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Influenza Infection-Diagnostic Approach

In this Issue:
· InfluenzaDiagnosis and
Treatment

I

nfluenza occurs in outbreaks mainly between December through March in the northern
hemisphere and between May and September in the southern hemisphere. Knowledge of
local community disease activity is important when assessing the likelihood that a patient
· MedicationUpdate has influenza. Influenza presents most commonly as an acute respiratory illness during
the winter season. After an incubation period of approximately 2 days, there is an abrupt
· Rumor vs. Truth
onset of high fever, chills, headache and myalgia. These systemic symptoms may be
· NutritionUpdate
associated with upper and lower respiratory tract symptoms similar to a common cold,
such as cough and sore throat. Viral shedding in influenza peaks within 48 hours of the
illness, and most uncomplicated cases resolve within 1 week. Influenza does not present commonly with primary
gastrointestinal symptoms such as nausea and vomiting, except in the pediatric population. Diarrhea is rare with
influenza and would suggest a viral gastroenteritis, commonly referred to as stomach flu. Diagnosis is usually
made clinically during an outbreak in the community, although testing assays are available in the form of culture,
rapid diagnostic tests and serology. Diagnostic testing may be important to establish the diagnosis quickly, as in
the hospitalized patient with acute onset of severe pulmonary disease.
History and exam - During a known influenza outbreak, an acute onset of a febrile respiratory illness can usually
be diagnosed clinically as influenza with a high degree of certainty. Although there are no clear pathognomonic
features of influenza, it affects the upper and lower respiratory tract in association with systemic symptoms.
Fever, headache, myalgia and fatigue are often associated with upper respiratory symptoms such as sore throat
and lower respiratory symptoms of cough. Not all patients with influenza exhibit these symptoms, and those that
do may not always have influenza. Overall, up to 85% of patients with influenza will exhibit clinical symptoms of
influenza illness. Manifestations of influenza infection also depend on patient age and previous history of
immunization.
With sporadic cases of influenza, it may be difficult to differentiate influenza from infections caused by other
respiratory viruses clinically. In this scenario, influenza virus infection may account for only a small number of
such cases. In a review of 497 episodes of upper respiratory infection in elderly patients living in the community
during the winters of 1992 to 1994, a pathogen was identified in 43% of the cases. The most common pathogens
were rhinoviruses (52%) and coronaviruses (26%); influenza A or B accounted for only 10%. Clinical findings are
helpful, but do not confirm or exclude the diagnosis of influenza. Examination may yield nonspecific findings
since physical findings generally are few in cases of uncomplicated influenza. The patient may appear hot and
flushed, and the oropharynx may demonstrate hyperemia with complaints of severe sore throat. Mild cervical
lymphadenopathy may be present and is more frequent in younger patients
Laboratory testing - The role of laboratory testing is to reduce the inappropriate use of antibiotics and to provide
the option of using antiviral therapy. Diagnostic testing, in conjunction with surveillance, can also identify the
predominant circulating types, subtypes and strains of influenza. Diagnostic tests available for influenza include
viral culture, serology, rapid antigen testing, PCR and immunofluorescence assays.
Continued on Page 2
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Nasopharyngeal specimens are recommended for a respiratory specimen for viral isolation. They are more
effective than throat swab specimens. Viral culture remains the definitive test, despite the availability of rapid
diagnostic tests. Only culture isolates can provide specific information regarding circulating strains and subtypes
of influenza viruses. Virus isolates also may provide information about the emergence of antiviral resistance and
the development of novel influenza A subtypes that may potentially cause a pandemic. A nasal swab, wash or
aspirate should be collected within the first 4 days of illness. Rapid influenza tests provide results within 30
minutes or less; viral culture provides results in 3 to 10 days. Rapid tests are approximately 70% sensitive and
90% specific for detecting influenza. Routine serologic testing for influenza requires paired acute and
convalescent sera. It is not recommended for accurate clinical decision making. During outbreaks of influenza,
respiratory samples should be tested by both rapid tests and by viral culture. Viral culture is essential for
determining the influenza A subtypes and influenza A and B strains causing illness, and for surveillance of new
strains that may need to be included in the next year's influenza vaccine. Viral culture also can help identify other
causes of illness.
Pneumonia - If a patient has an underlying chronic medical condition or falls into a high-risk category, viral or
bacterial pneumonia should be considered. These patients will typically have persistence of their symptoms
beyond the week that uncomplicated influenza would normally resolve within. There may be high fever, cough
and dyspnea. If there is an exacerbation of fever and cough with purulent sputum, a secondary bacterial
pneumonia is most likely. A chest x-ray confirms infiltrates.

Influenza Infection-Treatment Approach

T

he main goals of treatment at the patient level are reduction in severity and duration of symptoms, and
prevention of complications. At a public health level, the aim is to prevent or control outbreaks of influenza to
avoid an epidemic or pandemic situation.
Uncomplicated influenza infection - Uncomplicated influenza infection is an acute respiratory infection caused
by influenza A or B viruses that is usually self-limiting in the general population. Treatment is aimed at supportive
care of the symptoms associated with the respiratory tract infection. These treatments usually include
antipyretics/analgesics for fever, and increased fluid intake to counter dehydration. The symptoms typically
resolve in approximately 1 week; however, cough and fatigue may persist for longer.
Complicated influenza infection - A more severe, complicated illness can occur in influenza infection and is
associated more often with influenza A infection, rather than influenza B infection.
Complications may occur in any patient, but a variety of high-risk subgroups are more susceptible:
·
·
·
·
·
·

Patients with chronic pulmonary or cardiac conditions
Patients with diabetes mellitus, renal disease, hemoglobinopathy or immunosuppression
Patients in nursing homes or chronic-care facilities
Infants aged 6 to 59 months
Adults older than 50 years of age
Healthcare workers or caregivers to a member of a high-risk population.

Complications of upper respiratory tract infection include otitis media and bacterial sinusitis. Complications of
lower respiratory tract infection include primary viral pneumonia and secondary bacterial pneumonia. Treatment
of these complications may require more aggressive supportive care, often necessitating hospitalization,
accompanied by antibiotics and/or antiviral treatment. The highest rates of hospitalization are in infants, patients
over 65 years old and patients with chronic medical conditions. Over 90% of influenza-related deaths have been
in patients older than 65 years of age.
Antivirals - The CDC currently recommends antivirals for both treatment and prevention of influenza infection.
Two classes of antiviral drugs are currently recommended:
· Neuraminidase inhibitors
· Amantadines (M2 inhibitors).
Continued on Page 4
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Y

ou'll hear new debate about whether MORE patients should get a statin to prevent a FIRST heart
attack. Statins have only been on the market since 1987. They were initially approved just to lower
cholesterol without solid proof of beneficial outcomes. By 1994 they were proven to prevent
SECOND heart attacks, and in 1995 shown to prevent FIRST heart attacks in patients with high LDL.
Now the big new "JUPITER" study shows that statins also prevent heart attacks in patients
WITHOUT heart disease or high cholesterol but with higher levels of C-reactive protein (CRP). In
these patients, Crestor (rosuvastatin) 20 mg/day drops LDL about 50% and cuts the risk of a
cardiovascular event almost in half. This sounds huge in news reports, but keep in mind that it's the
RELATIVE reduction. In absolute numbers, the cardiovascular risk only drops from 2.8% to 1.6% because these
are fairly healthy patients. In fact, patients need to be treated with Crestor for two years to prevent one major
cardiovascular event. This inflammatory marker is "associated" with higher cardiovascular risk. But this doesn't
mean that high CRP levels cause heart disease...it might just be a marker for heart disease. Statins lower both
LDL and CRP, so it's hard to tell whether their benefits come from just lowering LDL or also from lowering CRP.
It is recommended a high-sensitivity CRP test for MODERATELY HIGH-risk patients with LDL < 130 mg/dL and
statins if CRP is > 2 mg/L. Testing usually isn't needed for low-risk patients because most don't need statins or
high-risk patients who will be treated anyway. There's no proof that any statin is better than another for
improving outcomes when equivalent LDL-lowering doses are used.

R

esearch presented at the 20th annual Transcatheter Cardiovascular Therapeutics (TCT) scientific
symposium, sponsored by the Cardiovascular Research Foundation (CRF), suggests that olmesartan, a drug
commonly used to treat high blood pressure, may play a role in reducing coronary plaque. The trial, "Impact of
OLmesartan on progression of coronary atherosclerosis; evaluation by IVUS [OLIVUS], was performed on 247
angina patients with native coronary artery lesions. Patients were randomly assigned to receive 20-40mg/day of
olmesartan or control, and treated with a combination of B-blockers, calcium channel blockers, diuretics, nitrates,
glycemic control agents and/or statins per physician's guidance. Serial Intravenous Ultrasound (IVUS)
examinations were performed to assess the amount of coronary plaque before and 14 months after the start of
treatment. At the start of the trial, patient characteristics and all IVUS measurements were identical between the
two groups. However, after 14 months of treatment, IVUS showed significant decreases in measurements of
plaque volume in the olmesartan group, despite similar blood pressure readings. In addition, multivariate
analysis identified olmesartan administration as one of the factors that caused the decrease in plaque volume.
"Management of plaque is a key front in the war on sudden heart attack," said Atsushi Hirohata, M.D, Ph.D,
Cardiovascular Medicine, the Sakakibara20Heart Institute of Okayama, Okayama, Japan and lead author of the
study. "These results suggest a positive role in potential plaque regression through the administration of
olmesartan, an angiotension-II receptor blocking agent, for patients with stable angina pectoris."

Rumor vs. Truth

R
T

UMOR: Gabapentin (Neurontin) does NOT work for diabetic peripheral neuropathy.

RUTH: This comes from an ongoing lawsuit against Pfizer for promoting unapproved uses
of Neurontin. Pfizer is now accused of suppressing studies that show Neurontin does NOT relieve diabetesrelated nerve pain. This is a big surprise. Gabapentin is frequently used "off-label" in these patients and is
supported in guidelines. Patients and physicians shouldn not overreact. The negative results may be due to poor
patient selection, disease severity, inadequate dosing, or how outcomes were measured. The available
evidence shows that one out of every 3 patients will have at least moderate pain relief with gabapentin. This is
similar to what patients can expect with tricyclics or Lyrica. Cymbalta (duloxetine) and Lyrica (pregabalin) are
the only drugs approved for diabetic peripheral neuropathy but they cost a lot more. None of these drugs are
"magic bullets" for patients with diabetic neuropath, They only provide modest relief and what works for one
patient won't necessarily work for another. In most patients, it is suggested using tricyclics first...they have the
most evidence and are inexpensive. Watch for anticholinergic effects especially in the elderly. If patients can't
tolerate or don't respond to tricyclics, they should try Cymbalta, Lyrica, or gabapentin. It is recommended titrating
to at least 1600 mg/day of gabapentin or 300 mg/day of pregabalin for pain relief. Reserve opioids for patients
who fail or are unable to tolerate other agents. Patients should be reminded that good glycemic control will help
prevent and possibly slow the development of neuropathy.
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The neuraminidase inhibitors, zanamivir and oseltamivir, are active against both influenza A and B. The M2
inhibitors, amantadine and rimantadine, are only active against influenza A. Due to an increase in resistant isolates,
the CDC currently advises that amantadine and rimantadine should not be used in the U.S. for treatment during the
current influenza season.
Postexposure antiviral prophylaxis - Both oseltamivir and zanamivir have been shown to be effective as prophylaxis
against infection when given early after exposure to an infected individual. One study found that when treatment
with oral oseltamivir or inhaled zanamivir was given to household contacts within 48 hours of the index case
presenting with influenza-like symptoms, there was a significant reduction in the number of subsequent
symptomatic influenza cases in the household contacts.
Antiviral treatment of early influenza infection - Two systematic reviews found oral oseltamivir reduced the duration
of influenza illness when started within 48 hours of symptom onset, both in children up to 12 years of age and in
adults. Oseltamivir was also shown to reduce the incidence of respiratory tract complications in adults with
influenza, as well as decrease viral load and viral shedding. The drug was found to be well tolerated in adults, but
tended to cause vomiting in children. The same 2 systematic reviews found inhaled zanamivir reduced the duration
of influenza symptoms in adults and children up to 12 years of age. Zanamivir was also shown to decrease viral
load and viral shedding. There is less evidence than with oral oseltamivir that it reduces respiratory complications
in adults. A drug safety alert relating to oseltamivir was issued in November 2006 following reports of self-injury and
delirium associated with its use. The alert states people with influenza, particularly children, may be at an increased
risk of self-injury and confusion shortly after taking oseltamivir and should be closely monitored for signs of unusual
behavior.
Antibiotic therapy - Secondary bacterial pneumonia is an important complication of influenza and contributes to 25%
of all influenza deaths. The most common bacteria associated with pneumonia in the context of influenza
coinfection are Streptococcus pneumoniae, Staphylococcus aureus and Haemophilus influenzae. Antibiotics
should target these organisms.
Source: Epocrates Online December 2008

NutritionUpdate

E

ating curcumin, a natural ingredient in the spice turmeric, may dramatically reduce the chance
of developing heart failure, researchers at the Peter Munk Cardiac Centre of the Toronto General
Hospital have discovered. In a study entitled, “Curcumin prevents and reverses murine cardiac
hypertrophy,” published in the February edition of the Journal of Clinical Investigation, researchers
found when the herb is given orally to a variety of mouse models with enlarged hearts
(hypertrophy), it can prevent and reverse hypertrophy, restore heart function and reduce scar
formation. The healing properties of turmeric have been well known in eastern cultures for some
time. The herb has been used in traditional Indian and Chinese medicine to reduce scar formation. For example,
when there is a cut or a bruise, the home remedy is to reach for turmeric powder because it can help to heal without
leaving a bad scar. Unlike most natural compounds whose effects are minimal, curcumin works directly in the cell
nucleus by preventing abnormal unraveling of the chromosome under stress, and preventing excessive abnormal
protein production. “Curcumin’s ability to shut off one of the major switches right at the chromosome source where
the enlargement and scarring genes are being turned on is impressive,” says Dr. Peter Liu, cardiologist in the Peter
Munk Cardiac Centre and Scientific Director at the Canadian Institutes of Health Research – Institute of Circulatory
and Respiratory Health. However Dr. Liu cautions that moderation is important, “the beneficial effects of curcumin
are not strengthened by eating more of it.” Dr. Liu, who holds the Heart and Stroke Foundation’s Polo Chair
Professor in Medicine and Physiology at the University of Toronto, says that since curcumin is a naturally occurring
compound that is readily available at a low cost, it might be a safe and effective means of preventing heart failure
in the future. “Whether you are young or old; male or female; the
larger your heart is, the higher your risk is for developing heart attacks
or heart failure in the future. However, until clinical trials are done, we
don’t recommend patients to take curcumin routinely. You are better
off to take action today by lowering blood pressure, reducing
cholesterol, exercising and healthy eating,” says Dr. Liu.
Source: Blaylock Report
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