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Synopsis: Annual CT scanning of at risk people can detect early
(Stage 1) lung cancers and perhaps reduce the mortality rate of

lung cancer in this group. 

Source: The International Early Lung Cancer Action Program Investiga-
tors. Survival of Patients with Stage 1 Lung Cancer Detected on CT

Screening. N Engl J Med. 2006;355:1763-1771.

This paper is the product of a 12-year, multi-center,
multi-country observation of more than 31,000 people who

were at risk for lung cancer. In this study, “at risk” people were
those over 40 with a history of active or passive smoking or with
occupational exposure (beryllium, asbestos, uranium, or radon).
Overall, 83% of the participants were current or former smokers;
smoking was less likely to be the risk factor for those participants
from Japan. 

For the initial baseline screen, a positive screening CT was
defined by the presence of a solid or partly solid calcified nodule
> 5 mm, a nonsolid, noncalcified nodule > 8 mm, or a solid endo-
bronchial nodule. In this cohort of 31,567 at risk people, 4186
people had an initial positive screen. The workup for these posi-
tive CT scans varied, but culminated in fine needle aspiration
biopsy if the nodule grew on subsequent CT’s (usually within 3
months). Of the more than 4000 people with positive initial
screens, 405 were found to have lung cancer. Five of those with
initial negative screens had lun,g cancer diagnosed after work-ups
that were prompted by symptoms.

Those with negative screening CT’s (27,381) had repeat
screening CT scans at 12-month intervals (though the variability
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of this in actual practice was 7-18 months). For these
follow-up annual screens a positive screening was con-
sidered to be any new noncalcified nodule. Over the
time course of this study (about 12 years), 1460 of
these individuals developed positive CT scans, and 74
of those with positive scans were diagnosed with lung
cancer. 

Work-ups for positive CT scans and treatment of
any diagnosed cancer were variable, depending on the
patient and the attending physician. In point of fact,
only 535 (about 10%) of those patients with positive
scans ended up having biopsies. The diagnosis of lung
cancer for inclusion in this study required a pathologic
examination that was read in the central reading cen-
ter. Ten-year survival curves were constructed for the
participants.

Overall, then, 405 of the 31,567 (1.3%) partici-
pants were found to have cancer over the time course
of this study. Adenocarcinoma subtypes were, far
and away, the most common kind of cancer diag-
nosed. The estimated 10 year survival rate of all
study participants with lung cancer was 80%. Of the
cancers diagnosed in this study, 85% were stage 1,

and the 10-year survival rate of this group was 88%.
Of the 405 participants diagnosed with cancer during
this study, 302 underwent resection within a month
of diagnosis, and these people had a 92% survival
rate. In their discussion, the authors note that the
cost of a low-dose screening CT scan is below $200
and that the cost of surgical resection of stage 1 can-
cer is less than that of advanced cancer. They state
that the cost-effectiveness of CT scanning for those
at risk for lung cancer is “similar to that for mam-
mography screening.” 

■■ COMMENTARY
This paper has received attention in the lay press

(and was published in the New England Journal!), so
our patients are likely to be asking about it. In her
column in US News and World Report, Dr. Berna-
dine Healy pointed out that lung cancer kills more
patients than do cancers of the breast, prostate,
colon, and cervix combined, and exhorts …“we may
finally have an early-detection option. …Let’s get on
with it.”1

The rationale for the current study and for forma-
tion of The Early Lung Cancer Action Project
(ELCAP) is to pick up symptomatic cancers when they
are in early stages, and thus more amenable to cure.
The survival results reported here are remarkable, but
they are not truly new. Previous, smaller studies have
shown that picking up cancers earlier can result in a
higher cure rate.2-5

To understand this issue better, we reviewed this
paper at the journal club of the Pulmonary Division
at the University of Kentucky College of Medicine.
We Kentuckians know lung cancer, since Kentucky
typically leads the nation in smoking prevalence and
(duh) lung cancer. Right away, it was obvious that
this is a contentious issue, with one faculty member
saying, “It’s remarkable that so much effort and
money continues to be invested in something that is
almost completely preventable,” and another faculty
member saying, “If this were about breast cancer,
everybody would be on the bandwagon and screening
CT’s would be covered and encouraged by insurance
companies.” 

As we dissected the paper, we became confused about
how many “annual exams” each participant in this study
may have had, and we noted that it was not possible to
tell how many patients had PET scans or what the crite-
ria were that led to biopsy. 

It was also pointed out that this study is not the
definitive study of early detection of lung cancer. As
with many other aspects of medical science, a ran-
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domized, controlled trial will yield a much more
definitive answer. Fortunately, such a trial is under-
way. The National Lung Screening Trial (NLST),
sponsored by the National Cancer Institute is ongo-
ing.6 This trial is comparing spiral computed tomog-
raphy (CT) and standard chest X-ray to show if either
test is better at reducing lung cancer deaths. As of
February 2004, nearly 50,000 current or former
smokers had joined NLST at more than 30 study sites
across the country. The trial is now closed to further
enrollment, and will collect and analyze data for
eight years. As is pointed out on the NLST web site,
“. . . no scientific evidence to date has shown that
screening or early detection of lung cancer actually
saves lives. . . . Some studies have shown that spiral
CT detects smaller abnormalities than chest x-ray.
However, smaller cancers are not always ‘early’ can-
cers, and we do not know if detecting these small
abnormalities and treating them will reduce lung
cancer deaths. To address this question, it is neces-
sary to conduct a randomized, controlled clinical
trial as we are doing in NLST.”

So, how do we manage “at risk” patients in the
meantime? First of all, patients need to know that, at
present, they will need to pay for screening CT’s out
of pocket. They also need to know that having a
screening CT could open Pandora’s Box. In the
ELCAP study, the rate of false-positive CT scans was
quite high: about 10% of those with an initial positive
scan had cancer, and only about 5% of those with a
subsequent positive annual scan had cancer. This is a
lot of repeat CT scans, PET scans, or biopsies. And
perhaps angst.   ■

References
1. Healy B. To have and have not. US News and World

Report. Nov 13, 2006, p. 66.
2. Sobue T, et al. Screening for lung cancer with low-dose

helical computed tomography: anti-lung cancer associ-
ation project. J Clin Oncol. 2002;20:911-920. 

3. Buell PE. The importance of tumor size in prognosis
for resected bronchogenic carcinoma. J Surg Oncol.
1971;3:539-551. 

4. Martini N, et al. Incidence of local recurrence and sec-
ond primary tumors in resected stage I lung cancer. J
Thorac Cardiovasc Surg. 1995;109:120-129. 

5. Henschke CI, et al. Screen-diagnosed small stage I
cancers of the lung: genuineness and curability. Lung
Cancer. 2003;39:327-330.

6. www.cancer.gov/nlst. Accessed Nov 28, 2006.

Errors of Omission
A B S T R A C T  &  C O M M E N T A R Y

By Allan J. Wilke, MD
Residency Program Director, Associate Professor of Family Medi-
cine, University of Alabama at Birmingham School of Medicine—
Huntsville Regional Medical Campus
Dr. Wilke reports no financial relationship to this field of study.

Synopsis: A review of ambulatory medical malpractice
cases of missed and delayed diagnoses reveals that they
result from a witches’ brew of multiple breakdowns, cog-
nitive errors, and dysfunctional systems.

Source: Gandhi TK, et al. Missed and Delayed Diagnoses in
the Ambulatory Setting: A Study of Closed Malpractice
Claims. Ann Intern Med. 2006;145:488-496.

Misdiagnoses are the most common malprac-
tice claims in the United States.1 Reviewing the

closed claims of four malpractice insurance companies
from 1984 to 2004, Gandhi and associates found 429
alleging injury from missed or delayed diagnoses. Emer-
gency departments accounted for 122 of them; the other
307, from physicians’ offices, ambulatory surgery cen-
ters, pathology laboratories, and imaging centers, were
the subject of this study. The adverse outcomes were
scored on a 9-point severity scale from emotional injury
only to death. The reviewers classified contributing fac-
tors into three groups: cognitive, system, and patient.
These factors were evaluated for error, ie, “the failure of
a planned action to be completed as intended or the use
of a wrong plan to achieve an aim.”2 The errors were
then ranked on a 6-point confidence scale from “little or
no evidence” to “virtually certain” that the adverse out-
come resulted from one or more errors. Any claim
ranked 4 or greater was considered to have an error.
After review, 181 of the 307 were determined to have
diagnostic errors and resultant adverse outcomes. 

Of the 181 claims, 106 (59%) involved “significant or
major physical outcomes” and 55 (30%) resulted in
death. The other 20 were associated with psychological,
emotional, or minor physical harm. The most common
missed diagnoses were breast cancer (24%), colon can-
cer (7%), infection (5%), and skin cancer, hematologic
cancer, gynecologic cancer, fracture, and myocardial
infarction (all at 4%). Primary care physicians were
named in 49% of the claims, followed by radiologists
(17%), general surgeons (13%), and pathologists (7%).
Physicians-in-training accounted for 11% of claims.
Breakdown analysis of the diagnostic process demon-
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strated that some claims had multiple errors and multi-
ple physicians making those errors. The main errors
were “failure to order an appropriate diagnostic test,”
“failure to create a proper follow up plan,” “failure to
obtain an adequate history or to perform an adequate
physical examination,” and “incorrect interpretation of a
diagnostic test.” The most frequent contributing factors
were failures in judgment, vigilance or memory, knowl-
edge, lack of patient adherence, atypical presentation,
complicated medical history, and communication factors
(including handoffs).

■■ COMMENTARY
Wow, where do we start? There are so much data pre-

sented in this study and so many ways of looking at
them. An abstract from this same group of its study of
errors in the emergency department is available on-line.3

Same song, different verse. An editorialist4 wondered
how patient safety in the hospital compared with that in
the office. Dr. Wachter has the credentials; he is the edi-
tor of the Agency for Healthcare Quality and Research’s
Web M&M (Morbidity and Mortality Rounds on the
Web)5 and Chair of the University of California San
Francisco Patient Safety Committee. He argues that
there are major differences between safety in the hospi-
tal and the office. With so many more patients seen in
ambulatory settings, the opportunities for disaster (and
improvement) are rife. Dr. Wachter promotes electronic
medical records as one solution to the problems of
physicians not ordering health maintenance testing, not
having evidenced-based recommendations at hand to
interpret the tests they do order, and not being alerted
when patients fail to follow up. He also discusses the
enormous upfront costs of acquiring and maintaining
EMRs. In a prior life (circa 1995) I was one of those
“early adopters” of an EMR. I was looking for all of the
previously mentioned benefits, and I wanted it to do
real-time drug-drug interaction scanning. It/we failed. 

This summer, the Family Medicine Center associat-
ed with the residency I direct, implemented an EMR.
We are about four months since “go live” and while we
seem to be doing a better job of coding our visits, I
haven’t been impressed that we’re making improve-
ments in our patients’ safety. The September 2006
issue of the ACGME (Accreditation Council for Grad-
uate Medical Education) Bulletin was devoted to
patient safety. I was struck by an article by Deborah
Powell, MD, Dean of the University of Minnesota
Medical School, who reported on René Amalberti’s,
MD address to the ACGME meeting last year. “Dr.
Amalberti commented that the health care system in
the United States could be as safe as commercial avia-

tion, but to accomplish this, the community would
need to give up a considerable degree of physician and
patient autonomy. He raised the question whether we
would be willing, or able, to do that.” I’m not so sure
we are, but Dr. Powell argues that we must be. Getting
back to the commercial aviation industry, Stripe and
colleagues modified the risk-management techniques
taught to pilots and applied them to malpractice cases.
In this limited study, they demonstrated that the “aero-
nautical cognitive causative approach . . . [could] reli-
ably identify cognitive causes of errors in a significant
proportion of medical malpractice cases . . . ”6 To err is
human, to forgive divine. To ignore the problem is
criminal. We can and must do better.  ■
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The fda has approved an oral, once-daily
drug for the treatment of chronic hepatitis B. Tel-

bivudine is the β-L enantiomer of thymidine with potent
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antiviral activity against hepatitis B virus. Telbivudine is
manufactured by Novartis Pharma Stein AG in Switzer-
land and co-marketed by Idenix Pharmaceuticals, Incor-
porated and Novartis as “Tyzeka.™”

Indications
Telbivudine is indicated for the treatment of adult

patients with chronic hepatitis B with evidence of viral
replication and either persistent elevation in ALT or
AST or histologically active disease.1

Dosage
The recommended dose is 600 mg once daily and

may be taken with or without food.  Dose should be
reduced with impaired renal function.1

Telbivudine is available as 600 mg tablets.

Potential Advantages
Telbivudine has been reported to have more antiviral

activity than adefovir in HBeAg positive patients.2 In
contrast to adefovir, renal toxicity is not a major con-
cern. The activated form of telbivudine (telbivudine-5’
triphosphate) is not a substrate for human polymerase.3

One-year resistance rate was 4.4% compared to 10- 40%
for lamivudine.4

Potential Disadvantages
Lactic acidosis and severe hepatomegaly with

steatosis, including death has been associated with
nucleoside analogs. Myopathy has been reported
with telbivudine. Mutation associated with drug
resistance and some cross-resistance among nucleo-
sides has been reported.1

Comments
Telbivudine is a potent and specific inhibitor of

hepatitis B virus with limited or no activity against her-
pes simplex virus or HIV.3 Efficacy has been shown in
nucleoside treatment-naïve adults who are HBeAg-posi-
tive and HBeAg-negative chronic hepatitis B with com-
pensated liver disease.1 FDA approval was based on the
GLOBE study involving 1,367 nucleoside treatment-
naïve patients randomized to telbivudine (600 mg daily)
or lamivudine 100 mg daily. The primary end point of
therapeutic response at 52 weeks was a combination of
suppression of HBV DNA to < 5 log10 copies/ml with
either loss of serum HBeAg or ALT normalization.
Response rate in HBeAg positive patients was 75% for
telbivudine and 67% for lamivudine. Rates were 75%
and 77% in HBeAg negative patients respectively. Since
severe acute exacerbation of the disease may occur after
discontinuation of therapy, patients should be monitored

for at least several months after discontinuation of thera-
py and resumption of therapy may be required. Telbivu-
dine is generally well tolerated, as adverse events are
similar to lamivudine; however, elevation of creatine
kinase is more likely with telbivudine. Grade 3 or 4 ela-
vation occurred in 9% of telbivudine patients compared
to 3% for lamivudine. Common side effects include
upper respiratory tract infection (14%), fatigue/malaise
(12%), abdominal pain (12%), nasopharyngitis (11%)
and headache (11%). There appears to be no advantage
in combining telbivudine with lamivudine.5 Telbivudine
has been reported to have greater antiviral activity com-
pared to adefovir,2 however the rate of ALT normalized
and HBeAg loss were similar with the two drugs. There
are no published comparative studies between telbivu-
dine and entecavir. In similarly designed phase III trials,
compared to lamivudine, entecavir appears to be numer-
ically better.1,6 Efficacy in lamivudine or adefovir-resis-
tant virus has not been reported. The cost of telbivudine
was not available at the time of this review. 

Clinical Implications
Chronic hepatitis B is a significant health problem,

affecting about 5% of the world's population. Up to
40% of these individuals will develop cirrhosis or
hepatocellular carcinoma in their lifetime. Current oral
treatment includes lamivudine, adefovir, entecavir and
now telbivudine. Lamivudine is associated with a high
rate of development of viral resistance. Adefovir is
associated with renal toxicity and potential develop-
ment of HIV resistance. Entecavir has been reported to
be effective against lamivudine-resistant virus and such
has not been reported for telbivudine. Telbivudine may
be an alternative to lamivudine in treatment-naïve
patients but not an alternative for entecavir for lamivu-
dine-resistant virus.   ■
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CME Questions
29. Regarding screening CT and early detection of lung cancer:

a. the most common cell type diagnosed in such cases is squa-
mous cell carcinoma.

b. the vast majority of “at risk” patients are nonsmokers.
c. the definitive study justifying screening CT has now been pub-

lished.
d. The likelihood of false positive scans is high.

30. Regarding medical malpractice claims for missed or delayed
diagnoses, choose the incorrect statement.
a. The most commonly missed diagnosis is breast cancer.
b. General surgeons account for almost half of the claims.
c. Some claims had multiple errors and multiple physicians mak-

ing those errors.
d. Poor communication is a contributing factor.
e. Failure to obtain an adequate history or to perform an adequate

physical examination is a frequent error.

Attention Readers
AHC Media, LLC is happy to announce that we are

opening up our Primary Care Reports author process to
our readers. A biweekly newsletter with approximately
5000 readers, each issue is a fully referenced, peer-
reviewed monograph. 

Monographs range from 25-35 Microsoft Word docu-
ment, double-spaced pages. Each article is thoroughly
peer reviewed by colleagues and physicians specializing
in the topic being covered. Once the idea for an article has
been approved, deadlines and other details will be
arranged. Authors will be compensated upon publication. 

Readers who have ideas or proposals for future sin-
gle-topic monographs can contact Editorial Group
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procedures. 
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A Novel Approach to
Stroke Rehabilita-
tion: Constraint 
Therapy

More than three fourths of
ischemic stroke survivors experi-

ence hemiparesis, with the majority of
victims continuing to suffer long term
limitations in functional use of their
upper extremities. Recently, Constraint-
Induced Movement Therapy (CIMT)
has been studied as a method of late
intervention (1 year or more post-
stroke) for residual paresis.

The CIMT approach recognizes that
in the face of functional deficit, it is a
natural tendency to use the more agile
arm to perform everyday tasks of living.
Hence, the paretic limb undergoes fur-
ther ‘learned nonuse’ dysfunction.
CIMT involves placing the more func-
tional limb in restraint for 2-3 weeks,
with supervised practice in the use of
the paretic limb. 

The EXCITE Trial enrolled indi-
viduals who had sustained a stroke and
were felt to have achieved a stable
level of maximum recovery, but still
suffered upper extremity functional
deficits. Patients were assigned to a 2-
week CIMT group or usual care
group, and followed for 1 year after-
wards (n = 222). 

The Motor Activity Log measures
capacity to perform 30 common daily
activities. When measured at 12
months, the CIMT group was statistical-
ly significantly improved compared to
usual care as measured both by the
Motor Activity Log and the Wolf Motor
Function Test (which measures
improvements in rapidity of functional
motion, strength, and quality of move-
ment). Although this is the first large
randomized trial of CIMT, the results
support its use as a rehabilitative
method, even late in the course of post-
stroke dysfunction.   ■

Wolf SL, et al. JAMA. 2006;296:
2095-2104.

Is Carbohydrate
Really a ‘Bad-Guy’? 

Despite bookshelves in modern
bookstores brimming with advice

about diet, ascertaining just what consti-
tutes the ‘best’ dietary structure remains
elusive. Proponents of low versus high
carbohydrate, fat, or protein provide
intellectually appealing rationale to sup-
port their particular ‘fad’ diet, but little
science is available to confirm most
assertions about an optimum diet.

The Nurses Health Study began in
1976 with an initial enrollment of over
121,000 nurses. Since 1980, dietary
information has been included in survey
questionnaires. 

Based upon surveys returned by
82,000 women over a 20 year period of
observation, stratification tables by per-
centage of energy derived from carbo-
hydrate were developed. Incident coro-
nary heart disease (CHD) was then cor-
related with dietary pattern.

Over 20 years of followup, persons
on a low-carbohydrate diet did not show
an effect on the incidence of CHD.
Amongst women who followed a low-
carbohydrate diet, those who preferen-
tially consumed protein and fat from
vegetable sources had lower risk for
incident CHD than those in the same
group whose source of fat and protein
was primarily from animal sources.
Although the dietary carbohydrate
intake patterns in this population did not
closely match the Spartan restriction
seen in the Adkins diet, the lowest decile
of carbohydrate intake did not demon-
strate reduced CHD risk. This data
would suggest that in women, the choice
of fat and protein is more impactful than
level of carbohydrate intake.   ■

Halton TL, et al. N Engl J Med.
2006;355:1991-2002.

Can D-dimer Estab-
lish Best Duration of
Anticoagulation?

The appropriate duration of 
anticoagulation after an episode of

unprovoked thromboembolism is uncer-
tain, although in general “longer is bet-
ter.” The most dramatic benefit of antico-
agulation is seen early in treatment, ie,
the first 3 months. Because the risk-bene-
fit relationship between bleeding versus
the reduction of future thromboembolic
episodes becomes progressively less
favorable over time, it would be valuable
to have some way to discern which indi-
viduals merit longer anticoagulation. D-
dimer may be useful in such a setting, the
premise being that an elevated D-dimer
reflects ongoing thrombotic tendency.

Patients (n = 608) who had experi-
enced a first episode of idiopathic DVT
(or pulmonary embolus) received “tra-
ditional” treatment with Coumadin for 3
months. At that point, D-dimer levels
were measured, and those individuals
with an elevated D-dimer (DIM+),
comprising 37% of the total group, were
then randomized to receive continued
anticoagulation or placebo. Persons
with a normal D-dimer received no fur-
ther anticoagulation. 

The rate of new thromboembolic
vents over the next 16 months in DIM+
subjects was 15% in the untreated
group, versus 2% in the treated group. In
the DIM- group, new DVT occurred in
6.2%. Even though the risk for recurrent
DVT was more than twice as great in
DIM+ individuals than DIM- individu-
als over a 16-month period of observa-
tion, the event rate of the latter “low
risk” group is still substantial (6.2%),
corroborating the authors’ comment:
“The optimal course of anticoagulation
in patients with a normal D-dimer level
has not been clearly established.”  ■

Palareti G, et al. N Engl J Med.
2006;355:1780-1789.
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In Future Issues: Acute Coronary Syndromes: Women are Stronger 

Clinical Scenario: The ECG in the Figure was
obtained from a 50 year old woman. Without further
comment, what might be wrong? 

Interpretation/Answer: There are a number of
abnormalities apparent in this 12-lead tracing. First, the
rhythm is not sinus, as upright P waves are not seen in
lead II. Instead, we interpret the rhythm as AV nodal at a
slightly accelerated rate of 65/minute. Alternatively, this
could also be a low atrial rhythm (some leads, such as
lead V3 seem to show very low amplitude P waves pre-
ceding each QRS). More information (ie, a longer
rhythm strip) would be needed to determine the rhythm
with certainty — however, what can be said is that this
is not a sinus rhythm. 

The QRS complex is narrow. There is an IRBBB
(incomplete right bundle branch block) or rSr’ pattern in
leads V1, V2. This may account for the shallow T wave
inversion seen in these two leads. The most remarkable

finding on this tracing is the presence of very tall,
peaked and pointed T waves in the inferior leads and
especially in leads V3 through V5. These T waves
strongly suggest hyperkalemia, however this patient’s
serum potassium level was completely normal! 

Additional findings of interest on the tracing include
small but definitely present q waves in the inferior and
lateral precordial leads, T wave inversion in lead aVL,
and marked straightening of the ST segment in the infe-
rior and lateral precordial leads. In view of the fact that
this patient’s serum potassium level was normal, the
combination of an AV nodal rhythm, infero-lateral q
waves, peaked T waves, ST segment flattening, and T
wave inversion in lead aVL suggest the possibility of an
ischemic etiology, which could be of recent origin. The
history plus comparison of this ECG with a prior tracing
would be invaluable for providing insight as to the likely
significance of these findings.   ■

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. 

What Might Be Wrong?

Figure. 12-lead ECG obtained from a 50 year old woman. What might be wrong? 



In response to several high-profile drug misad-
ventures including the rofecoxib (Vioxx®)
withdrawal from the market, the FDA’s

Center for Drug Evaluation and Research (CDER)
asked the Institute of Medicine (IOM) to assess
the drug safety system in the United States. The
recommendations, published in the October 26
New England Journal of Medicine, call for sweeping
changes, especially in the post-marketing surveil-
lance of new drugs. 

The report suggests that the FDA has acted to
accelerate drug approvals without ensuring the
safety of these drugs once they are approved and
on the market. Direct-to-consumer advertising is
also partially to blame, especially when aggres-
sive marketing campaigns lead to sudden wide-
spread use of a new drug. Chronic under funding
and a poor work environment at the FDA are also
partially to blame. But the biggest culprit is the
lack of an effective mechanism of continued eval-
uation of new drugs once they’re on the market,
which currently amounts to little more than
reports of adverse events from practitioners. The
IOM’s report recommends changes in the
FDA’s committee structure, which strengthens
conflict-of-interest restrictions and recommends
that the FDA commissioner be appointed for a
fixed term of 6 years. They also recommend label-
ing new drugs with a symbol such as a black tri-
angle for up to 2 years to signify “the uncertainty
associated with new drugs” and a moratorium
on direct to consumer advertising during
that period. Five years after a drug’s launch,
the FDA should perform a review of the
risk/benefit  status of all approved drugs (N Engl
J Med. 2006;355:1753–1755). 

An accompanying editorial points out that
much of the money provided to the CDER is for
drug approval, and much of it derives from
industry, whereas little funding is earmarked for
monitoring of the safety of drugs after they’ve
been approved and introduced onto the market-
place. The editorialists recommend that all clini-
cal trials beyond phase I must be registered in the
public database, as has been recommended previ-
ously. The editorial also endorses the black trian-
gle indication in the first 2 years after the drug’s
approval in a moratorium on direct-to-consumer
advertising during that time. Most importantly,
the editorialists ask for better funding and more
transparency in the FDA, and urges Congress to
implement the recommendations (N Engl J Med.
2006;355:1821).

Antiaging Supplements Proven Ineffective
Dehydroepiandrosterone (DHEA) and testos-

terone are not effective antiaging supplements,
according to 2 new studies. Both compounds
have been widely marketed as antiaging supple-
ments. The first study from the New England
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Journal of Medicine was a 2-year, placebo-con-
trolled, randomized, double-blind study involv-
ing both women and men.

Among the men, 29 received DHEA, 27
received testosterone, and 31 received placebo.
Among women, 27 received DHEA and 30
received placebo. After 24 months the men
showed no significant effect of DHEA on body-
composition measurements. Neither DHEA nor
testosterone affected oxygen consumed per
minute, muscle strength, or insulin sensitivity.
Testosterone resulted in a slight increase in fat-
free mass, and both DHEA and testosterone
resulted in an increase in bone mineral
density at the femoral neck. Women who
received DHEA had an increase in bone
mineral density at the ultradistal radius. There
was no difference in quality-of-life issues in either
group with any intervention. The authors
conclude that neither DHEA nor low-dose
testosterone replacement in elderly people has
physiologically relevant beneficial effects on
body composition, physical performance, insulin
sensitivity, or quality of life (N Engl J Med. 2006;
355:1647–1659).

The second study was also a double-blind,
randomized, controlled trial that included a
hundred men age 70 and over. Subjects were ran-
domized to receive DHEA 50 mg/d, the
anti-estrogen atamestane 100 mg/d, the combina-
tion of the 2, or placebo for 36 weeks. No differ-
ences were found in either treatment arm com-
pared with placebo on a battery of tests, which
included isometric grip strength, leg extensor
power, and physical performance (J Clin
Endocrinol Metab. 2006;91:3988–3991).

The Three Most Common Culprits of ADE
Three drugs are responsible for a third of

the estimated 700,000 outpatient adverse
drug events per year in this country, according to
a new study. A collaborative effort of the FDA,
CDC, and US Consumer Chronic Safety
Commission developed the National Electronic
Injury Surveillance System-Cooperative Adverse
Drug Event Surveillance project several
years ago to assess the risk of adverse drug
events (ADEs) in the outpatient setting. During
the 2-year study period, 21,298 ADEs were
reported that resulted in patients presenting to
the emergency departments of the 63 reporting
hospitals. This extrapolates to over 700,000
cases annually in this country. Individuals age
65 or older were more likely than younger

individuals to suffer an ADE. Drugs for which
regular outpatient monitoring is used to prevent
toxicity accounted for 41.5% of hospitalizations,
and 50% of hospitalizations were in people age 65
and older. Of those drugs, insulin, warfarin, and
digoxin were responsible for one in 3 estimated
ADEs treated in emergency departments. The
authors conclude that adverse drug events are an
important cause of morbidity in the United
States, especially among the elderly, and that
ongoing population-based surveillance may help
target prevention strategies (JAMA. 2006;
296:1858–1866). 

New Guidelines for Lyme Disease Prevention
The Infectious Disease Society of America has

issued new guidelines for Lyme disease (LD) pre-
vention. Of note, guidelines state that routine use
of antimicrobial prophylaxis or serologic testing
is not recommended after a recognized tick bite;
however, a single dose of doxycycline 200 mg
may be given to adults and children over the age
of 8 if 1) the attached tick is recognized as a
potential carrier of LD and has been attached for
least 36 hours; 2) the dose can be given with-
in 72 hours of tick removal; 3) the patient is in an
endemic area; 4) doxycycline is not contrain-
dicated. Testing of ticks is not recommended.
Even if patients have been prophylaxed,
they should be monitored for signs and symp-
toms of tick-borne illness for up to one month
(Clin Infect Dis. 2006:43—published online
October 2, 2006). 

FDA Actions
The FDA has approved a new agent for the

treatment of hepatitis B infections. Telbivudine
(Tyzeka™), from Novartis, has been approved for
the treatment of adults with chronic hepatitis
B infections. In clinical trials, the drug
was shown to suppress replication of hepatitis B
virus and reduce liver inflammation.

The FDA has approved Merck’s sitagliptin
(Januvia™), a new oral antidiabetic for the
treatment of type 2 diabetes. The drug is a
DPP-4 inhibitor, a new class of medications
that prolongs the action of incretin hormones,
resulting in improved glycemic control. The drug
is approved for monotherapy or as add-
on with metformin or a thiazoldinedione.
Sitagliptin has the theoretical advantages of not
causing weight gain or increasing the risk of
hypoglycemia. It is supplied as a 100 mg tablet
that is given once a day. ■
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