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Synopsis: The treatment of pulmonary tuberculosis is divided into
an initial phase of 4 drugs for 2 months (isoniazid, rifampin, pyraz-
inamide, and ethambutol) followed by continuation phase depend-

ing on culture results and patient risk. The treatment of latent
tuberculosis now consists of 9 months of isoniazid, with rifampin as
an alternative for 4-6 months in patients not tolerant of isoniazid.
Special populations, such as HIV-positive patients, require special

consideration in treatment.

Source: Blumberg HM, et al. Update on the treatment of tuberculosis and
latent tuberculosis infection. JAMA. 2005;293:2776-2784.

Tuberculosis (tb) remains an important public health
problem in the United States and globally. Most patients in the

United States diagnosed with tuberculosis today were not born in
the United States. HIV-infected persons remain an important sub-
group with TB, and all patients with a new diagnosis of TB should
be tested for HIV. TB should remain high on the differential diag-
nosis of any patient with fever, cough, sputum production and a
positive chest x-ray with localized infiltrates. TB in other sites such
as bone, meninges, and pericardium should also be kept in mind.
Specimens must be obtained to confirm the diagnosis and test for
drug susceptibility.

The treatment of tuberculosis has been refined to a 2-month initial
phase and a 4-7 month continuation phase depending on severity of
infection and patient risk factors. The initial phase consists of 4
drugs: isoniazid, rifampin, pyrazinamide and ethambutol; given for 8
weeks. Direct observation therapy is highly recommended, and
alternative programs of 3, 5, and 7 days a week are available. Speci-
mens are obtained for culture after 2 months to help guide the con-
tinuation therapy. If cultures are negative at 2 months, the continua-
tion phase may be limited to 4 months. If not, the continuation phase
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should be 7 months for a total of 9 months of therapy.
Two drugs are used for continuation therapy—isoni-

azid and rifampin or isoniazid and rifapentine. Dosage
schedules are available of 1, 2, 3 or 7 days a week.
Direct observation therapy is again recommended for all
patients to ensure completion of therapy and the avoid-
ance of drug resistant organisms due to partial treat-
ment. HIV positive patients should not be given the
once weekly therapy with isoniazid and rifapentine, and
if the CD4 count is below 100, they should not be given
the 2-day-a-week therapy.

The treatment of latent TB infection remains an
important means of controlling tuberculosis in both
individual patients and society. Two broad categories

of patients are highly recommended for treatment for
latent infection: recently infected patients (such as
contacts of persons with active tuberculosis), and
recent immigrants to the United States from high
prevalence countries. HIV positive patients should
also be treated for latent infection if present. A chest
x-ray and a symptom review for extrapulmonary
involvement should be done to rule out active infec-
tion. Nine months of therapy with isoniazid is current-
ly recommended for latent infection. Clinical obser-
vation for hepatitis is done, including patient educa-
tion for warning signs and symptoms. Baseline and
monthly liver function tests are not necessary. Treat-
ment should be stopped only if transaminase levels
are higher than 5 times normal in an asymptomatic
patient, and higher than 3 times normal in a patient
with symptoms. Pyridoxine 25-50 mg is given to pre-
vent neuropathy only in patients predisposed to this
complication such as with diabetes, uremia, malnutri-
tion, and HIV-positive patients

For patients who cannot tolerate isoniazid, or have
isoniazid resistant infection, rifampin alone can be used
to treat latent infection for 4 months in adults and 6
months in children.

■■ COMMENTARY
I currently work in a program which assesses physi-

cian competence. We present a series of cases in a
standardized format. One case is a middle aged man
with 6 weeks of fever and productive cough. A right
upper lobe infiltrate is seen on chest x-ray. Alarmingly,
many physicians treat this patient with antibiotics and
send him home. Some admit the patient to the hospital
for antibiotics, with no skin testing, acid fast smears or
cultures, and not in isolation. Today, many physicians
are not sensitive to the risk of tuberculosis infection.
Much harm is done when a patient with active tubercu-
losis infects health care workers, family members and
other patients. Tuberculosis is still with us in large
numbers, and should be considered in a wide range of
patients, especially among immigrants to the United
States and those persons at risk for sexually transmit-
ted disease (including HIV).

This JAMA source was part of a special issue on
tuberculosis (June 8, 2005, www.jama.com). The Cen-
ters for Disease Control and Prevention, the American
Thoracic Society and the Infectious Disease Society of
America have joined together to provide these current
recommendations. This summary has only given the
highlights. For more details, the JAMA article is highly
recommended.   ■
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Treatment Alternatives for
Chronic Hepatitis B Virus
Infection: A Cost-
Effectiveness Analysis
A B S T R A C T  &  C O M M E N T A R Y

By Malcolm Robinson, MD, FACP, FACG

Emeritus Clinical Professor of Medicine, University of Oklahoma

College of Medicine, Oklahoma City, OK
Dr. Robinson serves as a consultant for TAP, Pfizer, Janssen, Eisai, J&J-Merck, and
Procter & Gamble, is on the speaker’s bureau of Janssen, Eli Lilly, Solvay, TAP, and
Aventis, and does research for Forest Labs, Wyeth-Ayerst, AstraZeneca, and Centocor. 

Synopsis: Despite controversy as to the precise regimen
that should be used for treating chronic hepatitis B
infection, the most cost-effective alternative seems to be
first-line use of the anti-viral drug lamivudine.

Source: Kanwal F, et al. Treatment alternatives for chronic
hepatitis B virus infection: a cost-effectiveness analysis. Ann
Intern Med. 2005;142:821-831.

Chronic hepatitis b infection (hbv) is extremely
common worldwide, affecting an estimated 350

million people. In the United States, this disease is much
less common, but there are still about 1.25 million
infected people in this country (estimated cost of more
than $700 million a year). Hepatitis B has a range of
serious complications including cirrhosis, hepatic fail-
ure, and hepatocellular carcinoma. Interferon has been
used for therapy, but efficacy is limited at 15-30% viro-
logic response. Interferon is also associated with
unpleasant and limiting side effects. Oral drugs such as
lamivudine and adefovir are better tolerated but require
long-term administration. Neither interferon nor lamivu-
dine are very effective in patients negative for hepatitis
B antigen (up to half of United States patients). Adefovir
is effective regardless of HBV e antigen status, but it is
much more expensive than lamivudine. Using decision
analysis software, Kanwal and colleagues worked out
the relative costs/benefits of various HBV therapy
options. They took into consideration the costs of treat-
ment vs the expenses associated with predictable com-
plications of the disease with various therapies and with
no therapy. The analysis done by Kanwal et al is very
complex and considers several different patient group-
ings and all of the foreseeable response patterns to the
therapies. Despite the relatively poor response and side
effects associated with interferon, monotherapy with this

agent was found to be cost effective. Adefovir was too
expensive to be cost effective in any HBV infection
cohort ($90,000 per quality-of-life year gained).
Lamivudine therapy was also not deemed cost effective
due to the frequent development of viral resistance.
However, the authors do believe that there may be a role
for initiation of lamivudine therapy followed by adefovir
‘rescue’ for patients who become unresponsive. The
only major potential defect in this analysis is mentioned
by the authors: ie, they did not consider an additional
arm that would have treated interferon failures with
either lamivudine or adefovir. 

■■ COMMENTARY
For non-hepatologists, this paper does provide some

useful information. First, it considers many of the current
options for HBV infection management. This informa-
tion can be valuable for primary care physicians whose
patients may require one or more of these treatments and
who might ask about such options. Second, it reminds us
all that we have a long way to go to perfect anti-viral
therapies. Nevertheless, many patients with chronic HBV
infection can lessen or eliminate their viral burden and
avoid the otherwise likely development of hepatic
decompensation and hepatocellular carcinoma.   ■

Vitamin E, 
Donepezil and MCI
A B S T R A C T  &  C O M M E N T A R Y

By Norman R. Relkin, MD, PhD
Associate Professor of Clinical Neurology and Neuroscience at
New York Presbyterian Hospital-Cornell Campus.
Dr. Relkin is on the speaker’s bureau of Pfizer, Eisai, and Athena Diagnostics

and does research for Pfizer and Merck.

Synopsis: The rate of development of dementia in
patients with MCI can be altered by a medical interven-
tion, in this case by administration of an acetyl-
cholinesterase inhibitor.

Source: Petersen RC, et al. Vitamin E and Donepezil for the
Treatment of Mild Cognitive Impairment. N Engl J Med.
2005;352(23):2379-2388.

Mild cognitive impairment (mci) is a recognized
prodrome to dementia and amnestic forms of

MCI progress most commonly to Alzheimer’s disease
(AD). The Alzheimer’s Disease Cooperative Study
(ADCS) Group investigated the effects of alpha-toco-
pherol (Vit E) and donepezil (Aricept®) on progres-
sion of amnestic MCI to AD. In a 3-year multicenter
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study involving 769 MCI patients, they randomly
assigned subjects to receive either placebo, 2000 IU
Vit E or 10 mg donepezil daily in a double-blind treat-
ment protocol. Approximately 28% of subjects pro-
gressed to frank Alzheimer’s during the course of the
trial, representing an annual conversion rate of 16%. Vit-
amin E had no impact on the rate of conversion, whereas
donepezil significantly reduced the likelihood of pro-
gression to AD in the first 12 months. Donepezil did not
alter the 3-year conversion rate except among persons
carrying the APOE-e4 allele, for whom the benefits
were maintained over the full 3 years of the trial. APOE
carrier status had no impact on results with vitamin E.
The occurrence of adverse events with donepezil and
vitamin E was generally comparable to that previously
reported with these agents in Alzheimer patients, as was
mortality during the period of treatment. This study is
among the first to suggest that rate of development of
dementia in patients with MCI can be altered by a med-
ical intervention, in this case by administration of an
acetylcholinesterase inhibitor.

■■ COMMENTARY
There are several noteworthy findings in this

ADCS study. The observed 16% annual conversion
rate from MCI to AD validates predictions for
patients meeting Petersen’s criteria for amnestic
MCI. This illustrates that it is possible to identify
persons with a relatively high likelihood of develop-
ing Alzheimer’s in the next 3-5 years by careful
patient selection. While this may make amnestic
MCI a good construct for future AD prevention tri-
als, patients meeting these criteria represent only a
very small percentage of the total population, and it
is likely to be challenging for physicians to identify
such individuals in routine clinical practice.

Vitamin E has been used in the treatment of AD
since a previous ADCS study suggested that high
doses (2000 I.U./day) could forestall the develop-
ment of major impairments in patients with sympto-
matic AD. This reported benefit of Vitamin E has
not been subsequently confirmed, and the failure of
Vitamin E to slow progression of MCI to AD is a
blow to those who advocate anti-oxidant treatment
for AD. A recent meta-analysis found that vitamin
E doses in excess of 400 IU per day were associated
with increased morbidity, bringing into question the
wisdom of administering 5x higher doses to elderly
AD patients.

The effects of donepezil on progression of AD in
the study cohort as a whole reached statistical signifi-
cance in the first year only, which is comparable to
the period of time in which AD patients responding to

this agent experience improvement of their cognitive
decline above baseline. It is, therefore, not possible to
say on the basis of this trial whether donepezil exerts
a true protective effect against AD or simply delays a
formal AD diagnosis by virtue of symptomatic bene-
fits that maintain cognitive status above the cutoff for
dementia. The possibility that donepezil and other
acetylcholinesterase inhibitors exert neuroprotective
effects is currently under study in light of recent find-
ings that rate of hippocampal and cortical atrophy
may be slowed by these agents.

The results were more dramatic among MCI
patients with the APOE-4 allele, who were a third
less likely to develop AD over 3 years with
donepezil treatment than those receiving placebo.
The rate of progression to AD was considerably
higher among 4 carriers, with 76% of those who
converted to AD during the trial possessing at least
one APOE-4 allele. While the possibility of an
interaction between APOE and cholinesterase treat-
ment cannot be ruled out, the more likely explana-
tion for the observed risk reduction is that MCI
patients who are APOE-4 carriers are more likely to
progress to AD in the time span of the trial, provid-
ing a better signal for observing the benefits of
cholinesterase inhibition.

Since the primary outcome measure of this trial
was negative, further studies will be needed before
evidenced-based treatment of MCI can be carried
out. However, this trial demonstrates that progres-
sion from mild impairment to frank dementia need
not be considered inexorable, and its rate may be
altered by available treatments.  ■

Pharmacology Update
Pramlintide Acetate 
Injection (Symlin®)

By William T. Elliott, MD, FACP, and
James Chan, PharmD, PhD
Dr. Elliott is Chair, Formulary Committee, Northern California
Kaiser Permanente; Associate Clinical Professor of Medicine, Uni-
versity of California, San Francisco; Dr. Chan is Pharmacy Quality
and Outcomes Manager, Kaiser Permanente, Oakland, CA.

Drs. Chan and Elliott report no financial relationships to this field of study. 

Asynthetic analog of human amylin has been
approved for the treatment of type 1 and type 2

diabetics. 
Pramlintide is a 37-amino acid peptide which differs
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from human amylin with substitution of three amino
acids at positions 25, 28, and 29. It represents the first of
a new class of “amylinomimetic” antidiabetic com-
pounds. It is marketed by Amylin Pharmaceuticals, Inc
as Symlin®.

Indications
Pramlintide is approved for the treatment of type 1

diabetics who have failed to achieve desired glucose
control despite optimal insulin therapy. It is also
approved for type 2 diabetics who have failed to achieve
glucose control despite optimal insulin therapy, with or
without a concurrent sulfonylurea or motorman.1

Dosage
For type 1 diabetes, the initial dose is 15 µg given

subcutaneously immediately before major meals. The
dose may be titrated at 15 µg increments to a mainte-
nance dose of 30 µg or 60 µg. 

For type 2 diabetics, the initial dose is 60 µg immedi-
ately before major meals and may be increased to 120
µg. Short or rapid acting insulin should be reduced by
about 50% and blood glucose should be monitored pre
and post meals and at bedtime.1 Once the target dose of
pramlintide has been established, insulin dose should be
adjusted to optimized glycolic control.

Pramlintide is supplied as a 5 mL vial containing 50
60 µg doses.

Potential Advantages
Pramlintide provides a drug with a different mecha-

nism of action for the management of both type 1 and
type 2 diabetes. Weight loss has been reported with
treatment.2-5

Potential Disadvantages
Pramlintide must be given in multiple injections each

day. Severe hypoglycemia has been reported, particular-
ly in type 1 diabetics. Improvement in glycemic control
(ie, HbA1c) is modest and the benefit appears to decline
over time following maximum response at 13 weeks.2-4

The most frequent adverse event is nausea. The cost of
pramlintide is $90 to $180 per month. 

Comments
Amylin is a peptide hormone co-secreted with insulin

from the pancreatic beta cells. Its actions include inhibi-
tion of glucagon secretion, delay of gastric emptying,
and reducing satiety.2 Pramlintide is an analog of amylin
that can be administered subcutaneously with similar
physiological effects.3 In clinical studies, pramlintide
reduced HbA1c by a placebo subtracted difference of

0.4% at 6 months in type 2 patients and 0.33% in type 1
patients .1 The greatest improvement was observed at 13
weeks with decreases in improvement over time.2,4 A
similar pattern of weight loss was also observed.
Changes in weight of -0.3 to -0.6 for type 1 patients and
-0.5 to -1.4 for type 2 patients were observed in 1-year
clinical trials.2-5 Weight reduction was greater in over-
weight and obese patients. Postprandial glucose lower-
ing with pramlintide has been associated with reduction
in postprandial oxidative stress.6 Pramlintide costs $1.60
per 60 µg dose. 

Severe hypoglycemia has been associated with con-
comitant insulin use especially in type 1 patients. It is
generally seen within the 3 hours after injection. Nau-
sea is a common adverse event and again more preva-
lent in type 1 patients.3 This appears to be dose depen-
dent and attenuates over time. 

Clinical Implications  
Pramlintide is yet another drug with a new mechanism

of action for the treatment of diabetes. It is recommended
for use with insulin. In the clinical studies, the dose of
insulin is fixed or little adjustment permitted. Thus it is
difficult to assess the benefit of pramlintide in a more real
life setting where patients are encouraged to adjust their
insulin doses. Given the rather modest improvement in
HbA1c and the risk of severe hypoglycemia the role of
this new drug remains to be determined.   ■
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CME Questions
1. Which of the following options seems to be most appropriate

for the management of chronic HBV infection?
a. Initial therapy with adefovir
b. Long-term treatment with lamivudine monotherapy 
c. Interferon followed by use of lamivudine or adefovir
d. Interferon monotherapy or treatment of lamivudine failures with

adefovir
e. No therapy at all (observation only)

2. Treatment of HIV-infected patients for active tuberculosis is
similar to non-HIV infected patients except for:
a. HIV-infected patients should not be treated with once weekly

drugs during the continuation phase.
b. The continuation phase should be extended to 10 months.
c. HIV infected persons with CD4 cell counts below 500 should

not be treated with rifampin.
d. Ethambutol is not necessary during the initiation phase since

antiretroviral therapies are active against tuberculosis.
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White-Coat HTN

White-coat hypertension
(WC-HTN) is defined as elevated

blood pressure (BP) when measured in
the clinical office setting, which is not
confirmed in other settings, eg, home
BP monitoring or ambulatory BP moni-
toring (ABPM). To date, most evidence
suggests that WC-HTN, unless associ-
ated with target-organ damage, does not
require pharmacologic intervention.
WC-HTN is perhaps simplistically
attributed to the catecholamine impact
some persons experience when visiting
a clinician’s office, however this attri-
bution is imperfect, since it is likely that
many, if not most persons have some
catechol exaggeration attendant to
physician visits. It is poorly established
whether WC-HTN patients actually dif-
fer from patients with essential HTN as
far as activity of the autonomic nervous
system goes. Autonomic regulation is
commonly measured by assessment of
heart rate variability (HRV). An earlier
small study of HRV had discerned that
WC-HTN does not share the same auto-
nomic imbalance as HTN, supporting
the hypothesis that WC-HTN may be
more ‘benign’ than HTN. 

Neumann et al studied a population
of untreated adult men (n = 120) who
had undergone ABPM as well as clinic
BP measurement and were then classi-
fied as either hypertensive, normoten-
sive, or WC-HTN. HRV was used to
assess cardiac autonomic status. 

Calculating HRV requires a complex
formula called spectral analysis, which
can be used to assess sympathetic activi-
ty, parasympathetic activity, and the
ratio of the two. HTN is characterized by
increased sympathetic tone, decreased
parasympathetic tone, and a correspond-
ing increased sympathetic/parasympa-
thetic ratio.

In this study, WC-HTN subjects
demonstrated lowered parasympathetic
tone and an increased
sympathetic/parasympathetic ratio.

These data will provide fuel for the con-
tinued controversy over whether WC-
HTN is truly a benign disorder.   ■

Neumann SA, et al. Am J Hypertens.
2005;18(5 pt. 1):584-588.

Make Diabetics Walk

No clinician doubts that exer-
cise is beneficial to patients, and

that lack of exercise contributes directly
to a diverse array of consequences.
Amongst diabetics, vascular end points
remain the most burdensome of all
medical maladies. Despite the common
wisdom of exercise’s benefits, there is
insufficient data to confirm and quantify
the impact of exercise upon outcomes in
diabetic patients, and hence establish
therapeutic exercise goals.

Di Loreto and colleagues studied a
population of adult type 2 diabetics
(DM2) in Italy. Subjects (n = 179) did
not differ in weekly exercise energy
expenditure at baseline, and all were
given personal instruction about the
importance of  regular physical activity.
The exercise target was at least 10 meta-
bolic equivalents (METs)/h/week
achieved through moderate intensity
exercise (3-6 METS); this is approxi-
mately equivalent to current recommen-
dations which suggest at least 30 minutes
of moderate intensity activity most days
of the week. At 2 years, subjects had
varying levels of compliance with their
encouragement to engage in exercise,
allowing for their stratification into 6 lev-
els, ranging from no increase from base-
line in weekly activity to 37.5
METs/h/week increase.

As you probably anticipated, the 2
lowest tiers (minimum change in activi-
ty) enjoyed no favorable changes in BP,
lipids, or Framingham CHD risk score,
but the other groups did. There was a
linear relationship between incremental
increase in activity and favorable effects
upon cardiovascular risk factors. Addi-

tionally, per capita health expenditures
amongst those who became more physi-
cally active were substantially less than
sedentary folks. Post-hoc analysis
showed that the threshold for impacting
cardiovascular risk factors was 10
METs/hr/week or greater. Maximum
benefit was seen at 27 METs/hr/week,
which corresponds to a 3-mile daily
walk (either 1 hour/day at 3 mph or 45
minutes/day at 4 mph).   ■

Di Loreto C, et al. Diabetes Care.
2005;28:1295-1302.

Treatment of 
Complicated Grief

Complicated grief is not a specific
diagnosis listed in the DSM-IV.

Nonetheless, clinicians are commonly
faced with patients who suffer grief syn-
dromes that do not follow a typical course
of recovery, which might be termed com-
plicated grief. When assessed 6 months
or more after an important loss (eg, death
of a spouse), it has 4 primary characteris-
tics: disbelief that the death has actually
occurred, anger/bitterness, recurrent
episodes of painful emotions, and preoc-
cupation by thoughts of the loved one’s
death. Complicated grief is in some ways
similar to post-traumatic stress disorder.

Complicated grief treatment (CGT)
was compared to traditional interper-
sonal psychotherapy (IPT) in a study
of 95 men and women. CGT consisted
of cognitive-behavioral therapy-based
techniques that are often used in man-
agement of PTSD trauma-related
symptoms in combination with IPT, vs
IPT alone.

Both interventions provided symp-
tom improvement over a 19-week
study period. CGT was superior to IPT
both in number of responders (51% vs
28%) and time to response.   ■

Shear K, et al. JAMA. 2005;293:
2601-2608.

Clinical Briefs
By Louis Kuritzky, MD
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In Future Issues: Noninvasive Coronary Angiography with MSCT

Clinical Scenario: The lead II rhythm strip seen in
the Figure shows an underlying sinus rhythm and 3
PVCs (premature ventricular contractions). Or does it?
Why do P waves precede the PVCs seen here? 

Interpretation/Answer: Beats #4, 6, and 8 in this
tracing are in fact PVCs. Because they occur late in
the cycle, they are sometimes referred to as end-dias-
tolic PVCs. Underlying atrial activity continues in the
form of fairly regular upright P waves at a rate of
about 85/minute. The fact that P waves continue at
their underlying rate undisturbed by the 3 widened
beats is further support that these widened beats must
be arising from some other site, namely the ventricles.
Note further that each of the PVCs in this tracing
looks a little different from the other two PVCs. The

first PVC (beat #4) is clearly the widest complex. The
other 2 PVCs are fusion beats. Beat #8 is the least
wide of the PVCs. Note that the PR interval preceding
this last PVC is a little longer than the PR interval pre-
ceding the other two PVCs. This is because there is
partial conduction from this preceding P wave simul-
taneous with the ventricular initiated complex. The
easiest way to think of what happens with fusion beats
is to imagine what the “children” of a marriage
between the pure PVC (beat #4) and a normal sinus
beat might look like. Clinically, the significance of
recognizing the presence of fusion beats is that it
proves the presence of a ventricular origin for one of
the impulses since two supraventricular beats cannot
be occurring simultaneously.    ■

ECG Review

By Ken Grauer, MD

Why P’s Before PVCs?

Figure. Lead II rhythm strip obtained from a patient with ischemic cardiomyopathy.



Rifamixin, a nonabsorbed oral antibiotic,
is effective for preventing traveler's diar-
rhea, according to  new research. The

study was done in 210 US students traveling to
Guadalajara, Mexico.  They were randomized
to receive rifamixin 200 mg once a day, 200 mg
twice daily, 200 mg 3 times a day, or placebo
for 2 weeks.  Rifamixin effectively prevented
traveler’s diarrhea for all doses. Overall, trav-
eler’s diarrhea developed in 14.74% of partici-
pants taking rifamixin and 53.70% of those
taking placebo (rate ratio 0.27 [95% CI, 0.17 to
0.43]).  All doses of rifamixin were superior to
placebo in preventing diarrhea. In test subjects
who did not report traveler’s diarrhea,
rifamixin significantly reduced the occurrence
of mild diarrhea (P = .02) and moderate and
severe intestinal problems, including pain and
cramps (P = .009) and excessive gas (P = .02).
Adverse reactions with rifamixin were compa-
rable to placebo, and minimal change in col-
iform flora was found during rifamixin
therapy.  The authors conclude that rifamixin
effectively prevents traveler’s diarrhea in
Mexico, with minimal changes in fecal flora.
They also suggest that further studies should
be performed to evaluate whether the drug is
effective in preventing diarrhea in other areas
of the world where E. coli is not the major
pathogen, and whether  rifamixin is effective
in preventing postinfectious irritable bowel
syndrome (Ann Int Med. 2005;142:805-812).
The accompanying editorial suggests that
rifamixin may not be appropriate for prophy-
laxis of all travelers, but rather selected
patients at risk, and that rapid and judicious

treatment of diarrhea is best recommended for
most travelers (Ann Int Med. 2005;142:861-862).
Rifamixin is currently only approved for the
treatment of travelers diarrhea caused by E.
coli.  The drug is manufactured by Salix phar-
maceuticals and marketed under the trade
name Xifaxan.

Erectile Dysfunction and Visual Disturbance
Sildenafil (Viagra), Pfizer's blockbuster erec-

tile dysfunction drug, has been implicated
along with tadalafil (Cialis) and vardenafil
(Levitra) in causing a relatively uncommon
form of visual disturbance known as nonar-
teritic anterior ischemic optic neuropathy
(NAION).  The first reports of the relationship
were published in March of this year. An oph-
thalmologist at the University of Minnesota
noticed 7 patients in his practice who devel-
oped NAION within 36 hours after taking
sildenafil (J Neuroophthalmol. 2005;25:9-13).
Since that time, the FDA has received a total of
38 reported cases associated with sildenafil, 4
with tadalafil, and 1 with vardenafil.  Pfizer is
countering that review of 103 clinical trials
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involving over 13,000 patients. They say they
found no reports of NAION and that there is
no evidence that NAION occurs more fre-
quently in men taking sildenafil than in men of
similar age and health who did not take the
drug.  And while it is true that the risk factors
for erectile dysfunction and NAION are simi-
lar and include hypertension and diabetes, the
FDA may still require labeling changes for all 3
drugs, listing NAION as a possible risk.
NAION results in loss of vision in parts of the
visual field that are usually permanent. The
FDA is continuing to evaluate the situation,
and notes that there is no direct evidence relat-
ing erectile dysfunction drugs to NAION, but
warns that patients who notice visual changes
after taking one of these medications should
report it to their physician immediately.

Mixed News on Statins
Good news and bad news about statins.

First the good. It appears that statins are associ-
ated with a significant reduction in the risk of
colorectal cancer.  A population-based, case-
control study from northern Israel of 1953
patients with colorectal cancer and 2015
matched controls, reviewed whether use of a
statin between 1998 and 2004 reduced the risk
of colorectal cancer.  In comparison to patients
who did not use statins, statin use was associ-
ated with a significantly reduced relative risk
of colorectal cancer (odds ratio, 0.50; 95% CI,
0.40-0.63).  This relationship remained signifi-
cant after adjustment for aspirin use, NSAID
use, physical activity, hypercholesterolemia,
family history of colorectal cancer, ethnic
group, and diet (odds ratio 0.53; 95% CI, 0.38-
0.74) resulted in a 47% relative reduction in the
risk of colorectal cancer. The authors admit that
the absolute risk reduction is likely to be small,
and further studies are needed (N Engl J Med.
2005;352:2184-2192). An accompanying edito-
rial suggests it is too early to recommend
statins as chemoprotective agents against can-
cer, but notes there is biologic plausibility to
their use in this role. There is also the sugges-
tion that statins may target many diseases of
aging including osteoporosis and dementia, as
well as cardiovascular disease by similar mech-
anisms (N Engl J Med. 2005;352:2238-2239).

Bad news for rosuvastatin (Crestor),
AstraZeneca's high-potency statin. The drug has
been under scrutiny after related reports of high
rates of toxicity in premarketing and some post-

marketing studies, compared with other statins.
The drug has been a favorite target of the watch-
dog group Public Citizen, which has petitioned the
FDA to withdraw rosuvastatin from the market.
Now a report in the May 23rd online version of
Circulation confirms a higher level of adverse
events associated with the drug. Researchers from
Tufts University reviewed all rosuvastatin related
adverse events reported to the FDA in the drug's
first year of marketing. Higher rates of rhabdomy-
olysis, proteinuria, nephropathy, and renal failure
were seen with rosuvastatin, when compared with
atorvastatin (P < 0.001) , simvastatin (P < 0.001),
and pravastatin (P < 0.001). Adverse events gener-
ally occurred early in the course of treatment and
at recommended doses. The authors conclude that
there are safety concerns associated with rosuvas-
tain, and that healthcare providers should con-
sider other statins as first-line therapy. 

FDA Actions
Pegasys, Roche's pegylated interferon, has

been approved for the treatment of chronic
hepatitis B infections, including both HBeAg-
positive and HBeAg-negative disease. The drug
was previously approved for the treatment of
chronic hepatitis C. 

Infliximab (Remicade) is approved for the
treatment of psoriatic arthritis affecting at least
5 joints. The biologic agent is a monoclonal
antibody that targets tumor necrosis factor
alpha. It is also approved for ankylosing
spondylitis, Crohn's disease, and rheumatoid
arthritis.

Pfizer has received approval to market silde-
nafil citrate for the treatment of pulmonary arte-
rial hypertension. Sildenfil, which is the active
ingredient in Viagra, will be marketed under the
trade name Revatio, in a 20 mg tablet that looks
different from Viagra tablets to avoid confusion.
Sildenafil as Revatio is dosed 3 times a day.

The FDA has approved an extended-release
form of dexmethylphenidate for the treatment
of attention deficit, hyperactivity disorder. The
once daily formulation is approved for adults,
adolescents, and children. It will be marketed
as Focalin XR by Novartis Pharmaceuticals.

Canadian drug maker Depomed has
received approval to market a once a day form
of metformin for the treatment of type 2 dia-
betes. Glumetza will be marketed in 500 and
1000 mg doses. The formulation employs the
company’s Gastric Retention technology that
slows transit and controls drug delivery.   ■
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