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Synopsis: Ambulatory oxygen probably should not be routinely
prescribed for patients with COPD who do not have a stable, rest-

ing arterial PaO2 less than 55 mm Hg.

Source: Nonoyama M, et al. Effect of Oxygen on Health Quality of Life in
Patients with Chronic Obstructive Pulmonary Disease with Transient
Exertional Hypoxemia. Am J Respir Crit Care Med. 2007;176:343-349. 

This study evaluated the effect of ambulatory
(portable) oxygen on quality of life and exercise tolerance in

patients with COPD. To be eligible for inclusion in this study,
patients had to have COPD with dyspnea that limited daily activi-
ties, no significant comorbidities, a resting arterial saturation
(Sa02) of > 88%, and an exercise (walking) oxygen saturation of
88% or less. From 178 potential COPD patients, the authors were
able to recruit 38 who met the study requirements, but only 27
actually completed the entire trial. The authors describe the proto-
col as “individual (N-of-1) randomized controlled trials (RCT’s).”
Each patient underwent 3 testing periods of 4 weeks each. In each
4-week testing period, ambulatory oxygen was used for 2 weeks,
and placebo (air) was used for 2 weeks; oxygen and air were
applied in random order. The outcome variables were Chronic
Respiratory Questionnaire (CRQ)1, the St. George’s Respiratory
Questionnaire2, and a home five-minute-walk test at the end of
each period. A positive response was a CRQ dyspnea score
greater (less dyspnea) on oxygen than placebo during all three
treatment periods, with a difference of 0.5 inches for at least two
of the testing periods. Oxygen significantly increased the five-
minute-walk test (427 vs 412 steps, p = 0.04). Among the whole
group, neither the CRQ nor the St. George’s Respiratory Ques-
tionnaire showed any statistical or clinical differences between
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oxygen and placebo. The authors concluded that the
general application of long-term ambulatory oxygen
therapy for patients with COPD who do not “qualify”
for continuous oxygen (eg, who don’t have a resting
Sa02 of 88% or less) cannot be supported. There are a
few individuals who might benefit (in this study, it
was 2 out of 27), and they may be identifiable by N-
of-1 RCTs such as were used in this study.

■ COMMENTARY
On any given day in our Pulmonary Clinic, you can

see patients with COPD shuffling down the hall, wear-
ing pulse oximeters and accompanied by a nurse or res-
piratory therapist. The purpose of this activity is to
“qualify” folks with COPD who do not otherwise meet
insurance criteria for oxygen therapy for ambulatory
oxygen. Current Centers for Medicare and Medicaid
(CMS) criteria for payment for long term oxygen thera-
py (LTOT) are based on the documented mortality bene-
fits for patients with resting hypoxemia (Sa02 ≤ 88%,
Pa02 <55 mm Hg)3, but many clinicians prescribe oxy-
gen for patients who desaturate with exercise, and insur-
ance will generally cover ambulatory oxygen for this
indication if the desaturation is documented. The current
study suggests that a very small minority of COPD
patients will experience improved quality of life with
this approach; only 2 of the eventual cohort met this
study’s definition of “responder.” In trying to apply

this finding to the COPD population at large, I believe it
is probably most appropriate to use 178 as the denomi-
nator (the number who were screened for this study),
which suggests that fewer than one in a hundred
COPD’ers whose resting Sa02’s are above 88% will
benefit from chronic ambulatory oxygen. 

One result of this study is that CMS will likely set
up a much more arduous “qualification” hurdle for
payment for ambulatory oxygen, perhaps based on
oxygen trials at home. It makes good fiscal and human-
itarian sense to more strictly control the flow of oxygen
(so to speak). In 2002, total U.S. Medicare costs for
home oxygen therapy was $2.2 billion4, and oxygen is
associated not only with cost but with inconvenience for
the patient. The authors of this paper note that, “One
approach to this issue is to restrict oxygen use to patients
who show benefit in an N-of-1 RCT. Adopting such an
approach would require including the cost of conducting
such trials with the costs associated with ambulatory
oxygen. The many home-based assessments in this trial
increased its costs to an estimated U.S. $1,400.00 …
However, this cost is still considerably less than the cost
of providing long-term ambulatory oxygen for patients
who do not benefit from it.”

In the accompanying editorial5, Drs Bradley Drum-
mond and Robert Wise note, “The authors conclude that
only a small proportion of patients with mild resting
hypoxemia and exercise desaturation receive an impor-
tant benefit from home oxygen. Implicit in this conclu-
sion is the assumption that patients were in fact mobile
and active during the study period. After all, an interven-
tion designed to improve dyspnea will have no effect if
the patient is not involved in activities that induce dysp-
nea. … Essentially, patients used portable oxygen
approximately 40 minutes per day, raising question as to
their level of dyspnea-inducing activities.” Drummond
and Wise encourage further research of the effects of
oxygen combined with exercise training before throwing
in the towel on ambulatory oxygen. 

The bottom line is that the routine prescription or
“qualification” of ambulatory oxygen for patients with
COPD will probably decrease substantially in the near
future. Does that mean we should stop prescribing it
altogether? I hope not, especially since the odds are
much poorer than one in a hundred that patients will
benefit from lots of things we do in clinics (and especial-
ly in ICU’s!!) every day, and because someday that one
in a hundred could be you or your mother. But we will
need to think more critically about when to consider
someone a candidate for ambulatory oxygen, and proba-
bly should consider coupling the use of ambulatory oxy-
gen with a structured or formal plan for exercise.   ■
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Yogurt for Diarrhea
A B S T R A C T  &  C O M M E N T A R Y

By Allan J. Wilke, MD
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Synopsis: Patients receiving a probiotic yogurt drink
were protected from antibiotic associated bacteria.

Source: Hickson M, et al. Use of probiotic Lactobacillus
preparation to prevent diarrhoea associated with antibiotics:
randomised double blind placebo controlled trial. BMJ.
2007;335:80-84.

In this randomized, double blind placebo
controlled study, these investigators from Great

Britain hypothesized that they could reduce the
occurrence of antibiotic-associated diarrhea (AAD)
and Clostridium difficile associated diarrhea (CDAD)
among hospitalized older patients taking antibiotics
by feeding them a commercially available probiotic
yogurt drink. They screened 1760 patients and, after
exclusion, enrolled 135 (54% female, 89% white,
average age 74 years). Exclusion criteria included
diarrhea within a week of admission, antibiotic use
up to 4 weeks before admission, conditions that
might predispose to infection from the bacteria in the
probiotic (eg, immunosuppression), probiotic use
before admission, and lactose intolerance. The two

groups were balanced with regards to the usual
demographic data, the number of antibiotics taken
during hospitalization, the number of high-risk
antibiotics (aminopenicillins and cephalosporins)
taken, and the conditions requiring antibiotics (respi-
ratory tract infections, surgical prophylaxis, and uri-
nary tract infections accounting for almost all). The
primary endpoint was the development of diarrhea (>
2 liquid stools daily for ≥ 3 days). The secondary
endpoint was C. difficile infection (diarrhea plus
detection of toxins A and/or B). The intervention
group received 100 ml (3 ounces) of a yogurt drink
containing Lactobacillus casei, Streptococcus ther-
mophilus, and Lactobacillus bulgaricus twice daily.
Controls similarly received a sterile milkshake. Sub-
jects were enrolled within 48 hours of receiving an
antibiotic, at which time baseline data and a stool
sample to rule out C. difficile were obtained and the
randomized drink prescribed. The drinks were con-
tinued for one week after finishing the course of
antibiotics, including those patients who were dis-
charged home on antibiotics. No adverse effects were
noted for either drink. Analysis was by intention-to-
treat. In the yogurt group, 12% of patients developed
AAD vs 34% in the milkshake group (number-need-
ed-to-treat [NNT] 5). None of the yogurt group
developed CDAD; 17% in the milkshake group did
(NNT 6). Interestingly, one patient in both groups
tested positive for C. difficile toxin before antibiotics
were administered, but neither developed diarrhea.
Length of stay did not differ significantly.
■ COMMENTARY

Previous studies have found a beneficial effect of Sac-
charomyces boulardii on diarrhea in children taking
antibiotics.1 A more recent Cochrane review of pediatric
probiotic use concluded, “The current data are promising,
but it is premature to routinely recommend probiotics for
the prevention of pediatric AAD.”2 A meta-analysis writ-
ten by one of the co-authors of this study found support
for the use of S. boulardii and lactobacilli, but suggested
that “a further large trial in which probiotics are used as
preventive agents should look at the costs of and need for
routine use of these agents.”3 Another meta-analysis
found that “three types of probiotics (Saccharomyces
boulardii, Lactobacillus rhamnosus GG, and probiotic
mixtures) significantly reduced the development of antibi-
otic-associated diarrhea. Only S. boulardii was effective
for [Clostridium difficile disease].”4

The yogurt product in question was Actimel®, mar-
keted in the US as DanActive®. The manufacturer
helped fund the study. At my local supermarket it is sold
in a four-pack at $2.49. That’s $1.25 per day if given as
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it was in this study. Some physicians might bristle at its
marketing, which emphasizes “helps strengthen your
body’s defenses” (http://www.danactive.com/). What
applies to sick patients taking antibiotics does not neces-
sarily translate into a panacea for the whole population. 

A few questions: would a different probiotic product
work as well? Do we need all three bacterial strains or
would one or two be enough? What is the role of S.
boulardii? Are there differences between adults and
children in the prevention of ADD? Despite its limita-
tions (huge exclusion rate, difficulty in blinding, pre-
dominantly elderly white population), this is an impor-
tant study. If its results are confirmed in other studies,
it could save the health system a lot of money. Unlike
some other interventions, the savings would not come
from shorter lengths of stay, but from the costs of treat-
ing AAD-vancomycin isn’t cheap. A ten-day oral
course runs about $2,000. If, on the other hand, it was
shown that the yogurt drink reduced hospitalizations
for AAD when given to outpatients starting a course of
antibiotics, then we’d be talking real money. Three
ounces of prevention is worth a pound of cure.   ■
References
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Searching for Thyroid Disease
A B S T R A C T  & C O M M E N T A R Y

By Mary Elina Ferris, MD

Clinical Associate Professor, University of Southern California

Dr. Ferris reports no financial relationship to this field of study.

Synopsis: Fully 95% of serum thyrotropin (TSH)
measurements were normal in screening tests ordered
by primary care physicians. Half of abnormal TSH
labs became normal upon repeat measurement. If the
initial TSH result was normal, there was only a 2%
chance it would become abnormal within 5 years.

Source: Meyerovitch J, et al. Arch Intern Med.
2007;167:1533-1538.

Data from an Israeli Health Maintenance
Organization covering 2.3 million adults age 21 and

over was used to find 422,242 persons who had at least
one serum TSH measurement in the year 2002, which
comprised 18% of the total enrollees. Only tests ordered
by outpatient primary care physicians during routine
clinical care (total 2,800 physicians) were considered.
Exclusions were any patient without follow-up through
the next four years; pregnancy; thyroid disease diag-
nosed before 2002 or with an abnormal TSH recorded
during 2001; or those who had any thyroid treatment
resulting from an abnormal TSH in 2002. 

Testing rates were greater in women (65.9% of total
tests, which was 1/3 of the female members over age 40
years), and increased in men from 8% in men younger
than age 40 years, up to 20% of men aged 60-80 years.
Results were normal for 95% of initial TSH measure-
ments, with 3.7% elevated (>5.5 mIU/L) and 1.2%
decreased (<0.35 mIU/L).

Although the Free T4 level was only measured in
12% of the total sample, it was determined in 89% of
those with abnormal TSH results. For elevated TSH
results, 98% of the patients had Free T4 measured and
it was within normal limits in almost all cases.

Follow-up over the next 5 years analyzed a further
1.5 million tests (mean 3.73 tests/patient). Excluding
3.6% of the patients who had thyroid treatment start-
ed after an initial abnormal result, the subsequent
tests had 98% normal results. For initial decreased
TSH results, 51.5% had their repeat test become nor-
mal. For initial moderately elevated TSH results (>5.5
to 10mIU/L), repeat tests gave 62% normal, 35%
unchanged, and 3% highly elevated over 10mIU/L.
For initial highly elevated TSH results (over
10mIU/L), 35% had continued elevated results, with
the rest either normal or decreasing.
■ COMMENTARY

Despite many patient concerns about thyroid disease,
particularly to explain weight gain, diagnosis by screen-
ing blood tests has a low yield. This large community-
based study gives us useful information about predictable
outcomes when we order a serum TSH during standard
clinical care. Namely, the result is most often completely
normal, and there’s not much point repeating it yearly.
Furthermore, even most abnormal results return to nor-
mal after several months, so caution is suggested before
any treatment for thyroid disease is initiated.

The authors were interested in the natural progres-
sion of subclinical thyroid disease, which has been
estimated at 4-8% in the general population and
increases with age. There has been concern that with-
out treatment, cognitive and cardiac complications
will ensue. They cite several recent studies showing
this not to be a concern, and conclude from their data
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that the rate of progression to mild or overt hypothy-
roidism is very slow, with at least half of both elevated
and decreased TSH results returning to normal within
several months.

Different organizations have issued varying recom-
mendations for thyroid screening in our patients, which
is one of our most frequently ordered laboratory tests.
While the U.S. Preventive Services Task Force has
concluded that evidence is insufficient to recommend
for or against routine screening for thyroid disease in
adults, or for treatment of subclinical thyroid disease,1

consensus guidelines from the American Thyroid
Association recommend screening every 5 years.2 The
authors of this study feel that their findings support no
widespread population screening recommendations,
and furthermore caution that treatment for thyroid dis-
ease should not be considered without at least 2 abnor-
mal TSH measurements.   ■
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Pharmacology Update
Ambrisentan Tablets
(Letairis™™)
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Asecond, orally active, endothelin receptor
(ET) antagonist has been approved for the treat-

ment of pulmonary arterial hypertension. Ambrisentan
is more ET

A
selective than bosentan and is dosed once

a day. The approval was granted orphan status by the
FDA. Ambrisentan is marketed by Gilead Sciences,
Inc as Letairis.

Indications
Ambrisentan is indicated for the treatment of pul-

monary arterial hypertension (WHO Group 1) in

patients with WHO class II or III symptoms to improve
exercise capacity and delay clinical worsening.1

Dosage
The initial recommended dose is 5 mg once daily

and may be increased to 10 mg daily if tolerated. The
tablets may be taken without regard to meals.
Ambrisentan is contraindicated in pregnancy and is
not recommended in patients with moderate or severe
hepatic dysfunction.1

Ambrisentan is available as 5 mg and 10 mg tablets.
Potential Advantages

Ambrisentan is about 4 times more selective for the
ET

A
compared to ET

B
than bosentan (77:1 vs 20:1).2 It

may be less hepatotoxic and is dosed more conveniently
(once vs twice daily) compared to bosentan.
Potential Disadvantages

Ambrisentan may cause serious liver injury. Liver
transaminases should be monitored monthly and the
drug discontinued if levels are greater than 2 times
ULN or any signs or symptoms of liver dysfunction.
Other adverse events include peripheral edema,
decreases in hemoglobin, nasal congestion, sinusitis,
and flushing. Ambrisentan is metabolized by various
CYP450 isoenzymes (3A4, 2C19), P-glycoprotein,
uridine 5’-diphosphate glucuronosyltransferases, and
organic anion transport protein (OATP). Caution
should be exercised with co-administration of strong
inhibitors or inducers of these enzymes or transport
protein. These include, but are not limited to, protease
inhibitors, rifampin, cyclosporine A, clarithromycin,
intraconazole, and omeprazole.1

Comments
Pulmonary arterial hypertension is a rare but fatal

disease characterized by progressive increase in pul-
monary vascular resistance resulting in vascular
remodeling, vasoconstriction and ultimately ventricu-
lar failure and premature death. The cause may be
unknown (ie, idiopathic) or due to HIV infection or
other diseases (eg, scleroderma). Endothelin-1 has
been recognized as an important mediator in the
pathogenesis and acceleration of this disease.2,3,4

Endothelin-1 binds to ET
A

and ET
B
. Binding to ET

A

results in vasoconstriction and mitogenic effect on
smooth muscle, while binding to ET

B
induces

vasodilatory and antiproliferation effects. The effica-
cy of ambrisentan was demonstrated in 2 internation-
al clinical trials of virtually identical design involving
393 patients (ARIES-1, ARIES-2).1 One study com-
pared 5 mg and 10 mg to placebo, the other 2.5 mg
and 5 mg to placebo. The primary endpoint was 6-
minute walk distance. Secondary endpoints included
clinical worsening, WHO functional class, dyspnea
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and SF-36 assessment. Statistically significant place-
bo-adjusted change in walk distance was 32 m, 31 m,
and 59 m and 51 m for 2.5 mg, 5 mg and 10 mg
respectively in the two studies. Clinical worsening
showed about a 70% reduction (hazard ratio of 0.28
and 0.30). These results are similar in magnitude to
that reported for bosentan.5 Adverse events include
reduction in hemoglobin, peripheral edema, nasal
congestion, sinusitis, and flushing. Serious adverse
events include hepatotoxicity and lowering of sperm
count. Ambrisentan is available only through the
Letairis Education and Access Program (LEAP) (1-
866-664-5327) and shipped only by participating spe-
cialty pharmacies.
Clinical Implications

It is estimated that there are 100,000 patients with
pulmonary arterial hypertension in the US.7 Pharmaco-
logical treatment includes prostacyclin analog (eg,
epoprostenol), ET inhibitors (bosentan and ambrisen-
tan), and phosphodiesterase inhibitor (eg, sildenafil).
Patients in function class or those who remain in class 3
after 4 months of treatment with an ET inhibitor may
stand to benefit from epoprostenol.6 Ambrisentan may
offer a safer alternative to bosentan in terms of hepato-
toxicity. It may be tried in patients who have asympto-
matic elevations of liver transaminases on other ET
inhibitors if the levels have returned to normal.1 Howev-
er, there is currently no evidence to indicate that the
greater ET

A
selectivity over bosentan leads to any clear

clinical advantage.   ■

References
1. Letaris Product Information. Gilead Sciences, Inc.

June 2007.

2. Langleben D. Clin Chest Med. 2007;28:117-125.
3. Galic N, et al. J Am Coll Cardiol. 2005;46:529-535. 
4. Jacobs A, et al. Curr Med Res Opin. 2006;22:2567-2574.
5. Tracleer Product Information. Actelion Pharmaceuti-

cals, Inc. 2005.
6. Provencher S, et al. Eur Heart J. 2006;27:589-595.
7.http://www.fda.gov/bbs/topics/NEW/2007/NEW01653.ht

ml, accessed 8/1/07.

CME Questions
44. Supplemental oxygen for patients with COPD

a. Confers a survival benefit for those whose resting Sa02 is ≤
88%

b. Worsens quality of life for those whose resting Sa02 is ≤ 88%
c. Confers a survival benefit for those whose exercise Sa02 is ≤

88%
d. Worsens quality of life for those whose exercise Sa02 is ≤ 88%

45. Choose the one correct answer. When compared to patients
who were given sterile milkshakes, patients who were given a
probiotic yogurt drink during a course of antibiotics had:
a. more antibiotic associated diarrhea.
b. less Clostridium difficile associated diarrhea.
c. shorter lengths of stay.
d. less adverse effects.

46. When serum thyrotropin (TSH) is ordered routinely by pri-
mary care physicians to screen for thyroid disease, which of the
following is the most likely amount of expected normal results?
a. 65%
b. 75%
c. 85%
d. 95%
e. 100%
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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. 

Answers:44 (a); 45 (b); 46 (d)



Does Chocolate Make
Acne Worse?

Currently prevailing scientific
opinion denies any relationship

between diet and acne: teenagers
throughout the land rejoice over their
freedom to eat as much pizza, popcorn,
chocolate, and soda (the four food
groups from age 14-20) as they wish.
But the last word may not yet be in.

Acne is related to both androgen
and insulin in a complex fashion.
Probably the most commonly recog-
nized syndrome of hyperinsulinemia
and hyperandrogenism is PCOS
(Polycystic Ovary Syndrome). The
constellation of acne, oligomenor-
rhea, obesity, infertility, and hir-
sutism in women should lead to a
search for PCOS. Since hyperinsu-
linemia and acne in PCOS are comor-
bid, the link between diet—which can
lead to hyperinsulinemia—and acne
becomes plausible. 

Young adult subjects with acne (n =
54) were randomized to either a low-
glycemic index diet (LGID) or a non-
modified high carbohydrate diet (con-
trol) for 12 weeks. All acne medica-
tions were discontinued, but all partic-
ipants in both groups used daily
Cetaphil skin cleanser. 

At the end of 12 weeks, acne lesion
counts were significantly lower in the
LGID compared to control. Similarly,
insulin sensitivity had improved in the
LGID group, but worsened in the con-
trol group. Finally, sex hormone bind-
ing globulin (SHBG) levels, which are
responsible for how much free testos-
terone circulates, were reduced in the
control group (producing more free
testosterone, and greater proclivity to
acne). Adrenal androgens were also
lower in the LGID group. ■

Smith RN, et al. J Am Acad Dermatol.
2007;57:247-256.

Psoriasis Goes More
Than Skin Deep

It is increasingly recognized
that some immune-mediated disor-

ders have consequences much more far
reaching than their primary tissue com-
partment pathology. For instance, we
know that patients with rheumatoid
arthritis have an increased risk of CV
disease, pulmonary disease, and malig-
nancy. A critical link between immune-
mediated disease and atherosclerosis
appears to be inflammation. Psoriasis
has already signaled its ability to induce
distant inflammation by its association
with comorbid psoriatic arthritis. 

Several population-based studies
have found an increased risk of cardio-
vascular disease in persons with psori-
asis. The UK’s General Practice
Research Database (n = 130,976) found
a 3-fold increase in risk of MI for young
adults with severe psoriasis. A
Swedish study of hospitalized patients
showed a greater mortality amongst
psoriasis patients by 50% compared
with expected. 

There are several putative mecha-
nisms for increased CV risk. Persons
with psoriasis more commonly smoke,
and are more commonly overweight
and sedentary. Also, some of the ther-
apeutic agents for psoriasis may
increase CV risk. Finally, inflammato-
ry markers associated with psoriasis
may participate in the pathways of
inflammation that lead to atheroscle-
rosis. In the same way we have come
to recognize that the presence of
rheumatoid arthritis is worthy of
being considered a “CV risk factor,”
clinicians may appreciate a newly
identified association of psoriasis and
CV disease.  ■

Kremers HM, et al. J Am Acad Der-
matol. 2007;57:347-354.

Riding the
Chromium Pendulum

Chromium at one time carried the
moniker “Glucose Tolerance Fac-

tor” due to its critical role in glucose
metabolism. In severe chromium defi-
ciency states, diabetes not uncommon-
ly ensues; severe chromium deficiency
is, however, uncommon in the United
States. Despite the uncertain role of
chromium in persons of normal nutri-
tion, sales of chromium indicate popu-
larity amongst the general public: 6%
of mineral supplement sales are
attributable to chromium.

In an effort to provide clarifica-
tion of the role of chromium supple-
ments, Balk et al performed a sys-
tematic review of randomized con-
trolled trials (n = 41 trials that met
eligibility criteria). The discussion
that follows pertains to diabetic or
pre-diabetic subjects.

Although 11 of 14 studies found no
effect or a statistically insignificant
effect, the overall systematic review
showed that chromium supplementa-
tion reduced A1c about 0.6%; there
was also a modest favorable effect on
fasting glucose: a reduction of about
18 mg%. There was some variability in
response to chromium depending upon
formulation. Chromium provided as
brewers yeast had the greatest effect,
followed by chromium picolinate, and
lastly chromium chloride.

This systematic review finds favor-
able effects of chromium supplements.
Because the studies which showed the
most favorable impact were often of
the least quality, the authors opine
that this conclusion should not be
viewed as definitive.   ■

Balk EM, et al. Diabetes Care.
2007;30:2154-2163.
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Clinical Scenario: The ECG in the Figure was
obtained from a 81-year old woman who presented with
new-onset heart failure. She described shortness of
breath, but no chest pain. What may have caused her
heart failure?

Interpretation/Answer: The underlying rhythm is
sinus at a rate of about 90/minute. There is one PAC
(premature atrial contraction), which is the fourth
beat. The PR, QRS and QT intervals are normal. The
axis is close to 0°. There is no ECG evidence of cham-
ber enlargement. R wave progression is slightly
delayed (with transition occurring between leads V4

to V5), and small S waves persist in leads V4
through V6. For the most part, ST-T waves show a
flattened appearance that is non-specific. The most
interesting part of this tracing (given the clinical
context) is seen in the high lateral leads (leads I
and aVL). In addition to small q waves, there is
subtle (but real!) ST segment elevation. This is
clearly the case for all four beats (including the
PAC) in lead I, and admittedly less certain (due to
beat-to-beat variation) in lead aVL. This patient
had positive troponins that confirmed her acute
high lateral myocardial infarction.   ■
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In Future Issues: Should Triglyceride Blood Levels be Measured
in the Fasting State?
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An Octogenarian in Heart Failure

Figure: 12-lead ECG obtained from an 81-year old woman with new onset heart failure, but no chest pain.



In this issue: Adding an anticoagulant to aspirin is of no
value in patients with peripheral artery disease, older adults
with  coronary disease benefit from aggressive statin therapy,
simvastatin may reduce the risk of dementia and Parkinson’s
disease by as much as 50%, MiraLAX is safe for long-term
use in patients with chronic constipation, the FDA green-
lights Avandia, brings back Zelnorm for limited use, and rec-
ommends approving Evista for breast cancer prevention.

Patients with peripheral artery disease are at
high risk for cardiovascular complications.
Antiplatelet drugs are routinely prescribed for

these patients, but is adding an oral anticoagulant of
value? No, according to a new study. In fact, the
combination may be dangerous. More than 2,100
patients with PAD were randomly assigned to
antiplatelet therapy with an oral anticoagulant or to
antiplatelet therapy alone. The first coprimary out-
come was myocardial infarction, stroke, or death
from cardiovascular causes.  The second coprimary
outcome was myocardial infarction, stroke, severe
ischemia of the peripheral or coronary arteries lead-
ing to urgent intervention or death from cardiovas-
cular causes.  After an average followup of 35
months, the first coprimary outcome occurred in 132
of 1080 patients receiving combination therapy
(12.2%) and 144 of 1081 patients receiving
antiplatelet therapy alone (13.3%) (RR 0.92; 95% CI,
0.73 to 1.16; P = 0.48).  The second coprimary out-
come occurred in 172 patients receiving combination
therapy (15.9%) compared to 188 patients receiving
antiplatelet therapy alone (17.4%) (RR 0.91; 95% CI,
0.74 to 1.12; P = 0.37).  Life-threatening bleeding
occurred in 43 patients receiving combination ther-
apy (4.0%) as compared to 13 patients receiving
antiplatelet therapy alone (1.2%) (RR 3.41; is 95% CI,

1.84 to 6.35; P < 0.001).  The authors conclude that
adding an oral anticoagulant to antiplatelet therapy
in patients with PAD was not more effective than
antiplatelet therapy alone in preventing major car-
diovascular complications, but was associated with
an increase in life-threatening bleeding (N Engl J
Med 2007; 357: 217-227).   ■

High-Dose Statin Therapy, Value for Older Adults
Aggressive lipid lowering with high-dose statin

therapy may be of value in older adults with stable
coronary disease.  The multicenter study from the
United States included 3,809 patients 65 years or older
with coronary artery disease and cholesterol levels less
than 130 mg/dl who were randomized to receive
atorvastatin 10 mg or 80 mg.  Patients on low-dose
atorvastatin achieved average cholesterol levels of 100
mg/dl versus 70 mg/dl for high dose therapy.  The
primary endpoint was occurrence of first major car-
diovascular event such as death from CHD, nonfatal
non-procedure-related myocardial infarction, resusci-
tated cardiac arrest, or fatal or nonfatal stroke. Patients
treated with high-dose atorvastatin were found have a
2.3% absolute risk reduction and a 19% relative risk
reduction for the primary endpoint (hazard ratio 0.81
[95% CI, 0.67 to 0.98]; P = 0.032). Mortality rates were
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lower for CHD, nonfatal non--procedure-related
myocardial infarction, and stroke in the high-dose
group. High-dose therapy was not associated with
elevated creatine kinase levels.  The authors conclude
that treating older patients with coronary heart disease
more aggressively to reduce low-density lipoprotein
cholesterol levels provides additional clinical benefit
(Ann Int Med 2007;147: 1-9). ■

Simvastatin, Best for Parkinson’s Disease
Simvastatin, not atorvastatin or lovastatin, is

associated with a dramatically reduced risk of
dementia and Parkinson’s disease (PD) according to
a study from Boston University and VA database of
4.5 million individuals (95% men).  In the observa-
tional study, over 700,000 subjects took simvastatin,
nearly 54,000 took atorvastatin, and over 54,000
patients were prescribed lovastatin. Three models
were used to evaluate the data, adjusting for covari-
ates associated with dementia or Parkinson’s dis-
ease.  The first model was adjusted for age; the
second model adjusted for 3 known risk factors for
dementia: hypertension, cardiovascular disease, or
diabetes; and the third model adjusted using the
Charlson index, an index that provides broad
assessment of chronic disease. Using the third
model, the hazard ratio for dementia was 0.46 for
simvastatin (CI 0.44-0.48, P < 0.0001) and 0.91 for
atorvastatin (CI 0.80-1.02, P = 0.11).  Lovastatin was
not associated with a reduction in the incidence of
dementia. The hazard ratio for newly acquired
Parkinson’s disease was 0.51 for simvastatin (CI
0.49-0.55, P < 0.001). There was no reduction in PD
with atorvastatin or lovastatin. The degree of risk
reduction utilizing the other models was similar
with simvastatin.  The authors conclude that sim-
vastatin is associated with a strong reduction in the
incidence of dementia and PD, while atorvastatin is
associated with a modest reduction in incidence of
dementia and Parkinson’s disease that shows a
trend toward significance (BMC Med published
online July 19, 2007). The surprising finding sug-
gests a difference between simvastatin and atorvas-
tatin out of proportion to their cholesterol lowering
effects, which the authors suggest may be due to
the ability of simvastatin to cross the blood brain
barrier more readily than other statins. ■

Polyethylene Glycol for Chronic Constipation
Long-term use of polyethylene glycol is safe and

effective for chronic constipation according to the
results of a new study from Alabama. More than
300 patients were randomized to receive polyethyl-
ene glycol 3350 (MiraLAX) in a single 17 g dose per

day or placebo for 6 months.  The primary end-
point of improvement of constipation on an objec-
tive scale was reached in 52% of the PEG patients
and 11% placebo patients (P < 0.001). Similar effi-
cacy was seen in a subgroup of 75 elderly patients.
There were no significant adverse events other
than diarrhea, flatulence and some nausea associ-
ated with PEG. The authors conclude that PEG lax-
ative is safe and effective for use in patients with
chronic constipation for up to 6 months (Am J
Gastroenterol 2007;102:1436-1441). The study is par-
ticularly important because MiraLAX is now avail-
able over-the-counter and long-term use by
patients with chronic constipation is likely.  ■

FDA Actions
The FDA’s Oncologic Drugs Advisory Committee,

on a narrow vote, recommended approval of ralox-
ifene (Evista) for the indication of breast cancer pre-
vention in high risk women.  The approval was
based on data from the Study of Tamoxifen and
Raloxifene (STAR) trial, which showed a reduction of
4 cases of breast cancer per 1,000 women (50% rela-
tive risk reduction), although it was not as effective
as tamoxifen in preventing noninvasive breast can-
cers. Similar findings were seen in the Raloxifene for
Use for The Heart (RUTH) trial although this trial
revealed a higher risk of fatal stroke and blood clots
with raloxifene.  The FDA generally follows its advi-
sory committee recommendations. Raloxifene is
already approved for the prevention of osteoporosis.

The FDA has approved restricted use of
tegaserod (Zelnorm) for the treatment of irritable
bowel syndrome with constipation and chronic
idiopathic constipation in women under the age of
55 who meet certain criteria.  The drug was taken
off the market earlier this year when it was linked
with a higher risk of cardiovascular events includ-
ing heart attack, stroke, and unstable angina.
Patients must have no history of heart disease and
must be in critical need of the drug. Prescribing
will be under an investigational new drug protocol
program that has been set up by the FDA.

Rosiglitazone (Avandia-GlaxoSmithKline) is
associated with an increase risk of heart failure and
myocardial infarction. Despite this, the FDA’s
Endocrinologic and Metabolic Drugs Advisory
committee along with the Drug Safety and Risk
Management Advisory Committee has advised
that the drug stay on the market, albeit with
increased warnings. Type 2 diabetes patients who
are on insulin for those with heart disease are not
the candidates for the drug.  The FDA will render a
final decision on the drug this fall.   ■
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