
Septic Shock and Corticosteroids:
Here We Go Again!

A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Relatively low-dose corticosteroid administration to
highly selected patients with severe septic shock was associated with

improved survival among those found to have limited adrenal
reserve as determined by a short corticotropin stimulation test.

Source: Annane D, et al. Effect of treatment with low doses of hydrocorti-
sone and fludrocortisone on mortality in patients with septic shock. 

JAMA. 2002;288:862-871. 

Annane and colleagues performed a randomized, placebo-
controlled, blinded trial in 19 French ICUs to evaluate the effi-

cacy of low-dose corticosteroids as adjunctive therapy in patients
with septic shock. Eligible patients had clinical evidence of infec-
tion and a systolic blood pressure less than 90 mm Hg for at least 1
hour despite both adequate fluid replacement and receipt of more
than 5 mg/kg dopamine or current receipt of epinephrine or norepi-
nephrine. Additional requirements included a urinary output less
than 0.5 mL/kg for at least 1 hour or PaO2/FiO2 less than 280 or
arterial lactate greater than 2 mmol/L, and need for mechanical ven-
tilation. Reasons for exclusion from the study included pregnancy,
acute myocardial infarction, pulmonary embolism, advanced
malignancy or AIDS, and contraindication to or “formal indication”
for corticosteroid therapy. 

Only 300 of 1326 patients assessed proved to be eligible for ran-
domization and 1 of these died prior to receipt of any study drug.
Patients assigned corticosteroid therapy received a 50 mg IV bolus
of hydrocortisone hemisuccinate every 6 hours and a 50 mg tablet
of 9-α-fludrocortisone by NG tube every 24 hours—each for 7
days. All patients underwent a short corticotropin test with a 250
mg dose of tetracosactin with sampling immediately before admin-
istration and again after 30 and 60 minutes.

Bacteremia was detected in 26% of corticosteroid recipients and
21% of placebo recipients. Blinded retrospective evaluation deter-
mined that 95% of placebo and 91% of corticosteroid recipients
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received appropriate antibiotic therapy within 24 hours
of the diagnosis of sepsis. The mean time to receipt of
the first antibiotic dose was 6.0 hours in the placebo
group and 7.1 hours in the steroid group. 

There was no difference in the frequency of adverse
effects between the treatment groups.  On examination
of the entire group of patients without regard to their
baseline adrenal responsiveness, there was no statistical-
ly significant effect of corticosteroid administration on
28-day mortality, mortality in the ICU, or 1-year mortal-
ity. This was also true of the subgroup that was corti-
cotropin responders.

While several analyses of the frequency of fatal
events suggests the possibility of trends favoring place-
bo administration, these were not confirmed when
analysis using a Cox model was performed. 

Among corticotropin nonresponders (< 9 µg increase
in serum cortisol), the 28-day mortality was 63% in

those assigned placebo and 53% in the corticosteroid
recipients (P = 0.04); the median times to death in the 2
groups were, respectively, 12 days and 24 days. Corti-
costeroid recipients also had reduced ICU mortality and
end of hospital mortality, as well as duration of vaso-
pressor therapy. 

■■ COMMENT BY STAN DERESINSKI, MD, FACP
In contrast to this study using relatively low corticos-

teroid doses, well-performed randomized trials have
previously failed to demonstrate a benefit from the
administration of large pharmacologic doses of corticos-
teroids. It has, nonetheless, been recognized that many
septic patients have relative adrenal insufficiency,
defined as an insufficient response to a corticotropin
stimulation test. In addition, some studies have indicated
that relatively low-dose short duration corticosteroid
administration to such individuals improves responsive-
ness to vasoactive agents. 

This multicenter clinical trial found that, among
those with relative adrenal insufficiency, one life is
saved (at day 28) for every 7 treated. The results of
this study, while requiring confirmation before they
can be unequivocally accepted, may prove to be
another in a recently published series of advances in
the prevention and management of septic shock.1,2

Thus, it has been reported that tight glucose control
with insulin is associated with a reduced risk of sepsis
in critically ill patients.3 Patients with severe sepsis
and septic shock aggressively managed immediately
on presentation with the goal of balancing oxygen
delivery and demand had improved survival.4 Norepi-
nephrine infusion, when compared to dopamine, was
associated with reduced mortality.5,6 Finally, and
most threatening to hospital pharmacy budgets, thera-
py with drotrecogin alfa activated, a recombinant
human activated protein C preparation, was associat-
ed with significantly improved survival in patients
with severe sepsis.2,7

The mean delay in initiation of antibiotic therapy in
this trial was 6-7 hours after the diagnosis of sepsis. This
is an extraordinarily prolonged period of time in a group
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Table

% Mortality at 28 Days* 

Patient Group (n) Steroids Placebo Odds Ratio P Value
All Patients (299) 55% 61% 0.65 0.09
Adrenal 
Responders (70) 61% 53% 0.97 0.96
Adrenal 
Nonresponders (229) 53% 63% 0.54 0.04

* Intent-to-treat analysis.
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of critically ill patients.
Annane et al performed 2 interim analyses, but they

do not indicate that their statistical tests of significance
were adjusted for these. 

The higher mortality among corticosteroid recipi-
ents who proved to have adequate adrenal reserve
(61% vs 53%), although not statistically significant,
signals a need for further investigation. However, in
this study, the actual cortisol measurements were not
performed until the trial had been completed—all
patients surviving for that duration of time received
their assigned therapy for 7 days regardless of adrenal
status. A more reasonable strategy would be to discon-
tinue corticosteroid administration in those with a nor-
mal response to corticotropin. 

Thus, Annane et al suggest that all patients with cate-
cholamine-dependent septic shock be given a short cor-
ticotropin stimulation test immediately followed by
administration of hydrocortisone and fludrocortisone. It
must be recognized, however, that subjects included in
this study were highly selected critically ill patients
receiving mechanical ventilation; only 23% of patients
evaluated for entry into the study proved eligible and, in
consequence, the applicability to less ill patients
remains to be determined. Furthermore, in order to
avoid unnecessary corticosteroid administration to
patients with adequate adrenal reserve, such treatment
can be discontinued in those with an adequate adrenal
reserve and continued for up to 7 days in nonresponders
to corticotropin.   ■
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The Fight Against 
Antimicrobial Resistance
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Interferons to reduce inappropriate antibiotic
prescribing are effective.

Source: Emmer CL, Besser RE. Combating antimicrobial
resistance: Intervention programs to promote appropriate
antibiotic use. Infect Med. 2002;19(4):160-173. 

Antimicrobial resistance is still a major health
threat and one which is only likely to worsen. Strep-

tococcus pneumoniae is the leading cause of bacterial
meningitis and bacteremia and is also the most common
cause of community-acquired bacterial pneumonia and
otitis media. It is also the bacterium undergoing the most
rapid increase in resistance. Pneumococcal resistance
has already effected the ability to treat common infec-
tions such as otitis media, sinusitis, and pneumonia and
it is felt that the overuse of antibiotics for upper respira-
tory tract infections strongly contributes to this resis-
tance. In fact, one study1 reviewed this prescribing of
antibiotics for these conditions and determined that if
antibiotics were prescribed appropriately the number of
prescriptions would be reduced by more than 40%. 

Physicians believe they over-prescribe because of
patient and parent expectations, although studies have
shown that this perception is often inaccurate.2,3 In one of
the studies,2 parents indicated they would be satisfied
with the medical visit if physicians spent more time
explaining the illness and treatment choices, rather than
receiving a prescription. The obvious problem is the time
pressure inherent in outpatient practices where more and
more patients are seen in a fixed amount of time.   

This has received the attention of the CDC and other
groups, resulting in a widespread campaign to reduce
the spread of resistance, improve physician-prescribing
practices, and modify patient behavior. Their campaign
is targeting 4 major areas:
• Characterizing current practices;
• Developing strategies and materials that will lead to

changes in risk behaviors related to antimicrobial use;
• Forming partnerships to combine resources with

those of collaborating organizations; 
• Implementing and evaluation intervention programs. 

One of the successful programs mentioned in this
article was a large-scale intervention in rural Alaskan
villages that was designed to reduce inappropriate pre-
scribing for respiratory infections and thereby reduce



penicillin-resistant S pneumoniae carriage.4 The pro-
gram resulted in a 22% decrease in antibiotic prescrip-
tions for children younger than 5 years of age and a
23% decrease in the number of visits for respiratory
illnesses.

Another program was initiated at the Kaiser Perma-
nente HMO in the Denver-Boulder area.5 This was a
prospective, nonrandomized, controlled trial with 3
intervention groups. The full intervention group
received household and office-based educational materi-
als, brochures, kitchen magnets, and hands-on educa-
tion. A partial intervention group received only office-
based educational materials and the control group pro-
vided care without any supplied materials. 

Only the full intervention group showed a decline in
prescriptions for acute bronchitis, with a decrease of
approximately 40%. Emmer and Besser emphasized the
obvious need to market such programs at everyone in
the chain to ensure
effectiveness.

The third program
was conducted with
HMOs in Boston and
Seattle and targeted
pediatric respiratory
infections.6 Similar to
the Kaiser Perma-
nente study, both
physicians and
patients were targeted
with educational
intervention. The rate
of prescribing was
reduced by 16% in
this program.

The CDC is fund-
ing numerous
research projects to
determine the effect
of interventions that
promote appropriate
antibiotic use. In
2001, they distrib-
uted federal funds to
19 sites and, over the
next year, hope to
have programs in
every state. Tables 1
and 2 are part of
their recommenda-
tions for appropriate
treatment.

A number of useful practice tips were also included
with this article and are shown in Table 3.

■■ COMMENT BY THOMAS G. SCHLEIS, MS, RPH
The need to reduce antimicrobial resistance is

well accepted within the infectious diseases com-
munity. Implementation of appropriate and success-
ful programs to accomplish this has been a much
more difficult challenge. While this article focuses
primarily on inappropriate prescribing, the problem
of increasing antimicrobial resistance is much
broader and includes the need to ensure quality
infection control policies for hospitals, clinics, and
physician offices as well as programs designed to
promote and monitor patient compliance. It is
unfortunate that these other areas are not part of the
CDC initiative. Additionally, while it is expected
that drug resistance would be reduced by a reduc-
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Table 1

Appropriate Antibiotic Use in Children

Diagnosis CDC/AAP/AAFP Principles of Appropriate Use
Otitis Media

1. Classify episodes as acute otitis media (AOM) or otitis media with effusion (OME). Only treat 
proven AOM with antibiotics. 

2. Diagnosis of AOM requires: 
•   A documented middle ear infection and; 
•   Signs or symptoms of acute local or systemic illness. 

3. Do not prescribe antibiotics for initial treatment of OME. Treatment may be indicated if bilateral 
effusions persist for 3 months or more.

Rhinitis and Sinusitis
Rhinitis

1. Do not give antibiotics for viral rhinosinusitis.
2. Mucopurulent rhinitis (thick, opaque, or discolored nasal discharge) frequently accompa-

nies viral rhinosinusitis. It is not an indication for antibiotic treatment unless it persists 
without improvement for more than 10-14 days. 

Sinusitis 
1. Diagnose as sinusitis only in the presence of: 

•   Prolonged, nonspecific, upper respiratory tract signs and symptoms (eg, rhin-
orrhea and cough without improvement for more than 10-14 days) or; 

•   More severe upper respiratory tract signs and symptoms (eg, temperature 
greater than 39°C [102.2°F], facial swelling, facial pain). 

2. For initial antibiotic treatment of acute sinusitis, use the most narrow-spectrum agent 
active against likely pathogens. 

Pharyngitis
1. Diagnose as group A streptococcal pharyngitis using a laboratory test in conjunction with clinical 

and epidemiologic findings. 
2. Do not give antibiotics to a child with pharyngitis in the absence of diagnosed group A streptococcal

infection. 
3. A penicillin remains the drug of choice for treating group A streptococcal pharyngitis. 

Cough illness and Bronchitis
1. Cough illness/bronchitis in children rarely warrants antibiotic treatment.
2. Antibiotic treatment for prolonged cough (more than 10 days) may occasionally be warranted: 

•   Treat pertussis according to established recommendations. 
•   Mycoplasma pneumoniae infection may cause pneumonia and prolonged cough (usually 

in children older than 5 years); a macrolide agent (or tetracycline in children 8 years or 
older) may be used for treatment. 

•   Children with underlying chronic pulmonary disease (not including asthma) may occa
sionally benefit from antibiotic therapy for acute illnesses. 

Sources: AAP, American Academy of Pediatrics; AAFP, American Academy of Family Physicians.
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Table 2

Appropriate Antibiotic Use in Adults

Diagnosis CDC Principles of Appropriate Use
Upper respiratory tract 
infections, not otherwise 
specified 1. Use a diagnosis of “nonspecific upper respiratory tract infection” or “acute rhinopharyngitis” to denote acute 

infection that is typically viral in origin and in which sinus, pharyngeal, and lower airway symptoms, although 
frequently present, are not prominent. 

2. Antibiotic treatment of adults with nonspecific upper respiratory tract infection does not enhance illness resolu-
tion or prevent complications and is, therefore, not recommended. 

3. Purulent secretions in the nares and throat (commonly reported and seen in patients with an uncomplicated 
upper respiratory tract infection) neither predict bacterial infection nor benefit from antibiotic treatment. 

Acute Pharyngitis 1. Group A b-hemolytic Streptococcus (GABHS) is the causative agent in approximately 10% of cases of pharyn-
gitis in adults. The large majority of adults with acute pharyngitis have a self-limited illness, which would do 
well with supportive care only. 

2. The benefits of antibiotic treatment of pharyngitis in adults are limited to those patients with GABHS infection. 
Offer all patients with pharyngitis appropriate doses of analgesics and antipyretics as well as other supportive 
care. 

3. Limit antibiotic prescriptions to those patients with highest likelihood of having a GABHS infection. 
A. Clinically screen all adult patients with pharyngitis for the presence of the following criteria: 

•  History of fever.
•  Tonsillar exudates. 
•  Absence of cough. 
•  Tender anterior cervical lymphadenopathy (lymphadenitis). 

B. Do not test and do not treat patients with none or only 1 of these criteria. These patients are unlikely 
to have GABHS infection. 

C. For patients with 2 or more criteria, the following strategies are appropriate: 
•  Test patients with 2, 3, or 4 criteria using a rapid antigen test. Limit antibiotic therapy to 

patients with a positive test result. 
•  Test patients with 2 or 3 criteria using a rapid antigen test. Limit antibiotic therapy to 

patients with a positive test result or patients with 4 criteria. 
D. Do not use any diagnostic tests. Limit antibiotic therapy to patients with 3 or 4 criteria.

4. Throat cultures are not recommended for the routine primary evaluation of adults with pharyngitis or for the 
confirmation of negative rapid antigen test results. Throat cultures may be indicated as part of investigations of 
outbreaks of GABHS disease, for monitoring the development and spread of antibiotic resistance, or when 
pathogens such as Gonococcus are being considered. 

5. The preferred antibiotic for treatment of acute GABHS pharyngitis is penicillin, or erythromycin in a penicillin-
allergic patient. 

Rhinosinusitis 1. Most cases of acute rhinosinusitis diagnosed in ambulatory care represent uncomplicated viral upper respiratory 
tract infections. 

2. Bacterial and viral rhinosinusitis are difficult to differentiate on clinical grounds. The clinical diagnosis of acute 
bacterial rhinosinusitis should be reserved for patients with rhinosinusitis symptoms lasting 7 days or more and 
who have maxillary facial/tooth pain or tenderness (especially when unilateral) and purulent nasal secretions. 
Patients who have rhinosinusitis symptoms for less than 7 days are unlikely to have a bacterial infection. 

3. Sinus radiographs are not recommended for diagnosis in routine cases. 
4. Acute bacterial rhinosinusitis resolves without antibiotic treatment in the majority of cases. Symptomatic treat-

ment and reassurance is the preferred initial management strategy for patients with mild symptoms. Reserve 
antibiotic therapy for patients who meet the criteria for clinical diagnosis of acute bacterial rhinosinusitis who 
have moderately severe symptoms and for those with severe rhinosinusitis symptoms—especially those with 
unilateral face pain—regardless of duration of illness. Initial treatment should be with the most narrow-spec-
trum agent that is active against such likely pathogens as Streptococcus pneumoniae and Haemophilus
influenzae. 

Bronchitis 1. For adults with an acute cough illness or with a presumptive diagnosis of uncomplicated acute bronchitis, focus 
the evaluation on ruling out pneumonia. In the healthy, nonelderly adult, pneumonia is uncommon in the 
absence of vital sign abnormalities or asymmetric lung sounds, and chest radiography is usually not indicated. 
In patients with cough lasting 3 weeks or longer, chest radiography is warranted in the absence of other known 
causes. 

2. Routine antibiotic treatment of uncomplicated bronchitis is not recommended, regardless of duration of cough. 
In the unusual circumstance when pertussis is suspected, perform a diagnostic test and initiate antimicrobial 
therapy. 

3. Patient satisfaction with care for acute bronchitis is most dependent on physician-patient communication, rather 
than on whether an antibiotic is prescribed. 



tion in inappropriate prescribing, the 3 studies that
were described in this article did not look at the
effect interventions had on antimicrobial resistance.
This will be critical in future studies to determine
the true effect of such programs in reducing antimi-
crobial resistance.

It was interesting to note that patients do not expect to
receive a prescription as often as we may think they do.
We all know of patients that will start on antibiotics at
the first sign of a cold, but it would appear that they are
in the minority. It may be possible that the higher costs
for many antimicrobials and increased co-pays with
most prescription plans are playing a role here as well.
Taking all of that into account, clinician and patient edu-
cation should have a much higher likelihood of success
at this point in time. 

What must not be forgotten are the other contribut-
ing causes of antimicrobial resistance. The use of inap-
propriate agents, poor infection control programs,
patient non-compliance, formulary restriction, and
other practices has been shown to foster antimicrobial
resistance. Simply reducing the number of prescrip-
tions will not be enough to solve this problem.   ■
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Table 3

Practice Tips for Reducing Patient Demands for Antibiotics

When patients ask for antibiotics to treat viral infections:
• Explain that unnecessary antibiotics can be harmful. 

Tell patients that based on the latest evidence, unnecessary antibiotics can be harmful by promoting antibiotic-resistant organisms that may make 
their illnesses more difficult to treat. 

• Share the facts. 
Explain that antibiotics cure bacterial infections, not viral infections. Explain that treating viral infections with antibiotics will not make them feel 
better any quicker and may even be harmful. 

• Build cooperation and trust. 
Take time with your patients to explain their illness, rather than dismissing it as “only a viral infection.” 
Be careful which words you use: More patients expect an antibiotic when told they have bronchitis than when told they have a chest cold. 

• Encourage active management of the illness. 
Make it easy for your patients to contact you if they are not improving. Consider a follow-up phone call to see how they are doing. 
Avoid over-the-phone prescribing for patients who have not been clinically evaluated or examined. However, patients may appreciate an offer to 
phone in a prescription if their sinus symptoms are not improving after 7-10 days. 

• Promote the use of narrow-spectrum antibiotics when appropriate. 
Discard broad-spectrum antibiotic samples that are inappropriate for treating most bacterial respiratory tract infections and consider stocking nar-
row-spectrum antibiotic samples instead. 

• Be confident with the recommendation to use alternative treatments. 
Explicitly plan treatment of symptoms with patients. Use the CDC prescription pad to describe the expected, normal time course of the illness and
to prescribe symptomatic relief for their viral infection. 
Prescribe analgesics and decongestants, if appropriate. Emphasize the importance of adequate rest, proper nutrition, and hydration. 
Create an office environment to decrease patient demands for antibiotics.

• Start the educational process in the waiting room. 
Videotapes, posters, and brochures are available with messages about viruses and bacteria and appropriate antibiotic use. You can view and order 
these at www.cdc.gov/antibioticresistance. 

• Involve office personnel in the educational process. 
Office staff that reinforce provider messages can be a powerful adjunct to change patient behavior. Educate your office staff to ensure that they 
understand the importance of appropriate antibiotic use. They can spread the message by promoting the educational materials you display in your 
office. 

• Support appropriate-antibiotic-use interventions in your community. 
With the appropriate-use principles and practice tips as your guides, consider giving talks in your community. Arrange meetings with colleagues 
to discuss effective methods and strategies other physicians have used to promote appropriate antibiotic use. 
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Approach to the Patient with
Chronic Hepatitis C Infection
A B S T R A C T  &  C O M M E N T A R Y

Synopsis: Primary care physicians should identify
patients with chronic hepatitis C infection, advise them
regarding transmission risks, and should assist in
treatment decisions. 

Source: Herrine SK. Ann Intern Med. 2002;136:747-757.

Hepatitis c virus (hcv) is one of the most
important causes of chronic liver disease in the

United States, accounting for 15% of acute viral
hepatitis, 60-70% of chronic hepatitis, and up to 50%
of cirrhosis and liver cancer. Almost 4 million Ameri-
cans, or 1.8% of the US population, have antibody to
HCV (anti-HCV), indicating ongoing or previous
infection with the virus. Hepatitis C causes an estimat-
ed 8000-10,000 deaths annually in the United States.
Hepatitis C is asymptomatic in up to 75% of those
infected, and progresses to cirrhosis in 15-20% of
cases. Abnormal ALT levels should lead to tests for
hepatitis B and C infections. Testing involves HCV
enzyme immunoassay, confirmed by recombinant
immunoblot assay or HCV RNA by PCR or HCV con-
firmation by branched chain DNA testing. Since up to
30% of patients with replicating hepatitis C have per-
sistently normal ALT levels, one must also consider
screening those with definite or potential risk factors
(transfusions, IV drug use, nasal cocaine use,
hemodialysis patients, tattoo and religious scarifica-
tion recipients, and those exposed sexually or children
of infected mothers). Although 15-40% of acutely
exposed patients will have spontaneous resolution of
infection, chronic infection develops in the remainder.
Five percent of chronic infections lead to hepatocellu-
lar carcinoma. Alcohol use is a negative prognostic
factor in infected individuals. All patients with chron-
ic HCV infections healthy enough to have antiviral
therapy should be referred to a physician familiar with
interferon-based treatment regimens. Liver biopsies
are often done in infected patients to establish stage
and prognosis. Hepatitis A vaccination should be con-
sidered in all HCV-infected patients since hepatitis A

may have a grim prognosis in this setting. Current
treatment for hepatitis C includes parenteral interferon
and oral ribavirin. Treatment is associated with signif-
icant morbidity and a high cost, but more than 50% of
adequately treated patients demonstrate sustained
virologic response. 

■■ COMMENT BY MALCOLM ROBINSON MD, 
FACP, FACG
It is critically important for hepatitis C to be identified

prior to the development of irreversible complications,
and this responsibility clearly falls most directly on the
primary care physician. The subtle or nonexistent symp-
tomatology of hepatitis C-infected patients complicates
such identification. For the same reason, the successful
referral of appropriate patients for treatment can be very
difficult even if the patients are diagnosed. In addition to
the wealth of information in this article, a useful web site
from NIDDK regarding hepatitis C management can be
found at: www.niddk.nih.gov/health/digest/pubs/chrn-
hepc/chrnhepc.htm.  ■

Dr. Robinson is Medical Director, Oklahoma Foundation
for Digestive Research; Clinical Professor of Medicine,
University of Oklahoma College of Medicine,
Oklahoma City, Okla.

CME Questions
11. Which of the following is correct?

a. Normal serum ALT levels in an HCV infected patient are
invariably an indication of lack of viral replication.

b. Spontaneous resolution of HCV infection has not been
observed.

c. The majority of HCV-infected individuals are asymptomatic.
d. The treatment of choice for chronic HCV infection is a combi-

nation of interferon alpha and lamivudine.

12. Which of the following is correct?
a. Dopamine has been demonstrated to be superior to dopamine in

the management of septic shock.
b. Corticosteroids are effective adjunct therapy of septic shock

because of their ability to suppress overactive adrenal glands.
c. Administration of very high pharmacologic doses (eg, equiva-

lent to 1 gm hydrocortisone every 4 hours) to patients with sep-
tic shock is associated with improved survival. 

d. A short corticotropin stimulation test can distinguish those
patients likely to benefit from low dose corticosteroid adminis-
tration from those not likely to benefit.
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Travel Insurance: 
Just How Important
is It?

Source: Leggat PA, Leggat FW. J Trav-
el Med. 2002;9:59-65.

While comprehensive travel
insurance should be consid-

ered for almost all travelers, most
folks don’t plan ahead. Few people
know whether their private health
insurance will cover medical and
dental costs abroad some insurance
will only pay for emergency med-
ical care or hospitalization. Others,
like Medical (California’s version
of Medicaid) won’t pay at all. One
of my HIV-infected patients
learned this the hard way when he
traveled to Mexico for vacation
where he unfortunately acquired
cryptococcal meningitis. He had no
idea that Medical would not foot
the bill but the Mexican hospital
was quite happy to charge the
entire hospital stay to his VISA
card at discharge.

Leggat and Leggat examined 855
travel insurance claims (made by
Australians) during a 2-year period
in 1996 to 1998 to a major Aus-
tralian travel insurance company.
Australia, which has nationalized
health insurance, has reciprocal
health care arrangements with sev-
eral countries, including England,
New Zealand, and Canada, which
provides emergency and major
medical coverage. Thus, many of
the claims were relatively small—
but nevertheless significant—the
average cost, in Australian dollars,
was AUD 991. The majority of
claims were for medical and dental
expenses (76%); the remainder was

for loss, theft, assaults, and cancel-
lations. Chiefly, medical care was
provided for respiratory ailments
(20%), musculoskeletal conditions,
such as fractures (17%), gastroin-
testinal problems (14%), ear, nose,
and throat infections (12%), and
dental care (7%). Just over half of
the claims were made by women
(57%), and half were made by per-
sons 55 years or older. Most travel-
ers were heading to Europe and
North America; few traveled to
third world countries. Most
claimants took out premium or
intermediate coverage (89%); only
11% paid for budget coverage. Vir-
tually everyone traveling to the
United States paid for premium
coverage.

In addition to the cost of medical
care, one should consider the cost of
emergency evacuation, especially if
you are traveling to back country.
And, more significantly, the cost of
air transport should you die abroad
(cremation is cheaper than air travel).
The next time you travel, check your
health insurance and suggest the
same to your patients.   ■

Transfusion-Related
Bovine Spongiform
Encephalopathy

Source: ProMED-mail post, August 4,
2002; www.promedmail.org.

Public health experts and
blood transfusion specialists are

expressing alarm at a new report
(soon to be published in the
November issue of the Journal of
Virology) demonstrating the risk of
transmission of bovine spongiform

encephalopathy (BSE) through
blood transfusion. Previously, the
risk of transmission of the human
form of BSE (or variant
Creutzfeldt-Jacob disease) was
believed to be “theoretical,”
although Britons had been using
only leukopoor blood since 2000
because of concerns that white
blood cells may carry infection. 

However, scientists at the Institute
of Animal Health are reporting that,
of 24 scrapie-free sheep transfused
with whole blood or component from
sheep either experimentally-infected
with BSE or natural scrapie, 1 animal
has contracted BSE, at least 1 (and
possibly 2) more animal(s) are show-
ing signs of clinical infection, and 4
other sheep have acquired scrapie.
This study suggests that red blood
cells, and even plasma, may be infec-
tive under certain conditions. Of
greater concern is that infectivity may
occur before a donor demonstrates
any signs or symptoms of disease.

Experts will be evaluating these
data and generating recommenda-
tions soon. Notably, this is the sec-
ond report of this nature. Success-
ful experimental transmission of
BSE was demonstrated from sheep,
fed cattle brain naturally infected
with BSE, to other sheep, even in
advance of symptoms of disease in
the donor. 

There are no data thus far to sug-
gest transmission of BSE in humans.
Twenty-two people have received
donations from persons who later
died of BSE; none have demonstrat-
ed disease. To date, 115 people in
Britain have died of BSE; 4 had
received blood transfusions but this
was not believed to be the source of
their infection.   ■
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Overall health risks exceeded benefits from
use of combined estrogen plus progestin for

an average 5.2-year follow-up among healthy
postmenopausal US women” is the stunning
conclusion from the Women’s Health Initiative
published in the July 17 Journal of the American
Medical Association. The trial, which randomized
16,608 healthy postmenopausal women to conju-
gated equine estrogen/medroxy-progesterone or
placebo, was stopped just 5.2 years into the 8.5
year study when the risk for invasive breast can-
cer exceeded the stopping boundary. Excess
coronary heart disease (CHD), stroke, and pul-
monary embolism (PE) were also noted; how-
ever, the combination reduced the risk of
colorectal cancer, endometrial cancer, and hip
fracture. The findings were front-page news
coast-to-coast as well as the subject of cover sto-
ries in Time and Newsweek. Important aspects of
the study include:

Although there is a higher risk of adverse
events with the combination of conjugated estro-
gen and medroxyprogesterone, the absolute risk
is low. The hazard ratios were: CHD 1.29, breast
cancer 1.26, stroke 1.41, PE 2.13, colorectal cancer
0.63, endometrial cancer 0.83, hip fracture 0.66,
and death due to other causes 0.92. Per 10,000
person-years, estrogen/progestin resulted in 7
more CHD events, 8 more strokes, 8 more PEs,
and 8 more invasive breast cancers, but 6 fewer
colorectal cancers and 5 fewer hip fractures. All-
cause mortality was no different between the 2
groups.

This study, which enrolled healthy women
with an intact uterus, was designed as a primary
prevention trial of CHD. When combined with
the results from HERS II published just one week
earlier (JAMA. 2002;288:49-57) (a secondary pre-
vention trial in women with known CHD), the

notion of estrogen/progestin being cardioprotec-
tive is essentially eliminated.

Another wing of WHI is looking at nearly
11,000 women who have had hysterectomies and
are on estrogen alone. So far, that study has not
shown an increase in the rate of breast cancer,
and the study will continue. The WHI group also
admits that other estrogen/progestin combina-
tions may result in different outcomes.

What to do with women on HRT who are
doing well? The authors and editorialists of WHI
suggest that there is no urgency, but that all
women should be moved away from HRT as a
strategy for preserving health and preventing dis-
ease. New patients should look for alternatives,
and women currently on HRT should reevaluate
the reason the drugs are being used and consider
other options (JAMA. 2002;288:321-333; JAMA.
2002;288:366-367).

Side Effects Overrated in Beta Blockers
The side effects of beta blockers may be over-

rated by most physicians according to a new
study. This leads to underuse of these important
drugs, especially in cardiac patients. The authors
performed a quantitative review of 15 trials,
which included more than 35,000 patients. Beta
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blockers were not associated with an increased
risk of depression, and only a small risk of
fatigue (18/1000 patients 95% CI, 5-30) or sexual
dysfunction (5/1000 95% CI, 2-8). There was no
difference in these side effects with the lipid solu-
bility of the various drugs; however, late-genera-
tion beta blockers were associated with less
fatigue than the older drugs (JAMA .
2002;288[3]:351-357).

Aranesp Approved in Cancer Treatment
Aranesp (darbepoetin alpha), Amgen’s long-

acting erythropoietin, has been approved for use
in cancer patients undergoing chemotherapy. The
drug was initially approved for treatment of ane-
mia associated with renal failure and dialysis.
Aranesp maintains blood levels about 3 times
longer than previous available erythropoietin
(Procrit), allowing for dosing every 2-3 weeks as
compared to weekly dosing for Procrit. 

Zelnorm to Provide IBS Relief
The FDA has approved tegaserod maleate

(Zelnorm—Novartis)  for the treatment of
women with irritable bowel syndrome (IBS)
whose primary symptom is constipation. The
drug is a serotonin-4 receptor agonist that is
been shown to reduce constipation, bloating,
and abdominal discomfort.

The approval was based on results of 3 ran-
domized, double-blind, placebo-controlled tri-
als each lasting 12 weeks. The efficacy of
tegaserod was greater at 1 month than at 3
months, suggesting a decrease in efficacy over
time. The drug is approved for short-term
treatment, as long-term efficacy as well as
safety is not established. The efficacy in men
with constipation-predominant IBS has also
not been established. Not surprisingly, the pri-
mary side effects of tegaserod are diarrhea.
The approval has already come under criticism
by the consumer watchdog group Public
Citizen calling the approval “reckless.” The
group contends that users of tegaserod were
more likely to need surgery in clinical trials
and were also more likely to develop ovarian
cysts. Public Citizen has also been critical of
the FDA for reapproving alosetron (Lotronex)
for the treatment of women with diarrhea pre-
dominant IBS.

FluMist Delayed for Second Time
The FDA approval of FluMist has been delayed

for a second time. The intranasal, live attenuated
influenza vaccine was first delayed 1 year ago
when the agency requested more safety data. The
current delay is due to the FDA’s need for addi-
tional information regarding the manufacturer’s
biologics license application. FluMist may some-
day provide an alternative to injection based flu
vaccines.

Elderly Patients: Keep Taking Your Statins!
Elderly patients frequently discontinue statin

therapy on their own according to 2 new studies
in JAMA. A large group of elderly patients
enrolled in a New Jersey Medicaid and pharma-
ceutical assistance program were followed to
assess their compliance with statin therapy over
time. Based on the quantity of drugs dispensed,
only 60% of patients were adhering to therapy at
3 months and only 32% at 120 months. Factors
predicting poorer adherence with therapy
included nonwhite race, low income, older age,
less cardiovascular morbidity at the start of ther-
apy, depression, dementia, and coronary events
after starting treatment. Patients who started
therapy more recently were more likely to con-
tinue therapy compared with those who started
the statin therapy in 1990. In the second study,
researchers in Canada looked at patients age 66
and older who were on statin therapy and fell
into 1 of 3 groups: those with recent acute coro-
nary syndrome, those with chronic coronary
artery disease, and those without coronary dis-
ease who were taking statins for primary preven-
tion. Patients older than the age of 66 had 2-year
adherence rates of 40.1% for patients with recent
acute coronary syndromes, 36.1% among patients
with chronic CAD, and only 25.4% among those
taking statins for primary prevention. As pointed
out in an accompanying editorial, both studies
are based on pharmacy databases, which are only
a surrogate for compliance; however, the sheer
size of the studies and the magnitude and consis-
tency of the trends noted make the findings likely
be correct. In light of the recent National
Cholesterol Education Program recommenda-
tions, which dramatically increases the number of
elderly patients eligible for statin therapy, com-
pliance programs in this population are needed
(JAMA. 2002;288:455-461; 462-467; 495-497).   ■
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