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Synopsis: Older women taking SSRIs had higher rates of hip bone
loss compared to both nonusers and TCA users, when measured

twice over an average of 5 years.

Source: Diem SJ, et al. Use of antidepressants and rates of hip bone loss
in older women: the study of osteoporotic fractures. Arch Intern Med.

2007;167:1240-1245.

Women over age 65 were recruited from multiple sites
for the Study of Osteoporotic Fractures, initially excluding

women with bilateral hip replacements, inability to walk without
help, and African-Americans due to their low incidence of hip frac-
ture. Use of selective serotonin reuptake inhibitors (SSRIs) was
compared to tricyclic antidepressants (TCA) and nonuse of any
antidepressant. Women were followed over 8 clinic visits between
1986 through 2004, with assessments of multiple factors including
activities of daily living, medication use and depression inventories;
bone mineral density (BMD) was measured at visits 6 and 8, with
an average interval of 5 years between them.

The final cohort included 2,722 women from an initial recruit-
ment of 9,704. This included a later addition of 12% African-Amer-
ican women. An average yearly age-adjusted bone loss of -0.77% at
the hip was found in SSRI users, who comprised 8% of the total,
contrasted with -0.49% in nonusers. Results were not significantly
changed by adjustments for multiple confounding factors, including
exclusion of the most severely depressed who scored higher on the
depression inventory. Results also were consistent for both partial
and continuous SSRI users. 

Bone density loss at the femoral neck, trochanter and total hip
per year was at least 1.6 times higher among SSRI users than
nonusers. No difference in loss was seen between nonusers and
TCA users. 
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■ COMMENTARY
Although there are many factors that contribute to

bone loss in elderly women, the suspicion that SSRIs
may further accelerate loss is based on laboratory obser-
vations in mice that these drugs cause reduced bone for-
mation. Osteoblasts, osteoclasts, and osteocytes have
receptors for serotonin and serotonin transporter sys-
tems, so inhibition with SSRIs is conceivable. However,
previous observational studies in humans have presented
conflicting results, and often did not separately analyze
SSRI use from other antidepressants.

This study, along with an accompanying article show-
ing the same results in a different cross-sectional study of
elderly men,1 suggests that use of SSRIs is associated
with increased loss of bone density in the hip. In elderly
men the decline was even more striking, with 3.9% less
density at the hip and 5.6% less at the spine compared to
both TCA and nonusers. Obviously many depressed per-
sons also have other variables that contribute to bone loss,
such as inactivity, lack of sun exposure, and poor diet.
These studies attempt to control for those variables, espe-
cially when comparisons with other anti-depressant usage
supports the same findings.

Neither of these studies correlated the dosing of the
medications with rate of bone loss, and they note that
TCA users may include a more diverse group that uses
lower doses for medical indications other than depres-
sion. Nonetheless, given the accumulating evidence that

SSRIs may adversely affect bone loss in vulnerable eld-
erly populations, it would be prudent to consider BMD
measurements in long-term SSRI users who may be at
risk for developing osteoporosis, such as postmenopausal
women, heavy smokers, and those with prior fractures or
low body mass index.2 ■

References
1. Haney EM, et al. Arch Intern Med. 2007;167:1246-

1251. 
2. Saag K. Arch Intern Med. 2007;167:1231-1232.

The Role of Surgery in
Gastroesophageal
Reflux Disease
A B S T R A C T  & C O M M E N T A R Y

By Malcolm Robinson, MD, FACP, FACG

Emeritus Clinical Professor of Medicine, University of Oklahoma
College of Medicine, Oklahoma City
Dr. Robinson reports no financial relationship to this field of study.

Synopsis: Although anti-reflux surgery seems to be
declining in the United States, there are still many
such operations undertaken. However, new data
make it clear that very few patients are candidates for
fundoplication.

Source: Vakil N. Aliment Pharmacol Ther. 2007;25:1365-
1372.

Many surgeons and some gastroenterologists
enthusiastically promote fundoplication (now

mostly done using a laparoscopic approach) as an effec-
tive treatment for gastroesophageal reflux disease
(GERD). Success rates (“cures”) have been claimed in as
many as 85-93% of all cases. Indications for surgery
have included failed medical therapy, patient choice
despite successful medical therapy, large hiatal hernias,
and complications of reflux disease including Barrett’s
esophagus and extra-esophageal reflux symptoms
(chronic cough, asthma, and recurrent aspiration). Some
surgical departments have initiated direct to consumer
promotion of surgery as the ultimately effective therapy
for heartburn. Despite such enthusiasm, rates of anti-
reflux surgery have declined as much as 30% from their
peak in 1999 (much lower rates in younger patients and
in most teaching hospitals). Almost half of all patients
who do opt for fundoplication do so due to recommenda-
tions by their primary physicians. Oddly enough, there
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has been no evidence-based data to support physician
enthusiasm for surgical therapy as superior to or even
equal to medical management. Indeed, large numbers of
surgical patients are known to require chronic resump-
tion of acid antisecretory treatment at some point follow-
ing anti-reflux surgery. Although many have assumed
that fundoplication will lessen or eliminate the subse-
quent development of esophageal adenocarcinoma in
GERD patients, actual data show that cancer rates are
identical between medically and surgically treated
patients. If GERD signs and symptoms are well con-
trolled on medical therapy, surgery does not eliminate or
even lessen the ultimate requirement for medical therapy
(eg, 62% of surgically treated patients were using med-
ications for reflux more than 10 years post-fundoplica-
tion). A number of studies have demonstrated that overall
medical costs are lower than those of surgery. There is
appreciable morbidity and even mortality associated with
surgery.

For example, a large Finnish study demonstrated
almost 2 deaths per 1,000 patients operated. Complica-
tions of fundoplication include dysphagia that may
require repeated dilation and a variety of unpleasant
post-operative symptoms that may be quite difficult to
control. Unfortunately, patients who fail to respond to
medical therapy are usually nonresponders to surgery.
At the least, prior to the contemplation of surgical thera-
py, such patients need additional sophisticated evalua-
tion to rule out such non-surgical causes of their symp-
toms as eosinophilic esophagitis and a number of poten-
tially confounding esophageal motor abnormalities.

If careful pH and/or impedance studies do demonstrate
reflux despite medical treatment, and if patients have signs
and symptoms such as recurrent aspiration or regurgita-
tion, anti-reflux surgery may be reasonably contemplated.
Suspected reflux-related laryngitis that does not respond to
adequate proton pump inhibitor (PPI) therapy has been
shown also not to respond to anti-reflux surgery. There is
some consensus that patients with demonstrated reflux
who also have large hiatal hernias or para-esophageal her-
nias may be candidates for fundoplication since medical
therapy may not eliminate volumetric reflux in such cases.
There are a few patients with severe symptoms and docu-
mented acidic or weakly acidic reflux despite full dose
PPIs who might respond favorably to surgery. Surgical tri-
als have often not been performed with scientific rigor and
there is always the problem of inter-surgeon variability to
consider. On the other hand, PPIs work regardless of who
prescribes them. Overall, most existing data reinforce the
concept that most GERD patients are best managed with
expert medical therapy and that anti-reflux surgery has few
valid indications in 2007.

■ COMMENTARY
As most readers of Internal Medicine Alert already

know, this series usually does not involve selection of
review articles like the one outlined above. However,
there are some occasions that seem to merit a departure
from this approach. As noted above, there continues to be
a large number of primary care physicians who recom-
mend anti-reflux surgery to their GERD patients. Since
we are all charged with trying to practice medicine using
the most reliable available scientific evidence, we some-
times need to be reminded that many of our habits were
developed prior to modern evidence-based medicine.
When our behavior is no longer consistent with the best
available data, our practices need to change. There seems
to be little or no current support for the wide application
of fundoplication in the management of GERD.
Although a few selected patients may be candidates for
anti-reflux surgery, such patients should be very thor-
oughly evaluated before any such intervention. Likewise,
the sometimes touted endoscopic procedures for the
treatment of GERD have even weaker scientific under-
pinnings. As stated before in this series, such procedures
should remain investigational until adequate long-term
supportive data are published.   ■

Hepatitis C and Menopause
A B S T R A C T  &  C O M M E N T A R Y

By Leon Speroff, MD

Professor of Obstetrics and Gynecology, Oregon Health and Science
University, Portland

Dr. Speroff is a consultant for Warner Chilcott.

Synopsis: Liver fibrosis from chronic hepatitis C is
worse after menopause and less severe in women receiv-
ing hormone therapy.

Source: Codes L, et al. Gut. 2007;56:390-395.

Codes and colleagues from France followed
a cohort of 251 women with chronic hepatitis C,

and report data associating the severity of fibrosis estab-
lished by liver biopsies with menopause and hormone
therapy. There were 4 principal factors influencing the
severity of fibrosis: duration of infection (> 15 years),
excess body weight, presence of steatosis (fatty degen-
eration of the liver), and menopause. In those women
receiving hormone therapy, fibrosis was predominantly
mild. Fatty degeneration of the liver was seldom present
in women younger than age 55. The authors concluded
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that estrogen protects against progression of fibrosis.
■ COMMENTARY

Most individuals with hepatitis C virus infection
develop chronic disease, a major cause of worldwide
morbidity and mortality from liver fibrosis. The time
course is relatively slow, taking years to progress from
infection to cirrhosis. Progression is increased by con-
sumption of alcohol, excess body weight, diabetes, and
degree of fatty degeneration in the liver. The severity of
liver fibrosis is greater in men, and progression in
women accelerates at around age 60. In vitro and animal
experiments have documented a beneficial effect of
estrogen on the development of fibrosis, an effect that is
consistent with the data in this study finding greater pro-
gression of fibrosis after menopause and amelioration
with hormone therapy. Another French study, a retro-
spective survey, reported a greater rate of fibrosis pro-
gression with hepatitis C in postmenopausal and nulli-
parous women, and a lower rate in postmenopausal
women treated with hormone therapy compared with
nontreated women. (Hepatology. 2004;40:1426-1433).

Liver fibrosis from hepatitis C infection is not the
result of viral destruction of hepatic cells. Fibrosis is a
response to the inflammatory activity incited by the
virus. By now it is well known that estrogen can sup-
press the secretion of proinflammatory cytokines.
Because of the prevalence of hepatitis C infection,
these French reports are very important. Many clini-
cians are reluctant to prescribe hormone therapy to
women with a history of liver disease. However, as
long as liver enzymes are normal, there is no reason to
withhold treatment, and these French studies indicate
that estrogen therapy is beneficial. Postmenopausal
hormone therapy should be discussed when women
present with a history of hepatitis C infection.   ■

Coronary Calcification and
Perfusion Imaging
A B S T R A C T  & C O M M E N T A R Y

By Michael H. Crawford, MD

Professor of Medicine, Chief of Clinical Cardiology, University of
California, San Francisco
Dr. Crawford is on the speaker’s bureau for Pfizer.

Source: Ramakrishna, G, et al. Am Heart J 2007;153:807-
814.

After a positive coronary ct scan, patients
often undergo stress myocardial perfusion scan-

ning, but the relationship between these two tests in

relation to prognosis is poorly understood. Thus,
these investigators from the Mayo Clinic identified
1230 patients who had undergone electron beam com-
puterized tomography (EBCT) and stress single pho-
ton emission computed tomography (SPECT) within
3 months, over a 4-year period. After excluding
patients with known coronary artery disease (CAD),
valvular disease and paced rhythm or left bundle
branch block, the final population was 835 who con-
sented to participate. They were followed for an aver-
age of 5 years to assess the primary endpoint of all-
cause mortality. The secondary endpoints were
myocardial infarction and coronary revascularization
three months after testing. Coronary calcium was
scored as normal (0), minimal (1-10), mild (11-100),
moderate (100-400) and severe (>400). SPECT
results were similarly categorized using the Cedars
Sinai criteria. 

Results: EBCT scores tended toward more abnor-
mal studies (26% >400), whereas, SPECT scores
tended toward low-risk studies (64% were normal).
There was a weak correlation between the 2 studies;
4% of patients with a normal EBCT and 18% with an
EBCT score >400 had a high-risk SPECT. Converse-
ly, 70% of patients with EBCT >400 had a normal
SPECT. EBCT better predicted a high-risk perfusion
scan than any clinical variable. Adverse outcomes
were correlated with both tests, but only EBCT pre-
dicted mortality in asymptomatic patients. The high-
est of mortality was in those with an EBCT >400 and
a high-risk perfusion study. The authors concluded
that EBCT and SPECT are weakly correlated; both
predict mortality in symptomatic patients; but only
EBCT predicts mortality in asymptomatic patients.
■ COMMENTARY

Interestingly, I am seeing patients referred because
of an abnormal coronary calcium score on fast CT
imaging ordered by their primary care doctor or by
themselves. It is difficult not to perform a stress test
on these patients, since they and their doctors are
concerned about the results. This report of the Mayo
Clinic experience in patients who have had both tests
performed provides some interesting insights that
may be of value in managing such patients. First,
96% of their patients with a calcium scan of zero had
a negative SPECT. We are not told if the 4% with
positive SPECT are true positives, but I suspect most
were false positives. Second, even among those with
a calcium score >400, 70% had a negative SPECT.
These results are not different from other reports in
the literature.

Unique to this study was the outcome of patients
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with a high-risk SPECT and a calcium score >400.
They had a 10-year mortality of 42%. This is much
higher than a calcium score of >400 alone of 27% and
a high-risk SPECT alone of 31%. High-risk SPECT
or calcium scans predicted higher mortality and mor-
bidity in symptomatic patients, but only EBCT pre-
dicted outcomes in asymptomatic patients. However,
the death rate in asymptomatic patients was 0.4%
over 5 years. It is difficult to imagine that any testing
or treatment strategy could be shown to reduce this
low mortality.

This study has several limitations. It is retrospec-
tive. There is a referral bias toward patients with
abnormal tests and 20% of their patients were lost to
follow-up. Regardless, there are clinical implications to
note. It is hard to imagine what benefit an asymptomatic
patient derives from either test. Also, in patients with a
markedly positive calcium scan, stress SPECT is usually
negative. Therefore, it would seem that one could be
selective in whom with a positive calcium score to do a
stress test. Certainly symptomatic patients, but there
would have to be other compelling reasons in an asymp-
tomatic patient, given their excellent prognosis.   ■

Does Sleep Deprivation
Aggravate Chronic Pain?

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

By Charles Pollak, MD

Professor, Clinical Neurology, Weill Medical College, Cornell
University; Director, Center for Sleep Disorders

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

Synopsis: Disturbance of sleep continuity, but not sim-
ple sleep deprivation, impairs pain inhibition and
increases spontaneous pain.

Source: Smith MT, et al. Sleep. 2007;30:494-505.

Anyone with a toothache knows how diffi-
cult it can be to sleep. The same is true for back

pain, fibromyalgia, or cancer pain, perhaps provid-
ing one reason why insomnia is common in the eld-
erly. Less well known is the opposite effect, the aug-
mentation of pain by sleep disturbance. Experiments
designed to demonstrate that insomnia, for example,
increases pain have indeed given inconsistent
results. The present experiment, by contrast, clearly
demonstrates that impairment of sleep continuity,

though not simple sleep deprivation, impairs pain
inhibition (to be explained) as well as increasing
spontaneous pain. 

The investigation was restricted to women, because
the female sex is associated with pain sensitivity and
higher rates of chronic pain. A parallel investigation in
males is in progress. Thirty-five women averaging 25
years of age participated. All were good sleepers and
were healthy and did not abuse alcohol or other sub-
stances. They did not complain of pain or use analgesics.
They were also screened for sleep disturbances, daytime
sleepiness, psychiatric disorders, and acute pain. During
the initial screening, they wore wrist actigraphs to pro-
vide measures of sleep and the circadian rhythm. During
7 subsequent experimental days, sleep was polygraphi-
cally recorded to rule out sleep disorders and track mul-
tiple sleep parameters.

Pain was induced by applying pressure to the belly
of the trapezius muscle, masseter muscle and brachio-
radialis. The pressure pain threshold was again meas-
ured while immersing a hand in ice water (cold pres-
sor task), and the increase in pain threshold was
recorded (diffuse noxious inhibitory control or
DNIC). An increase in the pressure threshold during
cold pressor reflects normal pain-inhibitory process-
es. In addition to DNIC, the spontaneous occurrence
of any potentially painful symptoms was recorded
each night.

Subjects were randomly assigned to one of 3
groups: control, forced awakening (FA) or restricted
sleep opportunity (RSO). All subjects slept undisturbed
for the first 2 nights. Controls slept undisturbed for up
to 8 hours on each of the remaining 5 nights. FA sub-
jects were forcibly awakened for either 20 minutes or
60 minutes on each of 3 consecutive nights. This was
followed by 36 hours of continuous wakefulness, then
by a night of recovery sleep. The night of total sleep
deprivation was intended to maximize the possibility
of identifying an effect of sleep deprivation on pain
inhibition. 

The RSO subjects were deprived of sleep by delay-
ing their bedtime while keeping a fixed wake time.
The amount of delay was yoked to the amount of sleep
achieved by the subjects in the FA group. After partial
sleep deprivation, the RSO and FA subjects were
deprived of sleep for 36 hours and were then allowed a
night of recovery sleep. 

FA and RSO subjects demonstrated 50% reductions
in total sleep time and increases in nonpainful somatic
symptoms during partial sleep deprivation. Sleep dep-
rivation had no effect on pain thresholds. During par-
tial sleep deprivation, however, the FA group showed a
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significant loss of pain inhibition and an increase in
spontaneous pain. Neither of the other 2 groups
showed changes in pain inhibition or spontaneous pain
during partial sleep deprivation. 
■ COMMENTARY

This is an elaborately designed, well controlled
investigation of the effect of two kinds of sleep dep-
rivation on pain perception. Remarkably, simple
sleep deprivation (shortened opportunity for sleep),
had no effect on pain perception, but reduction of
sleep to the same degree by means of an interspersed
nocturnal awakening markedly reduced pain inhibi-
tion (DNIC). Why should it matter whether subjects
are permitted to sleep a little longer before being
awakened for the day (the RSO condition) or,
instead, are permitted to sleep for the same total time
after an interval of wakefulness (FA condition)? The
authors have not shared any speculative explanations
for this, their central finding.

If it can be confirmed, the finding may be of great
clinical significance. As pointed out by the authors,
the impairment of sleep continuity by pain can have a
self-reinforcing, perpetuating effect that supports a
possible pathophysiologic role of sleep disturbance
in chronic pain. If we only knew how to do it (other
than by means of analgesic drugs), it follows that
insomnia should quickly be remedied in the patient
with chronic pain.   ■

Pharmacology Update
Eculizumab Solution
for Intravenous Infusion
(Soliris™™)
By William T. Elliott, MD, FACP, and
James Chan, PharmD, PhD

Dr. Elliott is Chair, Formulary Committee, Northern Califor-
nia Kaiser Permanente; Assistant Clinical Professor of Medi-
cine, University of California, San Francisco; Dr. Chan is
Pharmacy Quality and Outcomes Manager, Kaiser Perma-
nente, Oakland, CA.

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

The FDA has approved a humanized monoclon-
al antibody for the treatment of paroxymal nocturnal

hemoglobinuria (PNH). Eculizumab, a complement
inhibitor, is the first drug to be approved for reducing
hemolysis associated with this condition. It is marketed
by Alexion Pharmaceutical, Inc as Soliris.
Indications

Eculizumab is indicated for the patients with PNH to
reduce hemolysis.1

Dosage
The recommended dose is 600 mg every 7 days (±2

days) for the first 4 weeks, 900 mg for the fifth dose 7
days later (±2 days), and 900 mg every 14 days (±2 days)
thereafter. The drug is given by intravenous infusion over
35 minutes. If adverse reactions due to infusion occur, the
infusion rate may be slowed or stopped. If the rate is
slowed it should not exceed 2 hours. Patients should be
monitored for one hour after infusion in case of infusion-
related reactions. All patients must receive meningococcal
vaccine at least 2 weeks prior to initiation of therapy.1

Eculizumab is supplied as 300 mg vials (10 mg/ml,
30 ml).
Potential Advantages

Eculizumab reduces hemolysis, hemoglobinuria,
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need for transfusions, and fatigue, and improves the
quality of life.1,2,3

Potential Disadvantages
There is an increased risk of serious menogococcal

infections and possibly infections caused by encapsulat-
ed bacteria such as Streptococcus pneumoniae and
Hemophilus influenzae. Serious meningitis was reported
in 2 of 196 subjects in clinical trials even with vaccina-
tion. The most common adverse events (10% or higher)
include headache, nasopharyngitis, back pain, and nau-
sea.1

Comments
PNH is a rare acquired clonal disorder characterized

by intravascular hemolysis, anemia, hemoglobinuria,
and venous thrombosis.4,5 The presence of blood in the
urine and plasma is evident after sleeping. Hemolysis
leads to recurrent abdominal pain, dysphagia, severe
lethargy and erectile dysfunction. Thrombosis is the
leading cause of premature mortality. A mutation in the
phosphatidylinositol glycan complementation class A
gene (PIG-A) leads to defective proteins essential to
protect the red blood cells (RBC) from destruction by
complement. Eculizumab blocks the activation of com-
plement resulting in inhibition of hemolytic activity.
Efficacy was based on one randomized, double-blind,
placebo-controlled study, a single arm study, and a
long-term extension study.

In the randomized study (n = 87), patients who had at
least 4 transfusions in the previous 12 months, PNH type
III erythrocyte proportion of 10% or more, platelet
counts of at least 100,000/mm3, and lactate dehydroge-
nase levels at least 1.5 the upper limit of normal were
randomized to eculizumab or placebo for 26 weeks.3

The primary endpoints were stabilization of hemoglobin
and units of transfusion. Secondary endpoints include
transfusion independence, hemolysis (area under the
curve for lactate dehydrogenase value), fatigue, and
assessment of quality of life (Functional Assessment of
Chronic Illness Therapy-Fatigue Instrument and Euro-
pean Organization for Research and Treatment of Can-
cer Quality of Life Questionnaire). Eculizumab stabi-
lized hemoglobin levels in 49% of patients without
transfusion vs 0% for placebo. The median units of RBC
transfusion were 0 and 10 units respectively. Transfusion
independence was achieved in 51% of and 0% respec-
tively, and intravascular hemolysis was reduced.

Significant improvements in fatigue and quality of
life were also observed. The single-arm study enrolled
patients (n = 97) who had at least one transfusion in the
past 24 months with at least 30,000 platelets/microliter
and received eculizumab for 52 weeks. Similar results
were achieved as in the first study.1 In an extension study

(n = 187), reduction in hemolysis was sustained over the
duration of drug exposure (10 - 54 months). Thrombotic
events appear to be reduced compared to the same peri-
od prior to therapy although 63% were on antithrombot-
ic therapy and this outcome was not studied in a con-
trolled setting. Alexion has agreed to conduct a random-
ized, controlled clinical study to assess the effect of dis-
continuation of antithrombotic therapy while on
eculizumab. A global registry of PNH is being devel-
oped to follow the natural history of the disease. Patients
and providers must enroll with the Soliris OneSource (1-
888-765-4747) prior to initiation of treatment.

The cost of eculizumab was not available at the time
of this review.
Clinical Implications

PNH is a rare disease with no cure except for bone
marrow transplantation. The condition is managed with
supportive therapy including antithrombotic therapy. 
Eculizumab represents a promising treatment for this
condition. While eculizumab reduces hemolysis and
the need for transfusion and improves quality of life, it
has not yet been shown to reduce thrombotic events
and improve survival   ■
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CME Questions
42.Which of the following has NOT been shown to increase the

loss of hip bone density in elderly women?
a. tricyclic antidepressants (TCA)
b. lack of physical activity
c. selective serotonin reuptake inhibitors (SSRIs) 
d. A and C
e. all of the above

43. Anti-reflux surgery is most likely to be effective in which
patients:
a. those found to have Barrett’s esophagus 
b. those who have typical symptoms but have failed to respond to

PPIs
c. those with large hiatal or para-esophageal hernias with regurgi-

tation and/or recurrent aspiration
d. those who have partly responded to PPIs but wish to stop these

medications
e. those with suspected reflux laryngitis. 
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Answers:42 (a); 43 (c) 



Safety and
Efficacy of Newest
Pharmocotherapy
for Diabetes:
The Incretins

Despite an increasing array of
methods for control of diabetes,

not even half of patients currently have
attained and maintain an A1c less than
7%. Hence, new tools which may
enhance achievement of goals are wel-
come, but only if the efficacy, safety,
and tolerability is also acceptable.
Because the incretins (ie, exenatide,
sitagliptin) are typically weight-neutral,
or even associated with weight loss,
they are attractive to diabetic patients,
many of whom struggle with weight
management issues. This class of agents
is complementary with many of the
commonly used pharmacotherapies for
diabetes. Currently, only one oral
incretin (sitagliptin, trade name Janu-
via), and one parenteral incretin (exe-
natide, trade name Byetta) are available
in the United States. Promising new
delivery systems for exenatide, allowing
once-weekly administration, and devel-
opment of additional oral incretins (eg,
vildagliptin) may provide even further
diversity for this class of agents.

In this systematic review and meta-
analysis, encompassing 29 clinical trials
and over 20,000 study subjects, incretins
were found to be comparably effective
to other oral agents for lowering of glu-
cose, with modest adverse effect pro-
files. Because there is a paucity of trials
lasting more than 30 weeks, true long-
term safety remains to be determined.
There are no large clinical trials of sub-
jects treated with incretins to inform us
of clinical endpoints such as diabetes-
related death or cardiovascular disease.

These data are reassuring that incretin
therapy is safe and effective.  ■

Amori RE, et al. JAMA.
2007;298(2):194-206.

Optimum Duration
of Treatment for
Hepatitis C

Currently, we may be able to
cure a substantial majority of per-

sons with hepatitis C. Until very long-
term data are available, the current gold
standard for cure is sustained viral
response (SVR), defined as an absence
of detectible virus 6 months after cessa-
tion of treatment. The good news is that
for persons with HCV genotype 2 or 3, a
“traditional” regimen of 24 weeks treat-
ment with peginterferon plus ribavirin
produces a SVR in 80% of cases. Cur-
rent treatment regimens are expensive
and have adverse effects, so shortening
the course without compromising effi-
cacy would be valuable.

Earlier data has shown that for HCV
treatment subgroups that promptly
clear HCV RNA (within 4 weeks),
SVR is attained with as few as 12-16
weeks of treatment. To prospectively
confirm that shorter treatment courses
are as efficacious as longer ones, Shiff-
man, et al compared a 16-week course
of therapy with a 24-week course in
1,469 study subjects.

The efficacy of the shorter course
of therapy to achieve a SVR was sig-
nificantly less than the longer course
(62% vs 70%, p <0.001). The “tradi-
tional” 24-week therapeutic course
should remain standard for all but
exceptional cases. ■

Shifffman ML, et al. N Engl J Med
2007;357:124-134.

Estrogen and
Coronary
Calcification

Analysis of data from the
Women’s Health Initiative (WHI)

suggests that for younger women (age
50-59), the relationship between estro-
gen replacement and coronary health
may not be the same as for the more
mature women in this trial. Even though
the overall “take-away” from the WHI is
that women should not receive hormone
replacement with hopes of reducing car-
diovascular risk, reconsideration of sub-
groups suggests that older women (mean
age of WHI participants = 63) respond
differently than younger women.

The use of electron beam computed
tomography (EBCT) to detect coronary
calcium has been consistently support-
ed as an accurate indicator of the pres-
ence of coronary calcification, and
equally valid to exclude the same. Man-
son, et al performed an analysis of
younger women (age 50-59) from the
WHI who underwent EBCT (or multi-
detector-row CT) at baseline and after
8.7 years. The treatment arm of the
WHI actually lasted only 7.4 years, so
the followup CT was obtained 1.3 years
after the trial had concluded.

Coronary calcium scores were sub-
stantially lower amongst women who
had received estrogen than placebo; for
those with the highest level of adherence
to estrogen, the calcium scores were even
lower. These data indicate that for
younger women (age 50-59), estrogen
replacement therapy is associated with
lower frequency and level of coronary
artery calcification, a respected surrogate
for risk of myocardial infarction. ■

Manson JE, et al. N Engl J Med.
2007;356:2591-2602.
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