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Synopsis: While antidepressants are clearly effective in patients
with severe depression, their effects on those with mild or moderate

depression may be insignificant. 

Source: Fournier JC, et al. Antidepressant drug effects and depression
severity: A patient-level meta-analysis. JAMA 2010;303:47-53. 

THESE AUTHORS SET OUT TO EVALUATE THE EFFECTS OF ANTI-
depressants on patients with a wide range of severity of depres-

sion. They hypothesized (based on previous studies) that more
severely depressed patients would benefit most from medications,
but they wanted to investigate the effects of antidepressants on the
entire range of patients for whom antidepressants are now com-
monly prescribed in clinical practice. 

To accomplish this, they did a literature search of a nearly 3
decades-long period (1980-2009), and found six studies that met
their inclusion criteria (randomized placebo-controlled trials of an
FDA-approved antidepressant in the treatment of the full range of
adult patients with major or minor depressive disorder).1-6 They only
included studies that provided data for a patient-level meta-analysis
(this is known as a mega-analysis), which used the Hamilton Rating
Scale for Depression (HAM-D),7 lasted at least 6 weeks, and did not
eliminate participants based on a placebo washout period (which can
results in an underestimation of the placebo response). Three of these
studies used the tricyclic antidepressant imipramine, and three used
the selective serotonin reuptake inhibitor paroxetine. The total
pooled sample included 434 patients who received active antidepres-
sant medication and 284 patients who received placebo. Individual
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baseline HAM-D scores ranged from 10 to 39. A word
about HAM-D scores: The American Psychiatric Associ-
ation defines mild depression as HAM-D scores of 8-13,
moderate depression as scores of 14-18, severe depres-
sion as scores of 19-22, and very severe depression as
scores of 23 or higher.8 The National Institute for Clini-
cal Excellence (NICE) of the National Health Service in
England has defined the threshold for clinical signifi-
cance of a HAM-D score change as a drug/placebo dif-
ference of 3 points.9

There was a strong correlation between baseline
severity of depression (as assessed by HAM-D score) 
and improvement with treatment with both active drug 
and placebo (e.g., the more depressed an individual was 
at the beginning of the study, the more he/she improved
with any kind of treatment). But the critical difference in
improvement of at least 3 points difference between 
placebo and active drug was only met for HAM-D 
scores of 25 (very severe depression) or higher. This
relationship persisted even after controlling for dropouts 
and after elimination of the mildest patients from analy-
sis. And it was true both for imipramine and paroxetine. 

■ COMMENTARY
In other words, antidepressants don’t help much

except for those patients who are severely depressed, but
they help those patients quite a bit. The authors conclude
this paper with the following rather startling comment,

“Prescribers, policy makers, and consumers may not be
aware that the efficacy of medications largely has been 
established on the basis of studies that have included 
only those individuals with more severe forms of
depression. This … is not reflected in the implicit mes-
sages present in the marketing of these medications to
clinicians and the public. There is little mention of the 
fact that efficacy data often come from studies that 
exclude precisely those MDD [major depressive disor-
der] patients who derive little specific pharmacological 
benefit from taking medications.” What is so compelling
about this statement to me is that these particular authors
appear to have been around the block a few times with
regard to antidepressant use. The three MD authors of
this paper have had significant interaction with the phar-
maceutical industry, according to disclosures at the end
of the paper. These authors have published extensively
in this particular field. They probably know what they
are talking about, and they appear to be sounding a
warning about overprescription of antidepressants. 

They do note, however, that antidepressants appear to
be effective for dysthymia, which is a chronic condition
characterized by lower symptom levels than major
depression; they point out that antidepressants produce a
true drug effect in patients with mild or moderate dys-
thymic symptoms, and they attribute this to the fact that
dysthymia is a chronic condition, and chronicity is asso-
ciated with poor response to placebo. 

Am I the only one confused about the difference
between depression and dysthymia? Isn’t dysthymia just
a milder form of depression (exactly what the authors of
the current paper say doesn’t respond any better to anti-
depressants than to placebo)? According to the National
Institutes of Mental Health, “There are several forms of
depressive disorders ... [including] ... major depressive
disorder and dysthymic disorder. Minor depression is
also common.

“Major depressive disorder, also called major depres-
sion, is characterized by a combination of symptoms 
that interfere with a person’s ability to work, sleep,
study, eat, and enjoy once-pleasurable activities. Major
depression is disabling and prevents a person from func-
tioning normally. An episode of major depression may 
occur only once in a person’s lifetime, but more often, it
recurs throughout a person’s life. 

Dysthymic disorder, also called dysthymia, is charac-
terized by depressive symptoms that are long-term (e.g.,
2 years or longer), but less severe than those of major
depression. Dysthymia may not disable a person, but it
prevents one from functioning normally or feeling well.
People with dysthymia may also experience one or more
episodes of major depression during their lifetimes.
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Minor depression may also occur. Symptoms of
minor depression are similar to major depression and
dysthymia, but they are less severe and/or are usually
shorter term.”10

Frankly, I find the distinction between dysthymia and
minor depression somewhat vague, but it appears to rely
largely on the longer duration of symptoms with dys-
thymia (which may, of course, be difficult to sort out). 

Where does this leave us in caring for the patient with
mood disturbances? It suggests that milder, acute
depression may not respond any better to drugs than to
placebo. But chronic mood disturbance and more severe
depression probably do.  ■
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How Useful Is Family History?
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: Although current evidence is lacking to
define the key elements of a family history in primary
care, family history may be useful for motivating posi-
tive lifestyle changes, enhancing individual empower-
ment, or influencing choice of clinical interventions.

Source: Wilson BJ, et al. Family history in risk assessment
for common diseases. Ann Intern Med 2009;151:878-885.

OBTAINING A PATIENT’S FAMILY HISTORY HAS BECOME

increasingly important in risk assessment for many
diseases, and as a determinant for potential genetic test-
ing. However, exactly what constitutes a family history
and the accuracy of the information collected has come
into question, particularly as new technology is crafted
to collect this information in the electronic medical
record and to use it for decision analysis. This article
summarizes an extensive literature review from the U.S.
Agency for Healthcare Research and Quality, which was
then utilized by a National Institutes of Health (NIH)
State-of-the-Science Conference held in August 2009 to
answer these questions.1

All English-language articles published from 1995
through March 2009 that studied systematic family his-
tory collection, its connection to disease frequency and
preventive interventions, and validation against rela-
tives’ true disease status were collected for review. Of
32,444 titles and abstracts screened, 137 publications
met the eligibility criteria. The focus was on primary
care and common diseases, looking at the usefulness,
accuracy, benefits, and risks of the family history on
both disease outcomes and risk assessment.

Reviewing 41 studies that utilized family history for
risk assessment of common diseases, there were multi-
ple different definitions of what constituted a positive
family history, and only a few included age of onset or
lineage criteria (e.g., whether first- or second-degree rel-
atives were identified or whether parents were identi-
fied). Disease prevalence rates in different populations
(1%-21%) and the positive family history (0.3%-60%)
varied, making the associations very heterogeneous. 
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The actual accuracy of the family history provided by
patients was addressed in 21 studies, mostly related to
cancer. Patients were better at reporting absence of dis-
ease in relatives (specificity, 0.91-1.00) than the actual
disease (sensitivity, as low as 0.3 for colon cancer, up to 
0.9 for breast cancer and cardiovascular disease). 

Some articles studied the effect of collecting family 
history on subsequent personal behaviors, such as meas-
uring whether there was an increase of personal breast 
exams after obtaining family history of breast or ovarian 
cancer, but there was limited or insufficient evidence to 
show statistical differences. Mild adverse effects from 
collecting family history were found in 3 studies where 
there was an increase in anxiety scores in the interven-
tion group compared with the control group within 2
weeks, but the scores normalized 3 months later. 

■ COMMENTARY
Even something so seemingly fundamental to good

medical care as the family history can reveal new find-
ings when subjected to an evidence-based analysis.
Clearly the extensive pedigrees obtained for genetic
medicine are not feasible in the primary care office, so
what should we be collecting, and how useful is this 
information? Based on this review, the NIH Conference 
concluded that evidence is lacking to define the key ele-
ments of a family history in primary care, and acknowl-
edged that inaccuracy is to be expected when so many 
variables contribute to a relative’s memory of disease 
occurrence.1 Research on whether collecting this infor-
mation could cause harm was particularly lacking. Fami-
ly history as a part of medical care was established so
long ago that current research analysis may never be fea-
sible, and we will have to settle for uncertainty in its use.

Despite this inaccuracy, the NIH Conference 
acknowledged that the family history may be useful for 
other purposes, such as motivating positive lifestyle
changes, enhancing individual empowerment, or influ-
encing choice of clinical interventions. There are some 
diseases where the genetic linkage has evidence-based
support (e.g., the BRCA gene), but for many others the 
association is weaker and the information may be less 
useful. As with so many uncertainties of the human con-
dition, the family history is another medical piece of
information that does not stand alone, but must be used
in context with other factors when making decisions
about patient care.  ■
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Chest CT Angiography for
Diagnosing Pulmonary
Embolism — Too Much Info? 
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Synopsis: When a chest CT angiography (CTA) is
ordered to rule out pulmonary embolism (PE) in an
emergency room setting, it is much more likely that an
incidental finding will be discovered than a PE. This
often leads to decision-making challenges and raises
questions about the proliferating use of such technology. 

Source: Hall WB, et al. The prevalence of clinically relevant
incidental findings on chest computed tomographic angio-
grams ordered to diagnose pulmonary embolism. Arch Intern
Med 2009;169:1961-1965.

PULMONARY EMBOLISM (PE) IS A COMMON AND POTEN-
tially fatal disease. Timely diagnosis and treatment

can reduce mortality. However, the clinical presentation
can be variable and nonspecific since many of the signs
and symptoms detected in patients with acute PE are
also common among patients without PE. Whereas
many diagnostic algorithms integrate CTA as a part of
the evaluation, most recommend an initial clinical evalu-
ation to determine the clinical probability.1,2 However, in
emergency departments (ED) across the nation, most
patients quickly undergo a scan when PE is suspected.
The busy ED physician attempts to use the available
technology not only to provide quality care, but also to
work in an efficient manner. The high prevalence of inci-
dental findings of questionable clinical significance is
becoming increasingly common in all areas of medicine
as more scans are being ordered. Therefore, it is impor-
tant to understand whether this is a rational approach
worth the additional radiation and contrast risk.

In their study, Hall et al conducted a cross-sectional
study at an academic tertiary care center of a major uni-
versity with an annual ED patient load of 50,000. The 
authors reviewed 589 pulmonary CTAs ordered during 
their ED evaluation. They found that PE was diagnosed 
in only 55 of 589 CTAs (9%), whereas 195 (33%) had
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findings that supported alternative diagnoses. The most 
common alternative diagnoses were pleural effusion and 
infiltrates (179/195) and more than half of these were 
evident even on plain chest radiographs. In another 136 
of the 589 patients (23%), new pulmonary nodule,
adenopathy, or mass was identified. Overall, 141
patients (24%) had incidental findings requiring further 
evaluation such as clinical or radiologic follow-up. The
likelihood of finding a new incidental nodule or 
adenopathy was twice that of finding a PE. 

■ COMMENTARY
In my experience, it is not unusual to have an admit-

ted patient with an incidental finding as a result of an
initial evaluation that the primary care physician feels
compelled to investigate further. With the advent of new
technology such as the CTA, most hospitals’ EDs have
the reassurance of not only precisely diagnosing PE
when suspected, but also finding alternative diagnoses
when PE does not exist. However, as with any test, when
such technology is broadly applied to large populations,
a significant number of incidental abnormalities may be
found, which in turn compel practitioners to run addi-
tional tests. Those tests have their own risks and may
often not achieve much in terms of early diagnosis of
major diseases.3 Therefore, the net result often may be a
greatly higher risk from radiation and contrast exposure
in addition to causing unnecessary anxiety and costs for
the patient. Consequently, it is essential that any order-
ing of scans be preceded by a careful clinical assessment
and utilization of one of the many available algorithms 
that would incorporate the modified Wells criteria.4 A 
diagnostic management strategy such as that in the 
Christopher study, which utilizes a simple clinical deci-
sion rule, D-dimer testing, and CT when needed, is
effective in the evaluation and management of patients 
with clinically suspected pulmonary embolism.4 In addi-
tion to limiting radiation exposure and contrast risk, this 
would substantially reduce the number of significant 
incidental findings while increasing the yield for PE 
when CTA is ordered.  ■
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AKALLIKREIN INHIBITOR HAS BEEN APPROVED BY THE

FDA for the treatment of acute attacks of hereditary
angioedema (HAE). Ecallantide is a recombinant pro-
tein, produced in yeast cells, that provides symptomatic
improvement by inhibiting the formation of bradykinin.
It is marketed by Dyax Corp, as Kalbitor®.

Indications
Ecallantide is indicated for the treatment of acute 

attacks of hereditary angioedema in patients 16 years of
age and older.1

Dosage
The recommended dose is three 10 mg doses (30 mg)

administered subcutaneously. The dose may be repeated
within a 24-hour period if the attack persists.

Ecallantide is supplied as a 10 mg/mL single-use vial.

Potential Advantages
Ecallantide improves the symptoms of HAE attacks 

and reduces the need for medical intervention compared 
to placebo.1,2

Potential Disadvantages
Serious hypersensitivity reactions have been reported

including anaphylaxis reaction that occurs in about 4%
of patients. Ecallantide must be administered by a health
care professional with appropriate medical support to
manage anaphylaxis and angioedema.1 Common
adverse events include headache (16.1%), nausea
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(12.9%), diarrhea (10.6%), fatigue (11.8%), upper respi-
ratory infection (8.2%), and injection site reactions (red-
ness, swelling, itching, bruising; 7.4%).1 Antibodies to
ecallantide have been reported in about 5% of patients
and the incidence of seroconversion appears to increase
with increasing exposure.2 Patients who seroconvert
may be at greater risk of a hypersensitivity reaction.1

Comments
Hereditary angioedema is a rare, autosomal-dominant

disorder caused by a genetic mutation of the comple-
ment-1 esterase inhibitor (C1-INH) gene.3,4 It is charac-
terized by intermittent attacks of edema affecting the
oropharynx, abdomen, gastrointestinal tracts, and limbs
that can be severely debilitating and even life-threaten-
ing. C1-INH is the endogenous inhibitor of the
kallikrein-kinin cascade and the mutation in C1-INH
gene allows this system to become unregulated, leading
to excess bradykinin production and attacks of
angioedema. Ecallantide is a selective, reversible
inhibitor of kallikrein. Its efficacy was evaluated in two
randomized, double-blind placebo-controlled trials in
168 study participants with hereditary angioedema.1,2

Participants with at least one moderate or severe symp-
tom were randomized to 30 mg ecallantide subcuta-
neously or placebo. Primary endpoints were assessed (at
4 hours) with two scoring systems, the Means Symptom
Complex Severity (MSCS) score and Treatment Out-
come Score (TOS). These scoring systems measure
severity of attack symptoms and symptom response to
therapy, respectively, at 4 hours. Changes in MSCS and
TOS at 4 hours were statistically better with ecallantide
than placebo. A higher percentage of participants 
(68.6%) achieved onset of sustained improvement in 
overall response by 4 hours compared to placebo 
(41.1%).2 In addition, in both studies, fewer participants 
treated with ecallantide required medical intervention
(14% and 33%) compared to placebo (36% and 50%) 
within 24 hours. Ecallantide is generally well tolerated. 
However, anaphylaxis occurs in about 4% of patients. 

Clinical Implications
HAE can be severely debilitating and life-threaten-

ing. The prevalence ranges from 1 in 10,000 to 1 in 
50,000. There are currently no other FDA-approved 
drugs for the treatment of acute attacks. Current treat-
ments, which include fresh-frozen plasma, hydration,
and narcotics, have met with only limited success. In 
2008, a human C1 inhibitor was approved for prophy-
laxis against HAE attacks. Ecallantide is the first safe 
and efficacious agent approved for treatment of acute 
attacks of this serious but rare condition. Ecallantide is

also being evaluated for the reduction of peri-operative 
blood loss during cardiopulmonary bypass surgery.  ■

References
1. Kalbitor Prescribing Information. Cambridge, MA:

Dyax Corp.; November 2009.
2. Pulmonary-Allergy Drugs Advisory Committee. Advi-

sory Committee Briefing Document: Kalbitor® (ecallan-
tide) for Acute Attacks of Hereditary Angioedema (BLA
125277). Available at: www.fda.gov/ohrms/dockets/AC/
09/briefing/2009-4413b1-03-Dyax.pdf. Accessed Jan.
14, 2010.

3. Epstein TG, Bernstein JA. Current and emerging
management options for hereditary angioedema in the
US. Drugs 2008;68:2561-2573.

4. Schneider L, et al. Critical role of kallikrein in heredi-
tary angioedema pathogenesis. J Allergy Clin
Immunol 2007;120:416-422.

22 February 15, 2010

Upon completion of this educational activity, 
participants should be able to:
• describe new findings in the differential diagnosis 

and treatment of various diseases;
• describe the advantages, disadvantages and contro-

versies surrounding the latest advances 
in the diagnosis and treatment of disease;

• identify cost-effective treatment regimens;
• explain the advantages and disadvantages of new 

disease screening procedures.

CME Objectives

5. Compared with placebo, antidepressants are:
a. most likely to benefit those with mildest depression.
b. equally effective in relieving all degrees of depression.
c. most likely to benefit those with most severe depression.
d. ineffective in treating depression.

6. Which of the following statements is true about patients’
family history?
a. Family history is reported accurately in > 90% of cases.
b. Collecting family history has been proven to change 

disease outcomes.
c. Experts agree on the definition of family history elements

in primary care practice.
d. Family history of cancer was reported most accurately. 
e. None of the above 

CME Questions

Answers:5. c, 6. e.
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Helping heart failure
patients feel better
with iron
Source: Anker SD, et al. Ferric car-
boxymaltose in patients with heart fail-
ure and iron deficiency. N Engl J Med
2009;361:2436-2448.

GLOBALLY DEFINED, HEART FAILURE

exists when delivery of oxygen to
the tissues is insufficient to meet
demand. Anything that compromises
oxygen delivery or impairs blood oxy-
genation can only compound the situa-
tion. Accordingly, patients with chronic
heart failure (CHF) who are anemic
might understandably suffer greater
symptom burden or limitations as a
result. 

Anker et al enrolled patients with
CHF (n = 459) and iron deficiency as
documented by a low ferritin level.
Patients were randomized to receive
either placebo or iron intravenously (as
ferric carboxymaltose) and followed for
6 months. The primary outcomes of the
trial were self-reported global assess-
ment and NYHA functional class. 

Iron was administered as a 4 mL
bolus IV (200 mg iron) weekly until
iron levels were restored (as measured
by ferritin, hemoglobin, and transferrin
saturation), and then monthly until the
end of the trial.

At the end of the trial, both the 
global assessment and NYHA class 
were improved to a statistically signifi-
cant degree more in the iron group than
in the placebo group. There were no
serious adverse reactions with the ferric 
carboxymaltose.

Previous smaller studies have gener-
ally had similarly favorable outcomes. 
Interestingly, both this trial and earlier 
trials have found that iron supplementa-
tion benefits CHF patients with or with-
out anemia, suggesting that more study 
of the pathophysiologic role of iron in
CHF is needed.  ■

COPD and 
osteoporosis
Source: Ferguson GT, et al. Prevalence
and progression of osteoporosis in
patients with COPD: Results from the
TOwards a Revolution in COPD Health
study. Chest 2009;136:1456-1465.

OF THE TOP 10 CAUSES OF DEATH IN

America, COPD (fourth) might be
likened to the Rodney Dangerfield of
mortal maladies: “It don’t get no
respect.” Our pulmonology colleagues
like to remind us that in contrast to the
other 9 top 10 mortal disorders —
which are either improving or at least
leveling off — COPD mortality is actu-
ally rising. One way to awaken clini-
cians’ interest in COPD is to remind
them that it’s not just about the lungs:
Patients with COPD suffer detriment in
multiple tissue compartments, such as
bone health.

The TORCH trial (TOwards a Rev-
olution in COPD Health) studied
inhaled fluticasone, inhaled salmeterol,
both, or placebo in more than 6000
subjects. A subgroup study (n = 658)
looked at the effects on bone mineral
density (BMD) of each treatment arm.

At baseline, more than half of both
men and women with COPD had either
osteoporosis or osteopenia. Although
frank osteoporosis was more common
in women (30% vs 18%), osteopenia
was equal. This is a critically important
observation, since most fractures hap-
pen in subjects with osteopenia not
osteoporosis. (This is likened to the sit-
uation in hypertension: Even though the
risk of severe HTN is greater, since
there are so many more folks with stage
1 or stage 2 hypertension, most of the
CV burden of HTN is not shouldered
by folks with severe HTN).

The good news: There was no mean-
ingful change in BMD related to
inhaled steroids (alone or in combina-
tion with salmeterol). The bad news:

Osteopenia and osteoporosis are fright-
eningly commonplace in COPD.  ■

Prediabetes 
treatment: A wealth 
of opportunity
Source: Rhee MK, et al. Many Ameri-
cans have pre-diabetes and should be
considered for metformin therapy. Dia-
betes Care 2010;33:49-54.

IT IS ESTIMATED THAT ALMOST 40 MIL-
lion Americans have diabetes, and

more than twice that many have predi-
abetes. Clinical trials from the United
States and other nations indicate that
prediabetes progresses at a rate of 6%-
10% each year to frank diabetes. Fortu-
nately, the menu of interventions that
forestall development of diabetes from
prediabetes continues to expand. It
now includes diet, exercise, met-
formin, thiazolidinediones, acarbose,
and orlistat. 

In the recent past, it has been sug-
gested that persons with prediabetes 
merit pharmacotherapy with metformin
(in addition to lifestyle changes) if they 
have both impaired fasting glucose and
impaired glucose tolerance and any one
of: age > 60 years, BMI > 30 kg/m2,
family history of diabetes, elevated 
triglycerides, reduced HDL, hyperten-
sion, or A1c > 6%. 

Rhee et al invited employees of 
the Grady Health System, Emory
HealthCare and University, and More-
house School of Medicine to be 
screened for diabetes. Of the volun-
teers who qualified for glucose toler-
ance testing (n = 1581), the combina-
tion of factors sufficient to merit met-
formin treatment was 8.1%; an addi-
tional 4.6% of subjects were newly 
diagnosed as frankly diabetic. Now
that firm indications for pharmacother-
apy of prediabetes are established, cli-
nicians have a wealth of opportunity
for timely intervention.  ■

Clinical Briefs
By Louis Kuritzky, MD, Clinical Assistant Professor, University of Florida, Gainesville
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Scenario: The ECG shown above was obtained from a
42-year-old man who presented with the complaint of “a
funny feeling in my chest.” A prior ECG had been done
a few years earlier for a similar concern, and was inter-
preted as showing “possible old inferior infarction vs
left anterior hemiblock.” How do you interpret his cur-
rent tracing? Does it explain his symptoms? Does it cor-
relate with the interpretation of his previous ECG?

Interpretation
The rhythm is sinus at 65 beats/minute. The tempta-

tion is there to interpret the rest of this ECG as showing
normal intervals, left axis deviation with inferior QS
complexes consistent with prior inferior infarction 
vs left anterior hemiblock. Alas, this is not what is
occurring. 

The first clue to something amiss lies in lead V
1
,

which manifests an R > S wave. This is distinctly unusu-
al, since the S wave is almost always predominant in
right-sided lead V

1
. Diagnostic entities to consider as the

cause of a tall R > S wave in lead V
1

include right ven-
tricular hypertrophy, right bundle branch block when the
QRS complex is wide, posterior infarction, cardiomy-
opathy, normal variant, and accessory pathway conduc-

tion as occurs with Wolff-Parkinson-White (WPW) 
syndrome. 

Close inspection of the PR segment and the initial
(ascending) portion of the QRS complex in each of the
precordial leads reveals ever-so-slight (but real) slurring,
consistent with the delta wave of WPW. This delta wave
is best seen in the above tracing in leads V

4
,V

5
. The QRS

complex is not always widened with WPW. This is
because: 1) the accessory pathway (AP) may hook into
the regular conduction system close to the Bundle of
His, resulting in a much shorter path of conduction
through unspecialized myocardial tissue; and/or 2) there
may be simultaneous conduction down the normal and
accessory pathway, with net effect cancelling some of
the QRS widening. 

We suspect the prior ECG on this patient was misin-
terpreted. WPW is notorious for producing “pseudo-
infarct” patterns (as seen in the inferior leads here). Sim-
ilarly, no clinical significance can be derived in the set-
ting of AP conduction from the ST-T wave abnormali-
ties seen in the anterior precordial leads. Whether the
“funny feeling” in this patient’s chest is the result of
WPW-associated arrhythmias is a question requiring
clinical correlation.  ■

24 February 15, 2010

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 Funny Feeling in My Chest



In this issue: FDA warning on topical anesthet-
ics; antipsychotics increase sudden cardiac death;
the step up vs step down debate; treating pain,
fatigue, mood, and sleep in fibromyalgia; FDA
Actions.

Something for your pain?
The FDA has issued a warning regarding topi-

cal anesthetics and the risk of life-threatening
side effects. This is the second warning in 2 years
regarding this issue, the first coming in February
2007 following the deaths of two women who
used extensive topical anesthetics in preparation
for cosmetic procedures. The latest warning was
prompted by a study published in Radiology,
which compared oral acetaminophen or ibupro-
fen vs lidocaine gel applied to the skin of the
breasts to reduce discomfort during mammogra-
phy. In the study, 4% lidocaine gel was applied by
a nurse from the clavicles to the inferior costal
margins and laterally to the mid axillary lines
and then covered with plastic wrap to ensure
consistency of application. Discomfort from
mammograms was significantly lower in the
lidocaine gel group and the authors postulate
that decreased discomfort may improve the likeli-
hood of future mammographic screening
(Lambertz CK, et al. Radiology 2008;248:765-772).
The FDA’s previous warning in 2007 followed on
the heels of two reports of young women under-
going laser hair removal who applied either lido-
caine or tetracaine topical preparations to the
lower extremities and then covered the applica-
tion with plastic wrap. Both women developed
seizures, fell into a coma, and eventually died
due to excessive blood levels of the topical anes-
thetic. Many of these topical products are avail-

able over the counter. The FDA strongly advises
consumers not to: make heavy application of top-
ical anesthetics over large areas of skin, use con-
centrated formulas, apply to broken or irritated
skin, wrap the treated skin with plastic wrap or
other dressings, or apply heat to skin treated with
these products.

Increase in sudden cardiac death
Antipsychotics, both typical and atypical, are

associated with a dose-related increase in sudden
cardiac death according to a new study. Typical
antipsychotics such as thioridazine (Mellaril®)
and haloperidol (Haldol®) block repolarizing
potassium currents and prolong QT intervals.
Multiple studies have shown a dose-related
increased risk of sudden cardiac death associated
with these drugs. Less is known about the atypi-
cal antipsychotic drugs although many have sim-
ilar cardiovascular effects. Researchers from
Nashville reviewed the records of Medicaid
enrollees in Tennessee including the records of
44,218 and 46,089 baseline users of a single typi-
cal and atypical antipsychotic, respectively. These
were matched with 186,600 nonusers of antipsy-
chotic drugs. Thioridazine and haloperidol were
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the most frequently prescribed typical agents,
while clozapine (Clozaril®), quetiapine
(Seroquel®), olanzapine (Zyprexa®), and risperi-
done (Risperdal®) were the most commonly used
atypical agents. Both users of typical and atypical
antipsychotic drugs had higher rates of sudden
cardiac death than nonusers with adjusted inci-
dent rate ratios of 1.99 (95% CI, 1.68-2.34) and
2.26 (95% CI, 1.8-2.72), respectively. There was a
higher rate for users of atypical antipsychotic
drugs vs typical antipsychotics with an incident
rate of 1.14 for the comparison (95% CI, 0.93-
1.39). For both classes of drugs, the risk for cur-
rent users increased significantly with increasing
dose. The authors conclude that current users of
typical and of atypical antipsychotic drugs had
similar, dose-related increased risk of sudden car-
diac death and that atypical antipsychotic drugs
are no safer than the older drugs (Ray WA, et al.
N Engl J Med 2009;360:225-235). An accompany-
ing editorial suggests that children and the eld-
erly are particularly vulnerable to these drugs
and their use in these populations should be
“sharply reduced” (Schneeweiss S, Avorn J. N
Engl J Med 2009;360:294-296).

Step up vs step down
Which is more effective for treating dyspepsia:

Starting with aggressive therapy and tapering
down, or starting with antacids and progressing
to more aggressive therapy depending on symp-
toms? The so called step-up vs step-down debate
has raged for years, particularly in managed-care
settings. In a new study from the Netherlands,
patients with dyspepsia were randomized to
treatment with an antacid, H2-receptor antago-
nist, and proton pump inhibitor (step up) vs the
same drugs in reverse order (step down), with
each step lasting 4 weeks. Primary outcome was
symptom relief and cost-effectiveness of initial
management at 6 months. Treatment success after
6 months was achieved in 72% of patients in the
step-up group and 70% of patients with step-
down group. The average medical costs were
lower for patients in the step-up group (€228 vs
€245; P = 0.0008) mainly because of the cost of
medication. The rate of adverse effects was the
same in both groups and were generally mild.
The authors suggest that treatment success is
similar in both groups but the step-up strategy
was more cost-effective for patients with new
onset dyspeptic symptoms (van Marrewijk CJ, et
al. Lancet 2009;373:215-225). An accompanying
editorial suggests that the degree of cost differ-

ence between the two groups was overestimated
because costs were based on brand name drugs
and generics are now available. It furthers sug-
gested that the study may not change practice in
primary care as the author recommends a 4-8
week course of a proton pump inhibitor for
patients with symptoms of the upper gastroin-
testinal tract with discontinuation of treatment if
patients remain asymptomatic (van Zanten SV.
Lancet 2009;373:187-189).

Pain, fatigue, mood, sleep and fibromyalgia
Tricyclics work better than other antidepres-

sants for the treatment of fibromyalgia according
to new study from Germany. In a meta-analysis
of 18 randomized controlled trials of antidepres-
sants for the treatment of fibromyalgia,
researchers reviewed studies utilizing tricyclic
and tetracyclic antidepressants (TCAs), selective
serotonin reuptake inhibitors (SSRIs), serotonin-
norepinephrine reuptake inhibitors (SNRIs), and
monoamine oxidase inhibitors (MAO). All anti-
depressants were associated with a reduction in
pain, fatigue, depressed mood, and sleep distur-
bances. Pain reduction was particularly good for
tricyclic antidepressants, while MAO inhibitors
showed modest effect and SSRIs and SNRIs
showed a small effect. TCAs were effective in
low doses of 12.5-50 mg, far below the doses
commonly employed to treat depression, and
were very effective for reducing pain, fatigue,
and sleep disturbance (JAMA 2009;301:198-209).
Currently duloxetine (Cymbalta®), pregablin
(Lyrica®), and milnacipran (Savella™) are the only
FDA-approved drugs for the treatment of
fibromyalgia. 

FDA Actions
The FDA is launching a program to improve

the safety of imported drugs to the United States.
The pilot program would allow manufacturers of
drugs outside United States to apply for 1 of 100
certifications, which would require that compa-
nies have a secure supply chain for their product.
Criteria would include holding an FDA-approved
drug application, guaranteeing that active phar-
maceutical ingredients would be imported only to
make FDA-approved drugs, complying with
Good Manufacturing Practices, and guaranteeing
that their drug products use a secure supply
chain. This program is in response to concerns
about manufacturing processes outside the
United States and the embargoing of several for-
eign manufactured drugs in the last year.  ■
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