patients with acute sinusi-
tis. This study has a number of strengths, the most sig-
nificant of which is that it was conducted in a primary
care setting and thus reflects the patient population like-
ly to be seen by the generalist. The use of a clinical def-
inition of sinusitis, while not validated in the primary
care setting, is practical and relevant since antral punc-
ture with culture and radiography are typically used in
primary care. It’s notable that none of the patients treat-
ed with placebo suffered any significant adverse conse-
quences. It should be noted, however, that over two-
thirds of the patients had only 2 symptoms or signs, the
minimum number required for enrollment, and most
were afebrile. In addition, patients with significant
underlying illness or multiple recurrences were exclud-
ed. Therefore, expectant treatment may not be appropri-
ate for patients with severe symptoms, high fever, multi-
ple recurrences, or serious comorbidities.

Although this study provides good evidence that symp-
tomatic treatment alone is appropriate for uncomplicated
sinusitis, patients will continue to request antibiotic thera-
py for this condition. Although appropriate patient educa-
tion takes considerably more effort than reaching for the
prescription pad, it is the preferable course.   ■

Reference
1. Berg 0, Carenfelt C. Analysis of symptoms and 

clinical signs in the maxillary sinus empyema. 

Acta Otolaryngol. 1988;105:343-349.

P. knowlesi: A Newly
Recognized Human Pathogen
A B S T R A C T  &  C O M M E N T A R Y  

By Dean L. Winslow, MD, FACP, FIDSA

Synopsis: A sensitive and specific nested polymerase
chain reaction (PCR) was used to identify Plasmodium
species in blood samples from patients and archival
blood films (including 4 cases of fatal malaria origi-
nally speciated as P. malariae) in several regions of
Malaysia. P. knowlesi infection was confirmed in
27.7% of 960 unselected malaria patients, from 83.7%
of 49 patients with microscopically-diagnosed P.
malariae infection, and in all 4 patients who died from
microscopically-diagnosed P. malariae infection.

Source: Cox-Singh J, et al. Plasmodium knowlesi malaria
in humans is widely distributed and potentially life threat-
ening. Clin Infect Dis. 2008;46:165-171.

Anested pcr method was used to identify and
speciate cases of malaria in two regions of

Malaysia. This study showed a significant proportion of
patients to have been infected with P. knowlesi, a
pathogen of Old World macaques and previously rarely
recognized in humans. Most importantly, 83.7% of
malaria cases which were diagnosed microscopically as
P. malariae were found to be due to P. knowlesi. All 4
patients who died from presumed P. malariae infection
were shown by PCR analysis of blood smears to have
actually been infected with P. knowlesi.

■■ COMMENTARY
This same group, using an elegant, sensitive, and spe-

cific nested PCR, originally reported in 2004 that all
infections diagnosed microscopically as P. malariae in
Sarawak State, Malaysian Borneo, were actually due to
the Old World monkey malaria parasite, P. knowlesi.1 At
that time, P. knowlesi was not considered to be a cause
of severe human disease. However, during the late
2004-early 2005 time period, four fatal cases of “P.
malariae” infection were reported in this same district.
In this more extensive follow-up on the study, the group
convincingly demonstrated that P. knowlesi infection in
humans is widespread in both Malaysian Borneo and
Peninsular Malaysia, accounting for approximately
one-quarter of all human malaria cases and more than
three-quarters of all human cases of malaria which had
been diagnosed microscopically as P. malariae.
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The finding that all four cases of “fatal P. malariae”
infection diagnosed during a 5-month period were actual-
ly caused by P. knowlesi is critically important informa-
tion. Since P. malariae infection in humans generally is
associated with low level parasitemia and a benign clini-
cal course, clinicians in endemic areas often take a very
relaxed approach to patients with microscopically diag-
nosed P. malariae infection. However, P. knowlesi infec-
tion in the Rhesus monkey is rapidly and predictably
lethal and is characterized by daily schizont rupture, high
parasite loads, and rapid development of anemia, jaun-
dice, and renal failure. It is clear that a similar fulminant
disease course can be seen in human cases of P. knowlesi
infection. While P. knowlesi remains susceptible to
chloroquine, it is clear that appropriate therapy should be
promptly administered.

It is felt that most human cases of P. knowlesi infection
in Malaysia still arise from macaque-to-human transmis-
sion via an Anopheles mosquito vector.  However, game-
tocytes are present in human cases of P. knowlesi infec-
tion, and it is likely that human-to-human transmission
can occur as well.   ■

References
1. Singh B, et al. A large focus of naturally acquired

Plasmodium knowlesi infections in human beings.
Lancet. 2004;363:1017-1024.

Therapeutic Trial of Growth
Hormone Releasing Factor
in HIV patients
A B S T R A C T  &  C O M M E N T A R Y  

By Dean L. Winslow, MD, FACP, FIDSA

Synopsis: In this study, 412 HIV-infected patients
with abdominal visceral fat accumulation as a major
manifestation of lipodystrophy were randomized to
tesamorelin 2 mg SQ daily or placebo for 26 weeks.
Patients receiving tesamorelin decreased visceral fat
and improved lipid profiles.

Source: Falutz J, et al. Metabolic effects of a growth hor-
mone-releasing factor in patients with HIV. N Engl J Med.
2007;357:2359-2370.

This multicenter, randomized, placebo-con-
trolled trial of a synthetic GHRH analogue, tesamorelin

(1-44 amino acids from the amino terminal of GHRH

with a trans-3-hexenoyl group added to the amino termi-
nal to increase the half-life over native GHRH), random-
ized 412 patients (86% male) to daily subcutaneous
tesamorelin vs placebo for 26 weeks. Inclusion criteria
included the receipt of at least 8 weeks prior antiretrovi-
ral (ARV) therapy and excessive abdominal visceral fat,
as defined by various objective morphometric criteria.
Use of stable lipid lowering regimen and testosterone
replacement within 3 and 6 months of entry, respective-
ly, was permitted.

The tesamorelin regimen was well-tolerated, with
only a modest increase in treatment related side effects
seen in the tesamorelin arm. Peripheral edema, myal-
gia, hypoesthesia, paresthesia, rash, and injection site
reactions were the only remarkable events that seemed
to be associated with active drug, but all of these were
encountered in less than 10% of patients.

Bottom line results showed that tesamorelin therapy
resulted in a 15.2% decrease in abdominal visceral fat vs
an increase of 5% in the placebo group. Serum triglyc-
erides decreased by 50 mg/dL in the tesamorelin group vs
an increase of 9 mg/dL in the placebo group. Similarly,
the total/HDL cholesterol ratio decreased by 0.31 in the
treated vs increased by 0.21 in the placebo group. Levels
of insulin-like growth factor (IGF-I), which mediates the
effect of hGH on tissue, increased by 81% in the
tesamorelin group and decreased by 5% in the placebo
group. No differences in glycemic measurements were
observed between the groups.

■■ COMMENTARY
Despite the use of newer antiretroviral agents (which

are less likely to produce nucleoside analogue-related
lipoatrophy and protease inhibitor-related fat accumula-
tion), these dysmorphic changes, which were frequently
induced by older agents, are distressing to patients and
unfortunately persist following change to new ARV regi-
mens. This study shows that a 26-week course of
tesamorelin administered SQ daily can produce a reduc-
tion in visceral abdominal fat and is potentially a thera-
peutic option. However, caution is definitely warranted at
this early date. It is known from experience with the ther-
apeutic use of growth hormone in HIV patients that while
use of hGH improved strength and lean body mass, side
effects with prolonged use included salt and water reten-
tion, glucose intolerance, insulin resistance, and carpal
tunnel syndrome. Longer-term studies of the safety and
efficacy of GHRH analogue therapy will need to be con-
ducted before this treatment modality should be consid-
ered standard of care. (It is intuitively evident to most
internists that deliberately altering the hypothalamic-pitu-
itary axis is not something to be done casually!) Even if
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shown to be well-tolerated in longer-term studies, use of
daily milligram amount doses of a recombinant protein,
such as tesamorelin, are likely to be quite expensive.   ■

Non-HACEK Gram-Negative
Bacillus Endocarditis
A B S T R A C T  &  C O M M E N T A R Y  

By Dean L. Winslow, MD, FACP, FIDSA

Synopsis: Of 2761 patients with endocarditis enrolled
in a prospective, multinational cohort study, 49
patients with non-HACEK gram-negative endocarditis
were identified. E. coli and Pseudomonas aeruginosa
were the most common pathogens, and 57% were con-
sidered to be health care associated. Fifty-nine percent
of cases were associated with prosthetic valves. The
mortality rate was high (24%) despite cardiac surgery
being performed in 51% of cases.

Source: Morpeth S, et al. Non-HACEK gram-negative bacil-
lus endocarditis. Ann Intern Med. 2007;147:829-835.

Sixty-one hospitals in 28 countries partici-
pated in a prospective cohort study of hospital-

ized patients with definite endocarditis. There were
2761 patients who enrolled between 2000 and 2005.
From this cohort, 49 patients with non-HACEK (HACEK
stands for: Haemophilus,Actinobacillus, Cardiobacterium,
Eikenella, or Kingella) gram-negative endocarditis
were identified. Some of the factors differentiating
these 49 patients from those with endocarditis due to
other organisms included: 59% of the non-HACEK
gram-negative cases involved prosthetic valves; 29%
had other implanted endovascular devices (pacemak-
ers, implanted cardioverter defibrillators, or aortic
stents); 71% had comorbid conditions; 57% were
health care associated; only 2 patients (4%) were
injection drug users. The following organisms were
isolated: E. coli (14), Pseudomonas aeruginos (11),
Klebsiella (5), Serratia (4), and other (15). In
patients with non-HACEK gram-negative bacillus
endocarditis, 25% had intracardiac abscess vs 14%
of patients with endocarditis due to other organisms;
in-hospital mortality was 24% vs 17%, respectively.
A large number of different antimicrobial regimens
were used but all seemed appropriate. A clear advan-
tage of combination antimicrobial vs monotherapy
was not seen.

■■ COMMENTARY
Dr. Deresinski (Editor of Infectious Disease Alert)

and I keep threatening to write an article entitled,
“Infectious Disease Truisms Which are not True.” One
of the truisms we were taught is that non-HACEK gram-
negative bacillus endocarditis is largely a disease of
injection drug users. This impression was probably due
to the publication of several small case series of out-
breaks of gram-negative bacillary endocarditis in injec-
tion drug users reported from a few large cities during
the 1970s and 1980s. This important paper gives a more
realistic perspective on this rare disease. Non-HACEK
gram-negative bacillus endocarditis should be viewed
more properly as predominantly associated with health
care-associated acquisition, older age, prosthetic cardiac
valves, and other endovascular devices. Paravalvular
complications and intracardiac abscess are commonly
encountered. Mortality is high despite appropriate med-
ical and surgical therapy.   ■

Take Off Your Tie!
A B S T R A C T  &  C O M M E N T A R Y

By Stan Deresinski, MD, FACP

The uk department of health has instituted
measures they believe will prevent hospital acquired

infections. These measures, implemented January 1,
2008, include, among other things, that individuals
involved in clinical care are not to wear unnecessary
jewelry, such as watches (apparently wedding rings are
approved), white coats, sleeves below the elbows, or
neckties.1 These measures are being taken seriously
because of evidence that these items may be contaminat-
ed with hospital pathogens, despite an admitted lack of
conclusive evidence that these items pose a significant
hazard in terms of spreading infection. They are, instead,
mostly based on "informed common sense" and a per-
ceived preference of the public, and obviously, a per-
ceived need of bureaucrats to do something — anything.

■■ COMMENTARY
These measures are unlikely to have a significant

effect on controlling hospital infections, and seem gra-
tuitous to me. I am, however, strongly in favor of the
banishment of one to the targeted items — neckties.
My attitude toward neckties, however, has nothing to
do with infection control and everything to do with the
tyranny of this culturally embedded useless and
uncomfortable fashion. One question that can be asked
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is: How did we ever get to a circumstance in which men
are expected to wear these worthless strips of cloth?

The beginnings of the popularity of the necktie in the
West have been traced to the inclusion of Croatian mer-
cenaries into French regiments in support of Cardinal
Richelieu and King Louis XIII in the 1630s in their
struggle with the Duc du Guise and Maria Medici, the
Queen Mother. The Croatians were both militarily suc-
cessful and sartorially prominent.2,3 Their distinctive
knotted scarves which, in the case of officers, were
comprised of fine linen and silk, became popular among
the French aristocracy, replacing their starched linen
ruffs or ruffled starched collars. In France, these novel
bands of cloth were known as cravates, a word that
resulted from a corruption of the French pronunciation
of Croat. In fact, in 1643, the first year of the regency of
Louis XIV, an elite Croatian regiment became known as
the Royal Cravattes.2 The accession of Louis XIV to the
throne in 1654 was followed by an increased enthusi-
asm for cravates. Louis, in fact, employed a man, the
Cravatier du Roi, who provided him with a selection of
cravates each day. The fashion spread to England after
the return in 1660 of Charles II (Louis' cousin) from his
continental exile.3 The success of British imperialism
spread the pernicious contagion around the world,
establishing the tyranny of the necktie, a tyranny that
continues to plague males in large swaths of the planet.
The British, however, may have now placed the first nail
in the coffin of this useless annoying fashion require-
ment by their proscription in hospitals.

Taking into account their history, banishing neckties
strikes a blow against monarchy, mercenary militarism,
and foolish fashion. Other benefits may accrue. In the
words of the writer, philosopher, and poet, Lin Yutang,
"I have a desire to return to the Orient and discard my
necktie. Neckties strangle clear thinking." Perhaps the
measures taken in the United Kingdom (as ill-founded
as they are) will provide a more general impetus to
action and, having accepted the analysis of the journal-
ist Linda Ellerbee ("If men can run the world, why can't
they stop wearing neckties? How intelligent is it to start
the day by tying a little noose around your neck?"), prod
men into casting off this tether to societal foolishness.   ■
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BinaxNOW Malaria Rapid
Diagnostic Test 
A B S T R A C T  &  C O M M E N T A R Y
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Synopsis: The US FDA approved the BinaxNOW
Malaria Test, making it the first rapid diagnostic test
for malaria available in the United States. 

Sources: http://www.binax.com/NOWmalaria.shtml;
http://www.binax.com/uploads/binaxnowmalaria-productin-
sert6_2007.pdf.

The diagnosis of malaria has traditionally
relied upon microscopy. However, microscopic

diagnosis is labor intensive and somewhat subjective,
and assurance of quality standards can be difficult at
best. The BinaxNow Malaria Test is an immunochro-
matographic assay that uses monoclonal antibodies to
detect malaria antigens, including both the aldolase
enzyme present in all Plasmodium species and, more
specifically, the histidine-rich protein 2 (HRP-2) of
Plasmodium falciparum. The test requires whole
blood obtained by either venipuncture or fingerstick,
and must be performed immediately following sample
collection, although blood can be refrigerated for up to
3 days. The test kit contains a dipstick card to which
the blood sample is applied (about 15µl), followed by
the addition of a reagent, and it is read after 15 min-
utes. The appearance of lines indicates the adequacy of
test, presence of P. falciparum, or presence of other
plasmodial species.

The manufacturer reports overall test sensitivity to
be 99.7% for P. falciparum and 93.5% for P. vivax, and
specificity to be 94.2% for P. falciparum and 99.8% for
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P. vivax. In an endemic population, a comparison of the
BinaxNow Malaria Test against microscopy has
demonstrated sensitivities of 99%-100%: 99.7% for P.
falciparum and 81-82% for P. vivax, and specificities of
90%-95% for P. falciparum and 99%-100% for P.
vivax. In a non-endemic population, the test demon-
strated a 100% sensitivity and specificity for P .falci-
parum and 99% sensitivity and specificity for P. vivax.
The test shows cross-reactivity with rheumatoid factor
and human anti-mouse antibody (HAMA).

■■ COMMENTARY
Rapid diagnostic tests (RDTs) for malaria have been

advocated for use as field tests,1 and some tests have
been available for use in hospitals and laboratories in
Europe. A number of RDTs based on assays for HRP-2
and/or parasite LDH have been evaluated in the diagno-
sis of febrile returning travelers.2-6 One study that tested
the NOW Malaria Test demonstrated sensitivity and
specificity of 96.4% and 97%, respectively, in returned
travelers in France.6 Other investigators found that the
test had better sensitivity when used in a microbiology
laboratory than at bedside.7 A study on non-European
immigrants and travelers found that the NOW Malaria
rapid test was both sensitivity (100%) and specificity
(100%) in detecting P. falciparum infections; however, it
was less specific (93.1%) and sensitive (90.7%) for iden-
tifying the other Plasmodium species.8

One significant drawback of the RDTs is that the par-
asite HRP-2 persists in the circulation for some time.9

Following effective treatment for malaria, a significant
proportion of RDTs were false-positive at day 14
(98.2%), day 21 (94.6%), day 28 (92.0%), and day 35
(73.5%).10 The persistence of these positive results
would limit its use in evaluating patients who have had
recent malaria infections. Some test results cannot be
interpreted because of interfering antibodies, which are
known to occur in the presence of rheumatoid arthritis
and human anti-mouse antibodies (HAMA), and possi-
bly with other, yet unidentified, inhibitors.11 Additionally,
there is concern that RDTs may need to be stored in cool
conditions, and storage in the  tropics may affect test
reliability.12 The manufacturer states that BinaxNow
Malaria Tests stored at 2°-37° Celsius remain stable
until their date of expiration. 

Some investigators have also evaluated RDTs for self-
diagnosis of malaria by travelers.13-15 One study found
20.6% of tests were incorrectly interpreted with 14.1%
false negative interpretations.13 Other investigators found
high false-negative interpretations on samples with high
parasitemia (> 2% parasitemia) tested with two different
RDTs (MalaQuick and ParaSight), whereas 96.8% and

33.8% of tests, respectively, were correct interpreta-
tions.14 Both tests were associated with high levels of
false-negative interpretations. One study had promising
data to support self-diagnosis, but still showed 9% fail-
ure to perform test accurately.15 Such tests are not cur-
rently indicated for use by travelers. For now, RDTs can
be a useful diagnostic tool for field work, as well as in
practices that do not have reliable microscopy.   ■
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CME Questions
13. Which of the following is correct with regard to the optimal

treatment of uncomplicated acute maxillary sinusitis in adults?
A. Antibiotic therapy with amoxicillin is a key ele-

ment of therapy.
B. Topical buesonide is a key element of therapy.
C. Therapy must include both amoxicillin and a topi-

cal corticosteroid such as butesonide.
D. Neither topical steroids or amoxicillin or the 

two together are superior to placebo.

14. Which of the following is correct with regard to the microscopic
appearance of Plasmodium knowlesi?
A. It most closely resembles Plasmodium falciparum
B. It most closely resembles Plasmodim malariae.
C. It most closely resembles Plasmodium ovale.
D. It most closely resembles Plasmodium vivax.

15. The BinaxNOW malaria test detects:
A. Plasmodium falciparum and Plasmodium vivax.
B. Plasmodium falciparum and Plasmodium knowlesi.
C. Plasmodium vivax and Plasmodium malariae.
D. only Plasmodium falciparum.

CME Objectives
The objectives of Infectious Disease Alert are to:
• discuss the diagnosis and treatment of infectious

diseases;
• present current data regarding the use of new antibi-

otics for commonly diagnosed diseases and new uses for
traditional drugs;

• present the latest information regarding the pros,
cons, and cost-effectiveness of new and traditional diag-
nostic tests; and

• discuss new information regarding how infectious
diseases (eg, AIDS) are transmitted and how such infor-
mation can lead to the development of new therapy.   ■
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Rituximab in HIV

Source: Bower M, et al. Brief communi-

cation: Rituximab in HIV-associated

multicentric Castleman disease. Ann Int

Med. 2007;147:836-839.

Castleman disease, a rare lym-
phoproliferative disorder char-

acterized by fever, lymphadenopa-
thy, splenomegaly, high sedimenta-
tion rates, and polyclonal hyper-
gammaglobulinemia, is being seen
with increasing frequency in HIV-
positive persons. Similar to Kaposi
sarcoma, it is caused by the KS-
associated herpes virus (also known
as human herpes virus-8). Unlike
KS, Castleman disease is associated
with high levels of HHV-8 plasma
viremia, which is a marker of dis-
ease activity.

Bower and colleagues treated 21
HIV+ patients with multicentric
Castleman disease with rituximab
at standard dosage (375 mg per
M2) on a weekly basis for 4 weeks.
The majority of the patients were
male (86%), nearly half had a diag-
nosis of AIDS (42%), and 62%
were receiving HAART. The medi-
an CD4 cell count at diagnosis was
300 cells/mL, and 43% had an
undetectable plasma HIV RNA
level. Half of the patients also had
cutaneous KS. All but one patient
had fever, 90% had splenomegaly,
and 95% had high ESR; anemia,
hypoalbuminemia, thrombocytope-
nia were frequently observed. 

Twenty (95%) patients respond-
ed to treatment, with resolution of
many systemic and clinical find-

ings within one month, as well as
radiographic improvement in two-
thirds of the subjects. One patient
developed progressive disease and
died. Over a median follow-up of
12 months, the 2-year survival rate
was 95% and the relapse-free sur-
vival rate was 92%. HHV-8 DNA
viral load was measured in 11
patients before initiation of treat-
ment, and was detectable in 9,
with a median level of 700
copies/mL. Three months after
treatment, 1 of 10 patients had
detectable circulating plasma
HHV-8 DNA. There was no appar-
ent effect on CD4/CD8 cell counts
or HIV RNA. Therapy was well
tolerated, with no adverse effects,
except that one-third of the
patients developed progressive or
reactivated KS.

Inflammatory markers (ESR,
CRP) and globulin levels were
reduced following completion of
therapy, as were plasma cytokine
levels (eg, IL-10) in the majority
of patients. IL-10 has been espe-
cially linked to B-cell activation,
and is produced by HHV-8-infect-
ed and HIV-Tat-induced cell lines.
Many experts believe there is a
close relationship between IL-10
production and Castleman dis-
ease, or at least that IL-10 may
also be reflective of disease activ-
ity. Rituximab is a safe and effec-
tive treatment for HIV-associated
Castleman disease, with no
adverse effect on HIV disease
progression, although patients
with concurrent KS are at risk for
reactivation of their cutaneous
disease.

Heredity and Death
from the Flu

Source: Albright FS, et al. Evidence for
a heritable predisposition to death due to
influenza. J Infect Dis. 2008;197:18-24.

Analysis of families with at
least 3 generations of avail-

able data in the Utah Population
Database over a period of 100
years (including geneologic data
from the Church of Latter-Day
Saints since the original pioneers)
suggests a shared familial risk of
mortality from influenza, beyond
what would be predicted from
shared exposure and environmen-
tal factors. Those individuals with
a specific recorded cause of death
and at least 3 generations of fami-
ly data (including first and second
cousins) (n = 388, 121 persons)
were grouped by birth year, sex,
and birthplace. Rates of mortality
from influenza were determined
for close primary genetic relation-
ships (mother, daughter, sister) and
all genetic relationships, and com-
pared with matching controls.

Death attributable to influenza
occurred in 4855 persons between
1904 and 2004. The relative risk of
death from influenza was signifi-
cantly increased for all first degree
relatives (RR of death for siblings
was 1.74 and for parents 1.37).
Spouses of case subjects were also
at higher risk of death, more than
half of whom (59%) died within 3
weeks of the case subject; the
remainder died over a period of 1
to 69 years. Second and third
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degree relatives of case subjects
were also at significantly higher
risk of death from influenza, and
this relative risk held when data
for case-relative pairs were com-
pared with similarly matching
control-pairs. While the bulk of
the deaths occurred from 1918-
1921, around the Influenza pan-
demic, only a minority of deaths
in third degree relatives occurred
within the same-time frame as
case subjects; most were at least 1
year apart. Even when deaths dur-
ing the 1918 pandemic were
ignored, a familial predisposition
for mortality from influenza was
significant. 

The close temporal associa-
tion of mortality in the majority
of spouses confirms a shared
risk, such as virus strain or envi-
ronmental factors. This makes
sense, and no doubt contributes
to some of the increased risk in
close family members and, per-
haps, even more distant relatives,
who may have lived in close
proximity to the case subject or
who were exposed to the same
strain of virus. But these data
point to an added risk for family
members, including second and
third degree relatives, beyond
that anticipated for the strain
type, location, or environmental
factors.

Genetic factors may play a
contributing role in mortality
from influenza. Similarly, obser-
vations of clusters of H5N1 infec-
tion reveal that many infections
occurred within families, sug-
gesting a predisposition to infec-
tion from avian influenza. For
general practitioners, this data
lends support to targeted vaccina-
tion of family members when one
has the flu.

HealthDay Reporter,
Jan. 14, 2008:
Is Columbus to
Blame for Syphilis?

Perhaps the genovese, por-
tugese, or Spaniards will not

be so quick to claim Christopher
Columbus as their own, once
they read this article in the
January 15, 2008 issue of the
Public Library of Science
Neglected Tropical Diseases (I
was not aware that syphilis was a
neglected disease, at least not in
San Francisco, until this article
caught my eye). 

The origins of classical sexu-
ally-transmitted syphilis, which
is first believed to have appeared
in Europe around 1495, just a
few years after Columbus
returned from the "New World,"
have long been debated. T. pal-
lidum in South America causes
yaws, is transmitted by close (but
not necessarily) sexual contact,
and results in chronic skin
lesions with progression to adja-
cent bone and joints — an entirely

different disease from syphilis.
Whether environmental factors
prompted this shift is not clear,
but it has been surmised that a
genetic shift in the organism
occurred once Europeans acquired
the infection. 

In an attempt to piece together
the evolutionary origins of
syphilis, researchers examined
21 genetic regions of T. pallidum
collected from 26 different loca-
tions throughout the world.
Syphilis strains identified in
Europe were the most recent to
appear on the evolutionary scale,
and were closely related to
strains causing yaws in South
America; however, the data
pointed to an initial African ori-
gin for T. pallidum, which
implies that syphilis was trans-
ported to the South America cen-
turies earlier, where it evolved
into yaws, and then later moved
back across the ocean to Europe
(read "Who gave pinta to the
Santa Maria", by Robert
Desowitz). Studies of skeletons
lend further support to this
theory.   ■
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In this issue: Rosiglitazone (Avandia) implicated in yet
another study; Prilosec and Nexium not associated with car-
diac events; Anastrozole (Arimidex) shown more effective
than tamoxifen for treatment of early-stage breast cancer;
antibiotics show no effect on sinusitis; FDA actions.

The handwriting may be on the wall for
GlaxoSmithKline's rosiglitazone (Avandia)
with yet another study implicating the drug

with an increased risk of heart failure, cardiovascu-
lar events and mortality when compared to other
oral hypoglycemic agents. The study was a nested
case-control analysis of a retrospective cohort study
using health care databases in Ontario. The patient
population was nearly 160,000 older (>65 years of
age) type 2 diabetics on at least one oral agent. The
primary outcome was emergency visit or hospital-
ization for congestive heart failure, while secondary
outcomes were AMI and all-cause mortality. After a
mean follow-up of 3.8 years, monotherapy with
rosiglitazone was associated with an increased risk
of CHF (RR 1.60; 95% CI 2.10; P<.001), AMI (RR
1.40; 95% CI, 1.05-1.86; P=.02), and death (RR 1.29;
95% CI, 1.02-1.62; P=.03). Thiazolidinediones in
general were evaluated in the study, but the adverse
effects were limited to rosiglitazone. Adverse effects
were found in patients who took the drug as a sin-
gle agent or in combination with other hypo-
glycemic drugs (JAMA. 2007;298:2634-2643).
Meanwhile, two large pharmacy benefit managers,
Prime Therapeutics and HealthTrans, have dropped
rosiglitzone from their formularies and the
Department of Veterans Affairs is severely limiting
the drug's use. Sales of the drug dropped 27% in the
second quarter of 2007 and 39% in the third quarter.

Prilosec and Nexium Cleared
Omeprazole (Prilosec) and esomeprazole

(Nexium) are not associated with increased rates
of cardiac events, according to statements on the
FDA web site. Concern was raised after
AstraZeneca submitted data from two long-term
studies in patients with severe gastroesophageal
reflux to assess treatment with either drug vs sur-
gery. Evaluation of secondary outcomes raised the
question of whether long-term use of these drugs
increased risk of cardiovascular events including
sudden death. In a statement published on the
FDA web site (www.fda.gov) on December 10, the
agency states that it has completed a comprehen-
sive scientific review of known safety data for
both drugs. Based on review of the two studies
presented by AstraZeneca and analysis of 14 com-
parative studies of omeprazole, no evidence of
increased rate of cardiac events was seen.
"Therefore, FDA continues to conclude that long-
term use of these drugs is not likely to be associ-
ated with an increased risk of heart problems. The
FDA recommends that health-care providers con-
tinue to prescribe, and patient's continue to use,
these products as described in the labeling for the
two drugs." 
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Anastrozole over Tamoxifen for Breast Cancer
Anastrozole (Arimidex) is more effective than

tamoxifen as adjuvant treatment for early-stage
breast cancer according to a study published online
as an early release in the Lancet Oncology. The study
looked at 6241 women with locally invasive breast
cancer who were randomized to anastrozole or
tamoxifen and followed for a median of 100
months. Primary endpoints were disease-free sur-
vival, and secondary endpoints were time to recur-
rence, incidence of new contralateral breast cancer,
time to distant recurrence, overall survival, and
death after recurrence. Endpoints were evaluated
in the total population and in the hormone-recep-
tor-positive subpopulation. The primary endpoint
and all secondary endpoints favored anastrozole
except for deaths after recurrence and overall sur-
vival for which there is no significant difference.
Fracture rates were higher in patients receiving
anastrozole compared to tamoxifen. There was no
difference in cardiovascular morbidity or mortality
between the two treatment groups. The authors
conclude that the study "establishes long-term effi-
cacy of anastrozole compared with tamoxifen as
initial adjuvant therapy for postmenopausal
women with hormone sensitive, early breast can-
cer, and provide statistically significant evidence of
a larger carryover effect after five years of adjuvant
treatment with anastrozole." (Lancet Oncology early
online publication, 50 December 2007). 

Antibiotics and Steroids Not for Sinusitis
Antibiotics and topical nasal steroids are of no

benefit for patients with acute maxillary sinusitis
according to a new randomized controlled trial of
240 adults. Patients with acute non-recurrent
sinusitis were randomized to treatment with antibi-
otics and nasal steroids, placebo antibiotic and
nasal steroid, antibiotic and placebo nasal steroids,
or placebo antibiotic and placebo nasal steroid.
Amoxicillin 500 mg three times a day for seven
days and budesonide spray once daily were the
active drug use in the study. The main outcome
was proportion of clinically cured at 10 days and
the duration of symptoms. Antibiotics made no dif-
ference in the proportion of patients with symp-
toms lasting 10 days or more (29% with antibiotics,
33.6% with no antibiotics).  Use of nasal steroid also
made no difference for the same measure (31.4%
with budesonide, 31.4% with no budesonide).  The
authors conclude that neither an antibiotic nor top-
ical steroid alone or in combination was effective as
the treatment for acute sinusitis in the primary care
setting (JAMA. 2007;298:2487-2496).

FDA Actions
An expert advisory panel of the FDA has rec-

ommended against approving Merck's petition to
take lovastatin (Mevacor) over-the-counter. This
was the third request in 7 years for OTC status for
the cholesterol-lowering drug. The advisers voted
10-2 against approval citing concerns whether
patients were capable of determining if they are
appropriate candidates for the medication. The
FDA generally follows the advice of its advisory
panels. 

The FDA has approved yet another beta-blocker
for the treatment of hypertension. MylanBertek’s
nebivolol (Bystolic) is a selective beta-1-adrenore-
ceptor blocker with vasodilating effects. The drug is
the 19th beta-blocker approved in the United States.

Wyeth has received an approvable letter for baze-
doxifene, a new selective estrogen receptor modula-
tor (SERM) for the prevention of osteoporosis in
postmenopausal women. In issuing the letter, the
agency asked for more data on the risk of blood
clots and stroke, problems that have plagued the
other marketed SERM for this indication (ralox-
ifene-Evista). The agency did not ask for new stud-
ies however. Wyeth is also seeking the indication
for treatment of osteoporosis in postmenopausal
women. When approved, bazedoxifene will be
marketed as Viviant.

The FDA has issued a safety warning on fen-
tanyl skin patches after several reports of deaths
and life-threatening side effects associated with
inappropriate use. The warning stresses that the
patches are only for patients who are opioid-tol-
erant and have poorly controlled pain on other
narcotic pain medications. The patches are not for
postoperative pain or sudden or occasional pain.
Patients who used the patch should be aware of
the signs of fentanyl overdose. Patients and
physicians should be aware of potential drug
interactions and physicians and pharmacists need
to instruct patients on appropriate use of the
patch. Patients also need to be aware that heat
sources such as heating pads, electric blankets,
saunas, heated waterbeds, hot baths, sunbathing
and even fever may result in sudden increases in
blood levels of fentanyl. 

The FDA has approved a new volume
expander for the treatment of volume loss dur-
ing surgery. German drugmaker Fresenius
Kabi's Voluven utilizes a new synthetic starch
that is insoluble in water. In clinical trials the
product was found to be as safe and effective as
Hespan, a currently approved starch solution
volume expander.   ■
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