
Infectious Disease
Editor’s Note: In this feature, brief items, primarily gleaned from
abstracts or articles in journals and other resources not commonly

perused by most US infectious disease physicians, will be presented,
usually without comment. — Stan Deresinski, MD, FACP

Bacterial Infection

Mortality in S aureus Bacteremia
Retrospective analysis of 186 patients with S aureus bac-

teremia found that the following variables were associated with
a fatal outcome: persistent focus of infection, septic shock, age
> 60 years, a total daily dose of a penicillinase stable penicillin
< 4 g. Among 155 patients who survived beyond the period of
treatment, treatment duration < 14 days was also associated
with increased mortality (Jensen AG, et al. Arch Intern Med.
2002;162:25-32). 

Surgical Management of Necrotizing Fasciitis &
Fournier’s Gangrene

Fifty-seven patients with necrotizing soft tissue infections man-
aged in a burn unit required a mean of 4.1 operative procedures
(range, 1-15) to achieve definitive wound closure. Survivors had a
mean length of stay of 28.5 days (Faucher LD, et al. Am J Surg.
2001;182:563-569).

Reactive Arthritis After Epidemic 
S typhimurium Infection

The apparent incidence of occurrence of reactive arthritis follow-
ing epidemic infection with S typhimurium was 8% in a Finnish
study. This retrospective experience suggested that antibiotic thera-
py for the infection may have been protective (Hannu T, et al. Ann
Rheum Dis. 2002;61:264-266).

Bacillary Angiomatosis & Pyomyositis
Isolated pyomyositis in an HIV-infected patient was the result of

bacillary angiomatosis (Husain S, Singh N. Infection. 2002;30:50-53).
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MRSA: Risk Factors at the Time of Admission
Risk factors, for methicillin resistance in S aureus

isolates from blood obtained at the time of admission to
hospital were: hospitalization in the previous 6 months,
receipt of antibiotics in the previous 3 months, the pres-
ence of an indwelling urinary catheter, and nursing
home residence (Rezende NA, et al. Am J Med Sci.
2002;323:117-123).

Fulminant C difficile Colitis
Sixty-four of 2334 (2.7%) hospitalized patients with

C difficile colitis either died or required colectomy as a
result. Lung transplant patients were most likely to have
severe disease. While abdominal CT correctly identified
all cases, 12.5% of toxin assays and 10% of endoscopies
were falsely negative. (Dallal RM, et al. Ann Surg. 2002;
235:363-372).

Liver Abscess in Chronic 
Granulomatous Disease

Of 61cases of liver abscess in 22 patients with
chronic granulomatous disease, 12 (20%) were pri-
mary, 29 (48%) were recurrent, and 20 (33%) were
persistent. S aureus was recovered from 88% of posi-
tive cultures (Lublin M, et al. Ann Surg.
2002;235:383-391).

Chewing and Endotoxemia
Gentle mastication is associated with the release of

bacterial endotoxin into the bloodstream; endotoxemia
was greater in patients with severe periodontitis than in
those without (Geerts SO, et al. J Periodontol.
2002;73:73-78).

Extension of Infection/Inflammation 
Within the Foot

MRI evaluation of patients with suspected pedal
osteomyelitis found that soft tissue inflammation of
the forefoot fails to respect fascial planes in spread-
ing into neighboring compartments. Spread from the
hindfoot and malleolus occurred in only 7% and
spread from the foot to the lower leg was seen in only
1% (Lederman HP, et al. AJR Am J Roentgenol.
2002;178:605-612).

BMT, GVHD, & Sinusitis
Acute graft vs. host disease in bone marrow trans-

plant recipients is associated with an increased risk of
development of paranasal sinusitis (Thompson AM, et
al. Bone Marrow Transplant. 2002;29:257-261).

Relative Adrenocortical Insufficiency & 
Sepsis Syndrome

Based on a short ACTH stimulation test, 6 of 41
(14.6%) patients with severe sepsis had evidence of
relative adrenocortical insufficiency (peak serum
cortisol < 680 nmol/L with rise of < 260 nmol/L)
(Loisa P, et al. Acta Anaesthesiol Scand.
2002;46:145-151).

AECB & Legionella
Forty of 213 (16.7%) patients admitted to a European

hospital because of acute exacerbation of chronic lung
disease had serological evidence of Legionella infection;
in two thirds of these there also evidence of a second
pathogen (Lieberman D, et al. European Resp J. 2002;
19:392-397).

HLA & Infection in Sickle Cell Anemia
Severe infection in patients with sickle cell ane-
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mia were significantly negatively associated with
the presence of HLA class II DRB*15 specificity
and positively associated with the DBQ1*03 speci-
ficity (Tamouza R, et al. Human Immunol. 2002;63:
194-199).    

Viral Infection

Foscarnet vs. Ganciclovir as 
Preemptive CMV Therapy

In a randomized trial of preemptive therapy of CMV
infection in allogeneic blood or marrow stem cell trans-
plant recipients, foscarnet and ganciclovir had similar
efficacy. Foscarnet recipients had significantly less fre-
quent severe neutropenia and need for discontinuation of
antiviral therapy as a result of toxicity. Nephrotoxicity
occurred in 5% of foscarnet recipients and 2% of ganci-
clovir recipients (P = 0.4) (Reusser P, et al. Blood.
2002;99:1159-1164).

Parvovirus B19 & Acute Glomerulonephritis
A case of acute glomerulonephritis associated with

acute parvovirus B19 infection is described (Mori Y, et
al. Clin Nephrol. 2002;57:69-73).

Vertical Transmission of SEN Virus
Evaluation of SEN virus seropositive mothers and

their infants found evidence of frequent vertical trans-
mission but without persistent viremia in most. No relat-
ed clinical events were detected (Pirovano S, et al. J Med
Virol. 2002;66:421-427).

TTV Virus Replication in Cancer Patients
Replicative intermediates of TTV virus were detected

significantly more frequently (55.6% vs 7%; P < 0.001)
in peripheral blood mononuclear cells of cancer patients
than of healthy controls (Zhong S, et al. J Med Virol.
2002;66:428-434).

Transfusion-Transmitted Bacterial Infection
There were 34 cases of transfusion-transmitted bac-

teremic infection (with 9 deaths) reported to the CDC
from 1998 through 2000, for an incidence per million
units of 9.98 for single donor platelets, 10.64 for pooled
platelets, and 0.21 for  RBC units (Kuehnert MJ, et al.
Transfusion. 2001;41:1493-1499).

No TTV Transmission By IVIG
TTV virus appears to not be transmitted by commer-

cial immunoglobulin preparations (Azzari C, et al.
Transfusion. 2001;41:1505-1508).

Parvovirus B19 in Blood Donors
The prevalence of parvovirus B19 DNA in the blood

of blood donors was 1 in 3915 (Hitzler WE, Runkel S.
Vox Sang. 2002;82:18-23).

Prophylaxis of HSV Reactivation
in Stem Cell Recipients

A retrospective analysis of recipients of stem cell
transplants found that orally administered valacy-
clovir appeared to be as effective as intravenously
administered acyclovir in the prevention of HSV
reactivation. The rates of reactivation in those 2
cohorts were, respectively, 2.7% and 2%, while it
was 45% in those who received no prophylaxis (Dig-
nani MC, et al. Bone Marrow Transplant. 2002;
29:263-267).

Evidence for Contagious Potential of 
Patients with Herpes Zoster

A study of 12 hospitalized patients with herpes
zoster found VZV DNA by PCR in skin lesions from all
and in throat samples in 8 (67%). In addition, VZV
DNA was detected on air filter samples from the rooms
of 9 of the 12 (75%). (Suzuki K, et al. J Med Virol.
2002;66:567-570). 

SV40 & NHL
Two studies detected human simian virus 40 genome

significantly more frequently in non-Hodgkins lym-
phoma tissue than in control tissues (Vilchez RA, et al.
Lancet. 2002;359:817-823; Shivapurkar N, et al. Lancet.
2002;359:851-852).

Miscellaneous 

Killing Head Lice 
In vitro testing of pediculicidal activity against

head lice (Pediculus capitis) collected in Florida found
that the most active agent was Ovide lotion, followed
by A-200 shampoo, undiluted Nix (1% permethrin),
diluted permethrin, diluted Nix, RID, and 1% lindane
shampoo. (Meinking TL, et al. Arch Dermatol.
2002;138:220-224).  

Prenatal Treatment of Congenital 
Toxoplasmosis

A retrospective analysis failed to find evidence of
benefit at age 3 years from prenatal pyrimethamine/sul-
fadiazine retreatment on the outcome of congential tox-
oplasmosis in 181 liveborn children (Gras L, et al. Int J
Epidemiol. 2001;30:1309-1313).   ■



Cystic Fibrosis Transmem-
brane Conductance Regula-
tor Plays Important Role in
Innate Immune Response
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: In addition to its role as a chloride transport
regulator, the normal cystic fibrosis transmembrane
conductance regulator (CFTR) plays an important role
in the innate immune response by internalizing endo-
toxin from the outer membrane of P aeruginosa with
consequent activation of a host cell response.

Source: Schroeder TH, et al. CFTR is a pattern recognition
molecule that extracts Pseudomonas aeruginosa LPS from
the outer membrane into epithelial cells and activates NF-kB
translocation. Proc Natl Acad Sci USA. 2002;99:6907-6912.

In work aimed at elucidating the reasons for
the increased susceptibility of patients with cystic

fibrosis to persisting pulmonary infection with
Pseudomonas aeruginosa, Schroeder and colleagues
examined the potential role of cystic fibrosis transmem-
brane conductance regulator (CFTR) in host defense
against this organism. Specifically, they examined the
hypothesis that CFTR is a pattern recognition molecule
that extracts lipopolysaccharide (LPS) directly from the
outer membrane of P aeruginosa and internalizes it,
resulting in the cytoplasmic-nuclear translocation of NF-
kappa B, which plays a key role in the regulation of,
among other things, the immune response, apoptosis,
inflammation, and cell-cycle progression.

In mice expressing wild-type CFTR, both intranasal
inoculation of intact P aeruginosa and intratracheal
instillation of P aeruginosa LPS resulted in rapid
nuclear translocation of NF-kappa B in lung epithelial
cells. In contrast, in mice expressing no or only mutant
(DF508) CFTR, little or no NF-kappa B translocation
resulted. Similar results were observed with coculture of
wild type (wt) P aeruginosa and DF508 human epithe-
lial cells after in vitro exposure. The NF-kappa B
response by wt human cells was blocked by CFTR pep-
tide 108-117 without prevention or binding of bacteria
or LPS to the cells, indicating that their binding alone
was insufficient to elicit NF-kappa B nuclear transloca-
tion. The unresponsiveness of DF508 CFTR expressing
cells was overcome by exposure of the human cells to
glycerol, which promotes trafficking of the mutant pro-
tein from intracellular compartments into the plasma

membrane, indicating that the DF508 CFTR protein was
capable of mediating NF-kappa B nuclear translocation
when it was transported to this location. Other experi-
ments demonstrated that wtCFTR cells rapidly internal-
ize LPS from a bilayer, that this internalization is inhib-
ited by prior incubation of LPS with CFTR peptide 108-
117, and that LPS lacking the bacterial oligosaccharide
ligand for CFTR was not internalized. Finally, these lat-
ter results were also obtained with intact cells of P
aeruginosa, indicating that wtCFTR was required for
extraction of LPS from the bacterial surface.

■■ COMMENT BY STAN DERESINSKI, MD, FACP
Patients with cystic fibrosis have a remarkable sus-

ceptibility to chronic pulmonary infection with P aerug-
inosa for reasons that remain incompletely understood.1

Cystic fibrosis is the result of mutation of the CFTR
gene, the normal product of which is a phosphorylation-
dependent epithelial chloride channel that is a central
determinant of transepithelial salt transport, fluid flow,
and ion concentration.2 CFTR is a member of the ABC-
transporter family comprised of 2 membrane spanning,
2 nucleotide-binding, and one regulatory domain and is
predominantly situated at the apical surface of epithelial
cells. The most common mutation, DF508, results in
retention of CFTR within the endoplasmic reticulum.
CFTR knockout mice are unable to control experimental
P aeruginosa infection.3

Previous work by Schroeder et al has demonstrated
that CFTR binding to P aeruginosa results in the inter-
nalization of the bacteria into epithelial cells and their
elimination by cellular desquamation.4 The current
work demonstrates a role of CFTR in defense against
this organism at a step prior to internalization in which
it acts as a pattern recognition molecule (PRM) of the
innate immune system.  PRMs are receptors that recog-
nize pathogen-associated molecular pattern (PAMP)
molecules such as peptidoglycan, CpG-rich DNA, and
LPS, resulting in activation of key components of the
inflammatory response, such as NF-kappa B. PRMs
are a key component of the evolutionarily ancient
innate immune response; examples include mannose-
binding lectin, CD14, and the toll-like receptors. The
toll-like receptor, TL4, is the transducing subunit,
together with CD14, of the soluble LPS-LPS binding
protein receptor complex interaction with which acti-
vates NF-kappa B leading to the transcription of proin-
flammatory cytokines. Mutations in some of these pre-
viously known PRMs may be associated with altered
response to infection.5 In contrast to the TL4 interac-
tion with soluble LPS, which is normally present in
low concentrations, CFTR apparently extracts LPS
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directly from the outer membrane of intact P aerugi-
nosa, perhaps serving as an “early warning” and
defense system. 

The experiments reported by Schroeder et al demon-
strate that wtCFTR binds, via a 10 amino acid portion of
an extracellular loop, to the outer core LPS of P aerugi-
nosa. Binding is followed by removal of the outer core
LPS from the organism and its endocytosis by the host
cell, resulting in activation and consequent nuclear
translocation of NF-kappa B. NF-kappa B is normally
sequestered in an inactive form in the cell cytoplasm,
bound to members of the I-kappa B family of inhibitory
proteins. Factors that lead to activation of NF-kappa B
act by phosphorylating I-kappa B, with subsequent
release of NF-kappa B and its translocation to the cell
nucleus where it binds to various genes and activates
their transcription. As indicated above, NF-kappa B
plays a key role in the regulation of a variety of immune,
inflammatory, and other functions.6

The findings described here, if they can be confirmed,
provide a novel window into our understanding and
approach to cystic fibrosis.   ■
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Tingling Away in
Titusville, Florida
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Since January 1, 2002, there have been sev-
eral cases of neurologic illness reported after ingestion
of pufferfish caught in waters near Titusville, Fla.

Source: Centers for Disease Control and Prevention. Neuro-
logic illness associated with eating Florida pufferfish. MMWR
Morb Mortal Wkly Rep. 2002;51:321-323.

Neurologic symptoms consistent with exposure
to paralytic shellfish toxins are occurring with

Infectious Disease Alert 165

Figure 

Interaction Between wtCFR and P aeruginosa LPS

A 10-amino acid potion of extracellular loop of host CFTR binds to LPS core, inter-
nalizing the LPS, and leading to subsequent activation of NF-kappa B with resultant
inflammatory, immune and other responses.



increasing frequency in persons after ingestion of
pufferfish caught off the coast of Florida. Laboratory
analysis determined the presence of saxitoxin in uneaten
puffer fish. Titusville, Fla, is located south of Daytona
Beach on the Atlantic Ocean. 

One patient, a 34-year-old male, ate about 8 mouth-
fuls of pufferfish that had been caught in the waters near
Titusville. His symptoms included numbness and tin-
gling of his hands as well as vomiting and diarrhea. He
was hospitalized for observation and hydration. His
symptoms resolved and he was discharged after 48
hours. 

A 50-year-old father and his 24-year-old son caught
several pufferfish in Titusville and, upon return to their
home in Virginia, cooked and ate the fish. They both
began having numbness and tingling of their lips and
tongues. After contacting the Richmond poison control
center, they decided to monitor their symptoms at home.
The son, who only had oral tingling, improved in 3-4
days. The father’s numbness and tingling did extend to
involve his face, neck, and shoulders. Within 2 weeks,
his symptoms had also resolved.

In New Jersey, a 65-year-old female and her husband
consumed a meal of pufferfish that a family member had
caught in Titusville. Both persons developed tingling
around their lips within minutes of eating the fish, but
the woman began vomiting and she was later hospital-
ized. Her course was complicated by chest pain, tachy-
cardia, ascending paralysis, and ventilatory failure
requiring mechanical ventilation. Her paralysis and
muscle strength gradually improved allowing her to be
extubated and discharged after 3 days.

The uneaten pufferfish from the New Jersey case
were sent to the Institute for Marine Sciences in Cana-
da. Liquid chromatographic-tandem mass spectrometric
analysis detected saxitoxin and 2 similar analogs, N-
sulfocarbamoylsaxitoxin and decarbamoylsaxitoxin in
the fish.

■■ COMMENT BY MARY-LOUISE SCULLY, MD
Pufferfish, also known as swellfish, blowfish, or

globefish, have the intriguing ability to inflate their
bodies with air and/or water then and float upside
down on the surface of the water discouraging
potential attackers. Most puffers belong to the fami-
ly Tertraodontidae (“four-toothed”) but some
include porcupinefish in the family Diodontidae
(“two-toothed”) as they are able to self-inflate as
well. Neurotoxins (ie, saxitoxin or tetrodotoxin) can
be found in several of the approximately 100 species
of pufferfish. You may be familiar with the link
between pufferfish and the deadly tetrodotoxin,

associated with the Japanese fugu specialty. In
Japanese, the word fugu is a general name for fish of
the Tetraodontidae family but is also used more nar-
rowly in that one type of puffer, Fugu rubripes,
found only in the waters surrounding Japan.

These cases took place after patients ate pufferfish but
are consistent with paralytic shellfish poisoning (PSP).
PSP usually occurs in association with eating filter-feed-
ing mollusks and shellfish. In the United States, about
10 cases a year of PSP are reported to the CDC. One of
the best-characterized toxins involved is saxitoxin.
Some freshwater cyanobacteria and dinoflagellates pro-
duce saxitoxin. Shellfish that filter to feed absorb these
toxins, but nonfilter feeding shellfish, such as lobsters,
crab, and shrimp, are usually safe to eat. Pufferfish, by
eating mollusks, are thought to accumulate and even
amplify the saxitoxin. 

Saxitoxin is heat and acid stable and is not destroyed
by freezing or cooking. The presence of the toxin does
not affect the taste or odor of the food. Saxitoxin is
rapidly absorbed after ingestion and is felt to act by
blocking the opening of the voltage-sensitive sodium
channel needed for propagation of nerve impulses.
Symptoms of PSP include tingling of the mouth and
lips, facial paresthesias, vomiting, and in severe cases
ataxia, muscle weakness, respiratory paralysis, and even
death.1 The time of onset and the severity of the symp-
toms are likely influenced by the amount of toxin ingest-
ed, though typically symptoms begin within 30 min to 2
h after ingestion. 

Tetrodotoxin, also a sodium-blocking toxin, is felt to
be produced by Vibrio species or other bacteria that
bioaccumulate in the pufferfish. Tetrodotoxin is an
extremely potent neurotoxin and is known for its associ-
ation with the Japanese specialty fugu, as mentioned
above. Tetrodotoxin ingestion is associated with a 60%
mortality.2 Tetrodotoxin intoxication has been associat-
ed with eating pufferfish, porcupinefish, horseshoe crab
eggs, and even mollusks.3 Although the symptoms begin
similarly with numbness, paresthesias, and vomiting, the
hallmark feature is the rapid onset of ascending paraly-
sis, respiratory failure, and often death. 

Treatment for either saxitoxin or tetrodotoxin intoxi-
cation are mainly gut decontamination and supportive
care. Early intubation and mechanical ventilation can be
life saving. With tetrodotoxin poisoning, there are 2
reports of reversal of motor and respiratory paralysis
using edrophonium.4

Fish that are caught can often be transported to other
areas. In this report, the pufferfish were caught in
Titusville, Fla, but the victims of the illness were as far
away as New Jersey. Until now, most pufferfish in US
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waters were not thought to be toxic. Now, at least 10
cases of presumed pufferfish poisoning have been
reported in our waters. Chemical analysis detected the
presence of saxitoxin, the toxin associated with PSP, as
the cause of the symptoms in these cases. Health care
providers need to be aware that the onset of neurologic
symptoms after ingestion of pufferfish could be due to
saxitoxin and ill persons should be advised to proceed
immediately to a hospital facility.   ■

Dr. Scully is part of the Group Health Cooperative,
Puget Sound, Seattle, Wash. 
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Lethal Irukandji Syndrome in
Queensland, Australia
By Frank J Bia, MD, MPH

In a 1999 article that appeared in australian
Family Physician, Fenner and Carne noted an unusu-

ally high number of Irukandji victims who had required
admission to intensive care facilities.1 However, even in
their report of events occurring in Australia between
1996 and 1999, no deaths had been noted. This recent
newspaper account serves as a warning that Irukandji
syndrome can be fatal, and that its incidence appears to
be increasing. Why? And what is Irukandji syndrome
anyway? 

The stings from the tentacles of the Carukia barnesi
jellyfish can result in severe sympathetic overdrive caus-
ing hypertension (responsive to α-blockers such as

phentolamine), tachyarrythmias, profuse sweating, and
shaking. This syndrome ultimately leads to pulmonary
edema from hypokinetic cardiac failure that requires
inotropic support and monitoring.

The recent trends, which are recounted in the fol-
lowing article from the Science section of The New
York Times,2 should alert travel medicine providers and
their patients to the dangers associated even with
apparently mild stings by small box jellyfish, such as
Carukia. At the very least, swimmers and divers in
endemic geographic regions must be aware of the pos-
sibility of jellyfish exposure and how to inactivate their
stinging capsules with vinegar.  Thirty minutes after an
untoward sting they could be well on the path to car-
diogenic shock.  Specific antivenom is available in
places like Cairns, Queensland, where its administra-
tion, coupled with appropriate life support measures,
may be critical to survival.

Dr. Bia is Professor of Medicine and Laboratory Medi-
cine; Co-Director, Tropical Medicine and International
Travelers’ Clinic, Yale University School of Medicine.
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CME Questions
7. Which of the following is correct?

a. CFTR extracts endotoxin directly from the outer cell membrane
of P aeruginosa

b. NF-kB is a directly immunosuppressive molecule.
c. The most common naturally occurring mutation of CFTR,

DF508, results in overexpression of CFTR on the cell surface.
d. CFTR mutations protect against P aeruginosa infections.

8. Which of the following statements about saxitoxin is not true? 
Saxitoxin:
a. is associated with paralytic shellfish poisoning (PSP).
b. gives fish a pungent peppery taste.
c. is a sodium channel blocking toxin.
d. is heat and acid stable.
e. is produced by some freshwater Cyanobacteria and 

dinoflagellates.
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Meningitis and
Cochlear Implants 

Source: FDA Public Health 
Notification, July 24, 2002. 
(www.accessdata.fda.gov.scripts/med-
watch)

The fda issued a public health
advisory in late July regarding a

possible association between
cochlear implants and bacterial
meningitis. Cochlear implants are a
novel new technology that allows
activation of auditory nerve fibers
via electrodes implanted in the inner
ear. An estimated 60,000 individuals
worldwide have been implanted with
the devices. Unfortunately, at least
25 adults and children with the
implants, varying in age from 21
months to 63 years, have developed
meningitis. Nine persons have died.
Infections in several patients were
due to pneumococcus (none of these
persons were vaccinated to this
organism). The basis for the
increased risk of infection is not
clear, but probably is not a result of
contamination of the device.  Rather,
it is believed that many people who
are candidates for the device have
sub-chronic or chronic otitis, or con-
genital abnormalities that predispose
them to middle ear infections—and
subsequent meningitis. The device
may additionally serve as a nidus of
infection in the inner ear.  

The FDA is seeking information
regarding possible additional cases
(Office of Surveillance and Biomet-
rics, e-mail: phann@cdrh.fda.gov).
In the meantime, it has been suggest-
ed that patients receiving cochlear
implants receive prophylactic antibi-
otics or treatment for middle ear

infection prior to surgery. The immu-
nization status of candidates should
be evaluated and consideration
should be given to vaccination
against S pneumoniae and Hemo-
philus influenzae.   ■

Monkeypox Genome:
A Surprise Inside

Source: Shchelkunov SN, et al. Virolo-
gy. 2002;297:172-194. 

Shchelkunov and colleagues
successfully sequenced and ana-

lyzed the 196,858 base-pair genome
of the monkeypox virus and com-
pared its key gene structures to
human smallpox. While certain
innate elements of the orthopoxvirus
genome were identified in the mon-
keypox gene structure, significant
differences were found between the
host range genes and the
immunomodulatory genes for human
and monkey pox viruses.
Shchelkunov et al have therefore
concluded that monkeypox is proba-
bly not related to smallpox and
instead represents a distinct species
of pox virus—blowing out theories
that smallpox was some kind of
ancestral derivative of monkeypox. 

Monkeypox is endemic in Africa
and occasionally results in a pustular
disease in humans reminiscent of
human smallpox, although person to
person transmission is unusual. Con-
cerns have been raised that possible
bioengineering of the monkeypox
genome could result in the success-
fully creation of a new and improved
pox virus, or that the monkeypox
could “jump” species, resulting in an
outbreak of human disease.  This
study suggests otherwise.   ■

“Polioman” 
Discovered in Europe

Source: Pro-MED-mail post, July 23,
2002; www.promedmail.org.

Pursuant to dr. deresinski’s
recent summary of an outbreak

of poliovirus infection due to a
mutant strain of vaccine-derived
OPV-1 found circulating in the
Dominican Republic and Haiti,
proMED-mail picked up this report
from the BBC regarding the dis-
covery of a young, immune defi-
cient man who has chronically
excreted poliovirus for years.  The
man was first discovered in 1995,
when he presented with chronic
diarrhea.  Subsequent evaluation of
his stools revealed the presence of
poliovirus.  The man had been vac-
cinated against polio and has
remarkably not developed systemic
or neurologic signs of infection,
despite his immunosuppressed
condition.  Health experts suggest
his virus may have naturally atten-
uated to a less virulent form,
although his prior vaccination may
have provided some protection
against infection.  

Immunodeficient hosts have been
known to excrete vaccine-derived
virus in stools for months to years;
for example, one immuno-incompe-
tent individual has reportedly excret-
ed vaccine-derived virus for 16
years.  However, the recognition of
“polioman,” who excretes wild type
virus, and the concern that other
cases like him may exist elsewhere,
has led many experts to pause and
rethink how to go about terminating
existing vaccine programs in the
Western world.   ■
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The number of vaccine shortages has been
unprecedented in the last year, but at least one

vaccine, tetanus-diphtheria (Td), is back in full pro-
duction. The Centers for Disease Control and
Prevention (CDC) has announced that they are
removing restrictions on the Td booster. Despite
the fact that there is only one manufacturer of the
vaccine, supplies are large enough to resume rou-
tine vaccination. The news is also good for child-
hood vaccines that have been in short supply,
including MMR, varicella, and PCV-7 (pneumococ-
cal) vaccine. All are expected to be in full supply by
the end of the year.

Cholesterol-Lowering Therapy OK for Seniors
What to do with the 75-year-old patient with a

cholesterol of 300, but no history of heart disease?
Primary prevention studies have shown a benefit for
treatment of younger patients, but there have been
few studies of primary prevention studies in the
elderly. Now data from the Cardiovascular Health
Study of patients age 65 or older suggest that choles-
terol-lowering therapy is useful in older patients as
well. After nearly 7.5 years of follow-up, elderly
patients with elevated cholesterol levels clearly ben-
efited from cholesterol-lowering treatment.
Compared with no drug therapy, statin use was
associated with a decreased risk of cardiovascular
events (multivariate hazard ratio [HR], 0.44; 95% CI,
0.27-0.71) and all-cause mortality (HR, 0.56; 95% CI,
0.36-0.8). This translates into a relative risk reduction
of 56% of incident cardiovascular events and a 44%
reduction in all-cause mortality. This was a prospec-
tive study, as pointed out in an accompanying edito-
rial; however, it does add to the body of medical
literature that suggests that the recent National
Cholesterol Education Program (NCEP) guidelines
should apply to those aged 65 or older (Arch Intern
Med. 2002;162:1395-1400; editorial 1329-1331).

Beta-Blockers and CABG Patients
Preoperative beta-blockers have been shown to

reduce operative complications and mortality in
noncardiac surgery, and now 2 studies confirm
the importance of beta blockade in patients
undergoing coronary artery bypass grafting
(CABG). In a large observational analysis of more
than 600,000 patients undergoing CABG, preop-
erative beta-blocker therapy was associated with
a small but consistent survival benefit in all
patients except those with a preoperative left ven-
tricular ejection fraction of less than 30% (JAMA.
2002;287:2221-2227). The most common postoper-
ative complication of CABG is atrial fibrillation.
A recent meta-analysis compares beta-blockers,
sotalol, amiodarone, and biatrial pacing to pre-
vent atrial fibrillation after heart surgery. All 4
modalities were effective (odds ratio compared to
placebo—beta-blockers 0.39, sotalol 0.35, amio-
darone 0.48, biatrial pacing 0.46). Each of the 4
drug modalities also significantly reduced length
of stay. Significantly, beta-blockers, which are safe
and easily administered were as effective as other
treatment modalities (Circulation. 2002;106:75-80).

Asthma Sufferers: Use Clarithromycin
Asthmatics with evidence of infection with

Mycoplasma pneumoniae or Chlamydia pneumoniae ben-
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efit from a 6-week course of the macrolide antibiotic
clarithromycin, according to a new study. In 55
patients with stable asthma in the Denver commu-
nity, 31 were found to have evidence of mycoplasma
or chlamydia infections by PCR and culture. All 55
patients were randomly assigned to treatment with
either placebo or clarithromycin 500 mg p.o. b.i.d. 6
weeks. Patients who were PCR-positive and received
clarithromycin were found to have a significant
improvement in FEV1 (2.50 pretreatment, 2.69 post-
treatment; P = 0.05), while those who were PCR neg-
ative and those who did not receive antibiotic
showed no change (Chest. 2002;
121:1782-1788). In a related study, Turkish researchers
administered azithromycin 250 mg twice weekly to a
group of 11 asthmatics for 8 weeks. No change in
FEV1 was noted, but patients had a marked reduc-
tion in bronchial hyperresponsiveness as measured
by histamine challenge tests. These patients were not
evaluated for evidence of infection prior to initiating
therapy (J Asthma. 2002;39:181-185).

Good News: Antibiotic Use in Children Down
Meanwhile, efforts by the CDC and others to

curb the use of antibiotics in children seem to have
paid off. Researchers compared antibiotic prescrip-
tion rates from 1999-2000 to data from 1989-1990.
The number of prescriptions per 1000 individuals
age 15 and younger decreased from 838 to 503 a
decade later (P < 0.001). Prescriptions per 1000
office visits also fell during the same period of time
(JAMA. 2002;287:3096-3102).

Linezolid Successful in Treatment of MRSA 
Methicillin-resistant Staphylococcus aureus

(MRSA), the bane of hospitals coast-to-coast, is
effectively treated with linezolid. Previously van-
comycin has been the standard of care for treating
MRSA. A new study compares linezolid with van-
comycin in 460 patients with known or suspected
MRSA infections. Patients were treated with either
linezolid 600 mg twice daily (n= 240) or van-
comycin 1 g twice daily (n = 220) for 7-28 days.
Clinical cure rates and microbiological success
rates were similar for both groups, and both regi-
ments were well tolerated with similar rates of
adverse events. It is suggestive that linezolid is a
reasonable alternative to vancomycin for MRSA
infections and adds the additional option of oral
therapy (Clin Infect Dis. 2002;34:1481-1490). The
study is timely, as the CDC has reported the first
isolate of fully vancomycin resistant S aureus in a
Michigan man. Several cases of intermediate van-
comycin-resistant staph have been reported, but

this represents the first case of full resistance (Morb
Mortal Wkly Rep MMWR. 2002;51:565-567).

SSRIs Relieve Dizziness in 
Psychiatric Patients

General internists and family practitioners will
be delighted to learn that selective serotonin reup-
take inhibitors (SSRIs) have been shown to effec-
tively relieve dizziness in patients with psychiatric
symptoms, a common office complaint. A group of
60 patients at University of Pennsylvania with psy-
chogenic dizziness, dizziness due to a neurotologic
condition (with psychiatric symptoms), or idio-
pathic dizziness were treated with an SSRI for at
least 20 weeks. Two thirds of patients had been
treated previously with either meclizine or a benzo-
diazepine. Twenty-five percent of the patients did
not tolerate SSRIs. Of those who finished at least 20
weeks of therapy, 84% improved substantially with
no difference between patients with major psychi-
atric disorders and those with lesser psychiatric
symptoms. Patients with peripheral vestibular con-
ditions and migraine also improved with SSRIs
(Arch Otolaryngol Head Neck Surg. 2002;128:554-560).

DEET-Based Mosquito Repellents 
Just in Time for Vacation

Just in time for summer vacation, the New
England Journal of Medicine has published a report
showing that DEET-based mosquito repellents are
superior to non-DEET-based repellants. DEET is the
most common compound found in commercial
insect repellents. Recently, several botanical repel-
lents have come on the market as well as 3 repel-
lant-impregnated wristbands. These were tested
against DEET containing repellents as well as one
other chemical repellent containing IR3535. The
worst performers were the wristbands, which
offered no protection. The IR 3535-based repellents
offer minimal protection while the soybean oil-
based botanical repellents work for an average of 95
minutes. In comparison, the formulation containing
23.8% DEET offers complete protection for more
than 300 minutes (N Engl J Med. 2002;347:13-18).

FDA Actions
Risedronate (Actonel), P&G Pharmaceuticals’

bisphosphonate for the treatment of osteoporosis,
has been approved in a 35 mg once-a-week form.
The drug has been available as a 5-mg daily
tablet. As with other bisphosphonates, the drug
needs to be taken 30 minutes before meals, and
patients must remain upright for at least 30 min-
utes following administration.   ■
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