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Synopsis: Erectile dysfunction is common among US males
and associated with poor lifestyle habits and the metabolic

syndrome.

Source: Selvin E, et al. Prevalence and risk factors for erectile dysfunc-
tion in the US. Am J Med. 2007;120:151-157.

Using data from the 2001-2002 National Health and
Nutrition Examination Survey (NHANES), Selvin and col-

leagues analyzed the responses of men over 20 years of age
about their experiences with erectile dysfunction (ED). This
national, cross-sectional sub-sample of 2126 non-institutional-
ized men was further divided into men over 40 years to examine
the role of cardiovascular risk factors. Men with a history of
prostate cancer were excluded from this analysis, because of the
known adverse effects on male sexual function that cancer treat-
ment can cause. ED was defined as “sometimes able” or “never
able” to attain and maintain an erection. NHANES gathers the
usual demographic data. The subjects also reported their history
of cardiovascular disease (CVD), benign prostatic hypertrophy
(BPH), prostate cancer, and physical activity. For men older than
20 years old, the overall prevalence of ED was 18.4% (approxi-
mately 18 million men). The prevalence increased with age
(5.1% for 20-39 years olds, 14.8% for 40-59 years olds, 43.8%
for 60-69 years old, and 70.2% for 70 years and older). Age-
adjusted rates of ED for selected cardiovascular risk factors and
prostate disease are listed in Table 1 (see following page).
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Conversely, ED is a risk factor for several diseases.
For instance, diabetes was present in 30.9% of men with
ED, but only 9.4% of men with no ED. In age-adjusted

multivariate analysis, less than a high school education,
current smoking status, BMI > 30, treated hypertension,
diabetes, CVD history, and BPH history were all signifi-
cantly associated with ED.

■ COMMENTARY
Ignoring the role of libido for the moment, getting an

erection is a matter of hydraulics and the electricochemi-
cal system controlling the opening and closing of valves.
Anything that disrupts blood flow or damages the neural
system will cause ED. Most of the associations noted in
this study are biologically plausible, and the root causes
are vascular disease, secondary to smoking or the meta-
bolic syndrome, and neuropathy (eg, diabetic) or
mechanical nerve disruption (eg, radical prostatectomy).
Age is certainly a factor, but may, in part, represent the
time needed for repeated insults to accumulate. The
authors did not report the incidence of ED associated
with normal blood pressure, but the numbers for treated
hypertension are high, and probably contribute to non-
compliance with antihypertensive medications. The
association with education is probably a marker for
healthy behavior. The association with smoking is espe-
cially ironic, reminding me of the old vaudeville joke.
“Do you smoke after sex?” “I don’t know. I’ve never
looked.” Ba-da-bing!

This study’s strengths are its large sample size and
meticulous methodology. Its weakness is much of the
data is self-reported. Its findings are similar to others. In
a study of Canadian primary care patients, ED was diag-
nosed in 49.4% of men, but ED was defined differently
from the current report. In this study, CVD and DM were
also associated with ED, along with an increasing 10-
year Framingham coronary risk score and fasting hyper-
glycemia. The Health Professionals Follow-up Study
reported a prevalence of 33% with associations with
obesity, smoking, sedentary lifestyle, alcohol consump-
tion, and television viewing time. These may be more
than mere associations; there is evidence to support
lifestyle changes to prevent ED, including adherence to a
Mediterranean diet and exercise.

ED is important in and of itself, because of the dis-
stress it can cause a man and his partner. Importantly, it
is a marker for serious and life-threatening diseases. We
owe it to our patients to ask about ED and investigate the
possible associations when we find it. Similarly, when
we see men who have the metabolic syndrome or who
smoke, we should ask about ED. If I were an obese, dia-
betic, hypertensive, 2-pack-a-day, couch potato, high
school dropout who was having trouble “down there,” I
might look at these numbers and say, “Doc, I’m ready to
lose weight, quit smoking, get my GED, and start an
exercise program, but let’s worry about my high blood
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Table 1
Condition Prevalence of ED

Never smoker 13.6%

Former smoker 19.1%

Current smoker 21.1%

Hypertension, untreated 15.1%

Hypertension, treated 27.7%

Diabetes mellitus 38.6%

Body mass index > 30 20.3%

Vigorous physical activity 12.6%

Moderate physical activity 17.2%

No physical activity 23.3%

History CVD 24.7%

History BPH 19.6%

History prostate cancer 70.2%
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pressure later.” Of course, my physician, being a student
of statistics, would point out to me that these are associ-
ations and do not prove cause and effect, but, hey, if
you’re that motivated, let’s get going! Or, more likely,
I’d ask for a sample of Viagra. Medication is easy;
lifestyle change is not.  ■
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Synopsis: Diabetic gastroparesis, delayed gastric
emptying associated with diabetes mellitus, may
occur in more than 10% of diabetic patients and can
be severely symptomatic and refractory to manage-
ment.

Source: Camilleri, M. The New England Journal of Medicine.
2007;356:820-829.

Gastroparesis is defined as delayed gastric
emptying in the absence of any mechanical gastric

outlet obstruction. Although potentially associated with
a number of medical conditions other than diabetes mel-
litus (DM), diabetes is probably the most common
comorbidity. Most diabetics with gastroparesis have had

DM for 10 years or more, and they often have other neu-
ropathy, nephropathy, and diabetic ophthalmic manifes-
tations. Oddly enough, chronic diabetic gastroparesis is
often nonprogressive and does not seem to alter mortali-
ty. Common symptoms of gastroparesis include nausea,
vomiting, and early satiety. Daily vomiting is unusual
unless gastroparesis is extremely severe.

The physiology of the normal stomach involves rapid
emptying of non-caloric liquids, slower emptying of
progressively more nutrient rich liquids, and much slow-
er gastric emptying of churned and triturated solids.
Gastroparesis in DM seems largely related to vagal neu-
ropathy. Also, even in the presence of normal vagal
function, hyperglycemia can lead to slowed gastric emp-
tying. Differential diagnosis of gastroparesis includes
peptic ulcer disease (including NSAID-related), malig-
nant gastric obstruction, and the functional rumination
syndrome (chronic effortless regurgitation of food).
Physical examination of patients with diabetic gastro-
paresis tends to reveal peripheral and autonomic neu-
ropathy (eg, pupils reactive to accommodation and not
to light), and there may be an abdominal succussion
splash. Barium studies or endoscopy will demonstrate
food in the stomach after 12 hours of fasting. Scinti-
graphic measurement of gastric emptying is the gold
standard for diagnosis of gastroparesis. Treatment
should begin with an attempt to regulate blood sugar
levels. Physicians should try to eliminate medications
likely to exacerbate poor gastric function such as calci-
um channel blockers, anticholinergic drugs of all sorts,
and clonidine. Prokinetic agents that may help in the
management of diabetic gastroparesis include metoclo-
pramide, cisapride, domperidone, and erythromycin.
Nonspecific antiemetics may help relieve symptoms,
and it is suggested that inexpensive dimenhydrinate and
meclizine should be tried first. Phenothiazines may be
useful. 5-HT3 antagonists have not been formally stud-
ied but may be helpful. If pain is present, low dose anti-
depressants or pregabalin (a drug approved for diabetic
neuropathic pain) might help. If severe weight loss is
present, enteral nutrition can be considered. Gastrosto-
my or jejunostomy may occasionally be warranted.
Some patients have received laparoscopically placed
electrodes designed to provide continuous gastric elec-
trical stimulation. Although gastric electrode stimulation
doesn’t seem to alter gastric emptying, gastroparetic
symptoms may be partially relieved.

■ COMMENTARY
Diabetic gastroparesis can be tremendously disabling,

and many of these patients seem not to respond to any
intervention. Dr. Camilleri, a world expert in this area, rec-
ommends endoscopy to rule out obstruction, confirmation
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of diagnosis by gastric emptying studies using scintigra-
phy, and step-up therapy beginning with metoclopramide
and antiemetics. If all else fails, he believe that successful
nasojejunal feeding should precede endoscopic jejunosto-
my. Although it is hard to argue with Dr. Camilleri’s
expertise and experience, I would recommend that meto-
clopramide should never be initiated without informed
consent since this drug may lead to permanent tardive
dyskinesia (and lawsuits). It is difficult to get access to cis-
apride in the United States although it remains available on
a compassionate use basis here and is still sold elsewhere
(eg, Mexico). Domperidone, potentially less noxious than
metoclopramide, can be obtained in a number of countries
including Canada. Dr. Richard McCallum and his col-
leagues in Kansas City have considerable experience with
the Medtronic gastric electrode stimulation devices.1 ■
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Synopsis: Using a large pharmacy data base, Irish
investigators tracked Tamoxifen use and calculated pre-
scription adherence. By 3.5 years after initial dose,
approximately 1/3 of patients had discontinued use.
These findings are more dramatic than those observed
for women receiving tamoxifen on clinical trial, suggest-
ing the prevalence of non-adherence might be greater in
the community than in academic settings.

Source: Barron TI, et al. Early discontinuation of tamoxifen:
a lesson for oncologists. Cancer. 2007;109:832-839.

It has been well established that a minimum
of five years of tamoxifen therapy is optimal for

preventing breast cancer recurrence and mortality in
women who have been found to be appropriate candi-
dates for hormonal therapy. Previous studies have
shown a relative risk reduction in breast cancer recur-

rence and mortality by 46 and 26 percent respectively
in those patients who receive the full 5 year course of
adjuvant tamoxifen therapy.1 Yet, it is also clear that
not all women complete the prescribed course. In the
past, rates of tamoxifen nonpersistence have been
reported from clinical trial data. These rates likely
underestimate the true discontinuation rates in the
community as patients who enter clinical trials usual-
ly are more motivated to adhere to prescribed treat-
ment regimens.

The current study uses objective methods to evalu-
ate tamoxifen persistence in patients who are not
enrolled in clinical trials. The Irish Health Services
Executive Primary Care Reimbursement Services
(HSE-PCRS) pharmacy provided the database for the
study population. HSE-PCRS provides free medical
care and medications to approximately 33 percent of
the total population of Ireland. Prescription refill
data were available for 2816 women who were pre-
scribed tamoxifen for breast cancer between 2000
and 2005 and the study population was identified to
include 2816 women over the age of 35 who received
initial hormonal therapy with tamoxifen between
January 2001 and January 2004. The nonpersistence
rates were found to be 11.1% at 30 days, 14.5% at 90
days, 22.1% at 1 year, 28.4 % at 2 years, and 35.2%
at 3.5 years.

Univariate and adjusted models were used to evaluate
for potential predictors of nonpersistence. Age greater
than 75 years, the use of antidepressants in the year prior
to tamoxifen therapy, and the presence of Parkinson’s
disease or dementia wereeach shown to have correlation
with treatment non-compliance.

■ COMMENTARY
These are fairly shocking results. The observed

nonpersistence rate of 35.2% at 3.5 years is higher
than the 5 year rates seen in self reported studies of
persistence (31%)2 and in clinical trials of adjuvant
tamoxifen.3, 4 Thus, more than 1/3 of community
patients had discontinued the drug by 3 years of an
intended 5 year course. The number is certainly high-
er than expected and more than reported from clini-
cal trials. Yet, it is likely to reflect what is happening
in the community setting in which the great majority
of breast cancer is treated. 

Clinicians should take note, make an effort to
determine prescription adherence, and develop
strategies to enhance compliance. One likely factor
is the coexistence of clinical depression and its
effect on drug compliance and to the extent that this
can be effectively treated, tamoxifen compliance
and breast cancer outcomes may follow suit. Addi-
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tional studies are needed to identify other modifi-
able factors contributing to lack of adherence of
tamoxifen, and presumably other oral chemothera-
pies.  ■
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Introduction

The FDA has approved aliskiren, the first of a
new class of antihypertensive drugs, the oral renin

inhibitors. Aliskiren, which is approved for the treat-
ment of hypertension, will be marketed by Novartis
pharmaceuticals as Tekturna.

Indications
Aliskiren is indicated for the treatment of hyperten-

sion either as monotherapy or in combination with other
antihypertensive agents.1

Dosage
The recommended starting dose is 150 mg once daily.

The dose may be increased to 300 mg daily. Dosage
adjustment is not needed for the elderly or patients with
mild-to-severe renal or hepatic insufficiency. Patients
should be consistent in taking the drug with regard to
meals.1

Potential Advantages
Aliskiren provides a new site of action on the renin-

angiotensin system (RAS). Unlike angiotensin convert-
ing enzyme inhibitors (ACEIs) aliskiren does not inhibit
the inactivation of bradykinin that may be responsible
for its side effects including cough. In contrast to ACEIs
and ARBs, angiotensin I, angiotensin II, and plasma
renin activity are reduced with aliskiren.2

Potential Disadvantages
Aliskiren produces dose-related gastrointestinal side

effects that are more frequent in women or the elderly
(65 years).1 It is poorly absorbed (bioavailability about
2.5%) and a high fat meal significantly reduces bioavail-
ability. Long term safety and effectiveness have not been
established. Aliskiren is metabolized by CYP3A4 and
atorvastatin increases and irbesartan reduces its bioavail-
ability by about 50%.1

Comments
Renin, produced by the juxtaglomerular apparatus of

the kidneys, converts angiotensinogen to angiotensin I.
Angiotensin I, in turn, is activated to angiotension II by
angiotensin converting enzyme. Angiotensin II exerts its
action by binding to the angiotensin II receptors result-
ing in increase sympathetic tone and aldosterone
release.2 The efficacy of aliskiren was shown in 6 ran-
domized, double-blind, placebo-controlled, 8-week tri-
als in patients with mild-to-moderate hypertension.1,3 In
5 studies at 150 mg per day, the placebo-subtracted
DBP/SBP reductions were 5.9/4.5, 6.1/2.9, 2.1/1.7,
4.8/2.0, and 9.3/5.4. At 300 mg per day in 6 studies
reductions were 11.2/7.5, 10.5/5.4, 5.1/3.7,8.3/3.3,
10.9/6.2, and 8.4/4.9. At 150 mg, effectiveness was sim-
ilar to irbesartan 150 mg and 300 mg was more effec-
tive.3 The combination of aliskiren with hydrochloroth-
iazide or ramipril provided additional blood pressure
reduction but the combination with valsartan or irbesar-
tan was less conclusive.1,4,5,6 As with ACEIs and ARBs,
it is less effective in black patients and should not be
used during pregnancy.1 Aliskiren is well tolerated; diar-
rhea is the most common side effect (2% vs 1% with
placebo). The frequency of cough is slightly greater than
with placebo (1% vs 0.6%) and angioedema has been
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reported.1 The wholesale cost for a 30-day supply is $56
(150 mg) and $74 (300 mg). The cost for a generic
lisinopril (10 mg to 40 mg) ranges from $4 to $8 for 30
days.

Clinical Implications
The RAS plays a key role in the pathogenesis of

hypertension, cardiovascular, and renal disease.
Aliskiren, the first renin inhibitor to be approved, offers
a new mechanism of action. However, ACEIs and ARBs
should continue to be the mainstay of therapy due to
their vast clinic experience. Renin inhibitors may be
suitable for patients with high renin activity (eg, young
whites) or in patients using drugs that elevate renin
activity.2 ■
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CME/CNE Questions
17. Erectile dysfunction is associated with all of the following,

except:
a. vigorous exercise.
b. obesity.
c. diabetes.
d. smoking.
e. history of prostate cancer.

18. Diabetic gastroparesis is associated with:
a. poor glycemic control
b. peripheral neuropathy
c. autonomic neuropathy
d. retinopathy
e. all of the above

CME Objectives
The objectives of Internal Medicine Alert are:
• to describe new findings in differential 

diagnosis and treatment of various diseases;
• to describe controversies, advantages, and 

disadvantages of those advances;
• to describe cost-effective treatment regimens; 
• to describe the pros and cons of new screening 

procedures. 

To reproduce any part of this newsletter for
promotional purposes, please contact:
Stephen Vance
Phone: (800) 688-2421, ext. 5511
Fax: (800) 284-3291
Email: stephen.vance@ahcmedia.com
Address: AHC Media LLC

3525 Piedmont Road, Bldg. 6, Ste. 400
Atlanta, GA 30305 USA

To reproduce any part of AHC newsletters for
educational purposes, please contact:
The Copyright Clearance Center for permission
Email: info@copyright.com
Website: www.copyright.com
Phone: (978) 750-8400
Fax: (978) 646-8600
Address: Copyright Clearance Center

222 Rosewood Drive
Danvers, MA 01923 USA

Answers:17 (a); 18 (e)

On-line bonus book 
for IMA subscribers

Readers of Internal Medicine Alert who recently
have subscribed or renewed their previous

subscriptions have a free gift waiting — The 2007
Healthcare Salary Survey & Career Guide.

The report examines salary trends and other com-
pensation in the hospital, outpatient, and home health
industries.

For access to your free 2006 on-line bonus
report, visit www.ahcmedia.com. ■



Internal Medicine Alert 55

Treatment of
Periodontitis and
Endothelial Function

That there is a link between
inflammation and atherosclerosis

is no longer in dispute. Whether modu-
lation of inflammation might change
the process of atherosclerosis, or even
better, reduce vascular endpoints,
remains a challenging question. To
date, efforts to reduce inflammation by
means of anti-oxidants, reduction of
homocysteine or antibiotics have not
proven to favorably alter the course of
vasculopathy.

Periodontitis (PDT) is a common
inflammatory process often seen at
midlife and beyond, and observational
studies indicate an association with
endothelial dysfunction, atherosclero-
sis, and cardiovascular endpoints. PDT
merits treatment in its own right, and its
treatment might reduce the systemic
and hence vascular—burden of infla-
mation. 

A single-blind randomized trial
was performed to compare the impact
of intensive periodontal disease treat-
ment (i-PDT) vs community-based
treatment (c-PDT) as a control. All
patients had severe PDT.

At six months, the group which
received i-PDT showed significantly
greater flow-mediated brachial artery
dilation (indicative of improved
endothelial function) than the control
group. 

PDT is associated with elevated
CRP, fibrinogen, and cytokine levels.
This data suggests that skillful inten-
sive management of PDT may pro-
duce benefits beyond improved oral
hygiene.   ■

Tonetti MS, et al. N Engl J Med
2007;356:911-920.

Does Cost-Conscious
Prescribing Hamper
Clinical Outcomes?

Limited resources require skill-
ful utilization of the most cost-effec-

tive resources that will achieve desired
clinical outcomes. Policies in the UK
have recently put greater focus on the
opportunities to achieve similar out-
comes with less expensive medications.
Whenever medications are switched,
even when a “class effect” is anticipated,
clinicians would like to be assured that
there is no cost-efficacy trade-off.

The National Health Service Primary
Care Practice in Hertfordshire, UK pro-
vided an opportunity to study the impact
of two simultaneous medication switches
in a geographically localized population.

Seventy patients originally on ator-
vastatin were switched to an equipotent
dose of Simvastatin (SIMVA). Exclud-
ing one patient who developed new
SIMVA-associated visual symptoms,
all the others were followed for 10
months. During this time there was no
significant change in total or HDL cho-
lesterol. The calculated savings, adjust-
ed for additional time spent by pharma-
cists and explanation time by physi-
cians associated with the switch, still
added up to over $20,000 in one year. 

Patients (n = 115) on Losartan were
switched to equipotent doses of can-
desartan (CAN). At follow up, systolic
BP was slightly better with CAN, oth-
erwise BP was unchanged, and no seri-
ous outcomes (eg, MI, stroke) were
attributable to medication change. In
one year, the practice netted savings
greater than $20,000. 

These data are reassuring that within
class medication substitution may be
cost-saving without compromising
patient well-being.   ■

Usher-Smith JA, et al. Int J Clin
Pract 2007;61(1):15-23.

Macrolide-Resistant
Streptococci Induction

Resistance of pathologic
streptococci (pStrep) to macrolide

antibiotics produces barriers to success-
ful outcomes. In theory, the longer half-
life of AZI might predispose to greater
risk for development of resistance than
CLA, but this remains to be conclusively
established.

Commensal non-pathologic strepto-
coccal flora (np-Strep), because they pos-
sess similar macrolide resistance genes as
pStrep, provide a useful and readily
accessible model to evaluate the effects of
macrolide antibiotics on resistance.

Healthy volunteers (n = 244) were
randomized to CLA (500 mg qd for 3
days), AZI (500 mg b.i.d for 7 days) or
placebo with appropriate blinding and
masking of doses. Macrolide resistance
was assessed in over 1000 pharyngeal
samples obtained over a 180 day interval.

In the first 28 days after drug
administration, there was a statistical-
ly significantly greater percentage of
resistant strep in persons receiving
AZI than CLA (17.4% more com-
mon in the former). However, by the
study final measurement point (180
days), there was no difference
between the antibiotic groups in
overall frequency of resistant strains.
On the other hand, the presence of the
erm gene is indicative of high-level
resistance to macrolides: AZI did not
impact levels of erm gene; CLA induced
a 2.5 fold increase in this gene by 180
days.

Macrolide antibiotics induce prompt
and enduring effects on genetic patterns
of resistance. This knowledge should
help shape therapeutic choices for
patients having recently received
macrolides. ■

Malhotra-Kumar S, et al.
Lancet.2007;369:482-490.
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Pharma, and Boehringer Ingelheim.



56 April 15, 2007

In Future Issues: Hospitalized Smokers: Recidivism Defined

Clinical Scenario: The ECG in the Figure was
obtained from a hospitalized, older adult with the sudden
onset of palpitations. No chest pain. Heart rate was
210/minute, and blood pressure was 150/90 at the time this
tracing was obtained. What is your differential diagnosis?
What might help you to be more sure of the diagnosis? 

Interpretation/Answer: The rhythm is regular at a
rate of 210/minute. The QRS complex appears to be
widened. Although a low amplitude, upright deflection
is seen just before the QRS complex in lead II, it is dif-
ficult to know at this rapid a rate if this upright deflec-
tion represents a P wave, T wave, or both. Thus, the
rhythm is a regular WCT (wide-complex tachycardia),
in which one is uncertain about the presence and nature
of atrial activity. 

Clinically, the first thing to do when confronted with
any patient in a tachyarrhythmia is to assess hemodynamic
stability. This is because immediate synchronized car-
dioversion would be indicated if the patient was hemody-
namically unstable because of the rapid rate, regardless of
the etiology of the arrhythmia. In the case of a regular
WCT, the most common cause (by far) is ventricular
tachycardia. This is true regardless of the patient’s hemo-
dynamic status. At times, selected patients may remain

alert and hemodynamically stable for hours (if not days)
despite remaining in persistent VT (ventricular tachycar-
dia). 

Less commonly, a regular WCT may be due to a SVT
(supraventricular tachycardia), in which there is either
preexisting bundle branch block or aberrant conduction.
Because VT is so much more common than SVT as the
cause of a regular WCT, and because VT is a potentially
life-threatening arrhythmia, this diagnosis should
always be assumed until proven otherwise. 

As noted above, despite the tachycardia the patient in
this case was hemodynamically stable. As a result,
immediate cardioversion was not needed. Search of this
patient’s hospital chart revealed a prior baseline ECG at
the time of admission to the hospital that showed sinus
rhythm with QRS widening of identical morphology dur-
ing sinus rhythm to that seen during the tachycardia. This
strongly suggested a supraventricular etiology for the
patient’s tachycardia, and justified a trial of adenosine
which successfully converted the rhythm. Had no prior
ECG been available, one would have had to assume VT
as the diagnosis. Since the patient was hemodynamically
stable, IV amiodarone would have become the treatment
of choice.  ■

ECG Review

By Ken Grauer, MD, Professor, Department of Community Health and Family Medicine, 
University of Florida 

Dr. Grauer is the sole proprietor of KG-EKG Press, and publisher of an ECG pocket brain book.

A Tachy Rhythm

Figure. 12-lead ECG and lead II rhythm strip obtained from a hospitalized, older adult with the sudden onset
of palpitations and a heart rate of 210/minute. The patient was hemodynamically stable. 



Two recent large studies have looked at the
effects of various inhaler combinations on
outcomes in patients with COPD. In the first,

published in the February 22 issue of the New
England Journal of Medicine, researchers from the
United Kingdom looked at over 6,000 patients with
COPD in a randomized, double-blind trial compar-
ing salmeterol plus fluticasone inhaler twice daily
(in a single inhaler) vs salmeterol alone, fluticasone
alone, or placebo for 3 years. The primary outcome
was death from any cause, the frequency of exacer-
bations, health status, and spirometry values. The
all-cause mortality was 12.6% in the combination
therapy group, 13.5% in the salmeterol group,
16.0% in the fluticasone group and 15.2% in the
placebo group. The hazard ratio for death in the
combination therapy group was 0.825 vs placebo
(P = 0 .052), a level that did not reach statistical sig-
nificance, but was associated with a 17.5% relative
reduction in mortality. The mortality rate for salme-
terol alone or fluticasone alone did not differ from
placebo. Combination therapy was associated with
a statistically significant lower rate of exacerbations 
(P < 0.001). The probability of having pneumonia
was higher among patients receiving fluticasone
alone or medications containing fluticasone (N Engl
J Med. 2007;356:775-789). An accompanying edito-
rial suggests that the findings show that monother-
apy with fluticasone should not be recommended,
monotherapy with a bronchodilator may be an
option, and that combination therapy ”offers statis-
tically significant advantages for health status, fre-
quency of exacerbations, use of oral steroids... and
protection against a decline in lung function” (N
Engl J Med. 2007;356:851-854).

In the second study, 449 patients with moderate

or severe COPD were treated with the anticholiner-
gic inhaler tiotropium plus placebo, tiotropium
plus salmeterol, or tiotropium plus fluticasone/sal-
meterol. The primary endpoint was COPD exacer-
bation that required treatment with systemic
steroids or antibiotics. After one year there was no
difference in the rate of exacerbation between
tiotropium alone (62.8%), tiotropium plus salme-
terol (64.8%), or tiotropium plus fluticasone/salme-
terol (60.0%). Tiotropium plus fluticasone/
salmeterol improved lung function (P = 0 .049), dis-
ease-specific quality of life (P = 0 .01), and reduced
the number of hospitalizations for COPD exacerba-
tion and all-cause hospitalization compared with
tiotropium plus placebo. The authors conclude that
adding fluticasone/salmeterol to treatment with
tiotropium did not influence rates of COPD exacer-
bation but did improve lung function, quality of
life, and hospitalization rates (early release Annals
of Internal Medicine 2/20/2007, print date
4/17/2007). So, what is the upshot of these papers?
Combination inhalation therapy in patients with
COPD works best, bronchodilator plus steroid
inhalation therapy should continue to be the rec-
ommended regimen perhaps along with an anti-
cholinergic inhaler.
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First Antihypertensive Drug Approved in Last
10 Years: Aliskiren

The FDA has approved the first of new class of
antihypertensive drugs, and the first new antihy-
pertensive medication to be approved in more than
10 years. Aliskiren is an oral renin inhibitor, inhibit-
ing the renin-angiotensin system earlier in the cas-
cade than angiotensin-converting enzyme
inhibitors or angiotensin receptor blockers. The
drug is a once-a-day oral agent that is approved for
use as monotherapy or in combination with other
antihypertensives. 

Aliskiren’s effect is additive with hydrochloroth-
iazide, and seems to be well-tolerated with other
cardiovascular agents. It will be available in 150
and 300 mg doses. The FDA approval was based
on 6 placebo-controlled trials in more than 2,000
patients in which the blood- pressure-lowering
effect was maintained for up to one year. The drug
seems be effective across all age ranges, but is
slightly less effective in African-American patients
as compared to Caucasians and Asians, as is the
case with ACEI’s and ARBs. The primary side
effect is diarrhea, which was seen in 2% of patients,
usually on higher doses. Angioedema was also
rarely noted. As with other drugs that affect the
renin-angiotensin system, aliskiren should not be
used during pregnancy. Aliskiren will be marketed
by Novartis Pharmaceuticals, and will be marketed
under the trade name Tekturna.

Alternate Treatment for Osteoporosis
Antiresorptive agents are standard therapy for

osteoporosis. These drugs, which include the bis-
phosphonates (alendronate, risedronate, etc.) pre-
vent bone breakdown, but they do not stimulate
production of new bone. A new study looks at
recombinant human parathyroid hormone (1-84)
(PTH), a bone forming agent, as an alternative treat-
ment for osteoporosis. In an 18 month, randomized,
double-blind, placebo-controlled, parallel group
study, 2,532 postmenopausal women with low bone
mineral density at the hip or lumbar spine were ran-
domized to receive 100 µg of PTH or placebo daily
by subcutaneous injection. All received additional
calcium 700 mg/d and vitamin D 400 U/d. The
main outcome was new or worsened vertebral frac-
tures, changes in bone mineral density as well as
safety of the medication. PTH significantly reduced
the risk for new or worsened vertebral fractures.
The relative risk varied depending on the assump-
tions about women who did not complete the trial,
but there was improvement in all subgroups. PTH
also resulted in increased bone mineral density com-

pared to placebo of 6.9% at the spine and 2.1% at the
hip compared to placebo, but decreased bmd at the
forearm. PTH also resulted in increased percentage
of participants with hypercalciuria, hypercalcemia,
and nausea by 24%, 23%, and 14% respectively com-
pared to placebo. The authors conclude that
parathyroid hormone (1-84) reduced the overall risk
for new or worsened vertebral fractures in post-
menopausal women with osteoporosis, and suggest
that PTH provides an alternative therapy option for
fracture prevention (Ann Int Med. 2006;146:326-339).
This study adds a second option for anabolic (bone-
forming) agents along with teriparatide.

Roche’s Oseltamivir: Scrutiny, Bird Flu,
and New Drug Applications

Roche’s oseltamivir (Tamiflu) has come under
scrutiny in Japan after 2 students who took the drug
fell to their deaths in February. The drug has been
associated with abnormal behavior in anecdotal
reports including a Japanese boy who ran in front of
a truck after taking the drug in 2004. Roche counters
that influenza can cause abnormal behavior and
denies a link between the medication and psychi-
atric problems. The drug has previously been associ-
ated with delirium, and the FDA has required
labeling urging close monitoring for abnormal
behavior since November 2006. Countries world-
wide are stockpiling oseltamivir in case of avian
influenza outbreak. Meanwhile Roche has filed a
new drug application with the FDA for pediatric
doses of the drug for children one year and older.
The new capsules and a 30 milligram and 45 mg
capsule would join the 75 mg adult strength capsule.

FDA Actions
The FDA has approved duloxetine (Cymbalta)

for the treatment of generalized anxiety disorder.
The drug is currently approved for the treatment of
major depressive disorder in the management of
diabetic peripheral neuropathic pain. The FDA
approved duloxetine 60 mg once daily for the treat-
ment of anxiety based on three randomized, dou-
ble-blind placebo-controlled trials in 800 patients.

The FDA has approved lisdexamfetamine
dimesylate capsules for the treatment of attention
deficit/hyperactivity disorder in children age 6-
12. Lisdexamfetamine is a pro-drug of dextroam-
phetamine that may be associated with less drug
abuse than dextroamphetamine. The once-a-day
drug will be available in 30, 50, and 70 mg
strengths. Lisdexamfetamine is marketed by New
River Pharmaceuticals under the trade name
Vyvanase.   ■
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