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Depression
Derails Recovery
Following ACS

BY MARY ANN MOON
Contributing Writer

epression severely impairs the re-
D covery of heart rate variability after
acute coronary syndrome, report-
ed Dr. Alexander H. Glassman of Colum-
bia University, New York, and his associates.

In addition, heart rate variability (HRV)
continues to decline in patients whose de-
pression does not respond to sertraline
(Zoloft), while it ceases to decline in those
whose depression does respond to sertra-
line. It is not yet known whether this car-
diac benefit is attributable to a pharma-
cologic effect of the antidepressant, to
improvement of the depressive illness, or
to a combination of both, the researchers
said in the September issue of the Archives
of General Psychiatry.

“What is clear is that depression is asso-
ciated with biological changes involving in-
creased heart rate, inflammatory response,
plasma norepinephrine, platelet reactivity,
decreased heart rate variability, and now,
absent post—-ACS-HRV recovery, all of
which [are] associated with life-threatening
consequences,” said Dr. Glassman, a pro-
fessor of psychiatry at the university.

“Patients with depression after myocar-
dial infarction ... should be both carefully
watched and aggressively treated, because
they are at an elevated cardiac risk and less
likely to get better spontaneously,” the in-
vestigators noted (Arch. Gen. Psychiatry
2007;64:1025-31).

The researchers used data from 258 sub-
jects who participated in the SADHART
study to examine the effects of depression
and of antidepressant therapy on heart
rate variability. SADHART (Sertraline An-
tidepressant Heart Attack Randomized
Trial), which took place in 1997-2001, com-
pared sertraline with placebo in patients
with major depressive disorder who were
hospitalized after ACS.

In the general population, HRV falls
abruptly during acute coronary episodes
and recovers gradually but incompletely in
the following weeks. However, Dr. Glass-
man and his associates found that HRV
failed to recover in ACS patients with ma-
jor depression.

The decline in HRV leveled off or im-
proved slightly in those who responded to
sertraline and in those whose mood im-
proved spontaneously, but continued to
decline in patients who received placebo or
who failed to respond to sertraline.

Even patients who responded to sertra-
line showed only one-third as much HRV
recovery as is reported in the literature
among ACS patients who do not have de-
pression. Thus, even successful therapy
“may not fully eliminate the autonomic
risk associated with major depressive dis-
order,” the investigators added.

Dr. Glassman served as a member of the
steering committee for SADHART. He
also has been a consultant for and has re-
ceived honoraria from Pfizer Inc., which
markets sertraline and provided partial
support for the study. (]
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OCs May Be Linked to Atherosclerosis

BY MITCHEL L. ZOLER
Philadelphia Bureau

VIENNA — Use of any type of oral
contraceptive for 10 years was linked
with about a 40% increased risk of bilat-
eral atherosclerosis in a Belgian study of
about 1,300 women.

This is the first time that a possible
connection between oral contraceptive
(OC) use and atherosclerosis has been
reported, Dr. Ernst-R. Rietzschel said
while presenting a poster at the annual

congress of the European Society of
Cardiology.

The finding was “quite a shock,” Dr.
Rietzschel said in an interview. “We ex-
pected to see nothing” linked to OC
use.

“There is no need for panic,” he
added. The next step should be to look
at other data sets that include women
who used OCs to see if the finding is
replicated.

The study used data collected in the
Asklepios study, a longitudinal popula-

tion study of cardiovascular disease in a
random sample of 2,524 Belgian vol-
unteers aged 35-55 (median age 46). In-
cluded were 1,301 women. All partici-
pants underwent bilateral vascular
echography of their femoral and carotid
arteries.

The prevalence of women who ever
used OCs for at least 1 year was 81%,
with 27% current users. The median du-
ration of use among all women who
ever used an OC was 13 years.

In a multivariate analysis that con-
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1. LOVAZA is contraindicated in patients who exhibit hypersensitivity to any component of this medication.
2. Before instituting LOVAZA therapy, it should be confirmed that TG levels are consistently abnormal.

3. LOVAZA should be used with caution in patients with known sensitivity or allergy to fish. 4. The patient’s
TG, LDL-C and ALT levels should be monitored periodically during LOVAZA therapy. In some patients,
LOVAZA increased LDL-C. LOVAZA therapy should be withdrawn in patients who do not have an adequate
response after 2 months of treatment. 5. Some studies with omega-3-acids demonstrated prolongation of
bleeding time, which did not exceed normal limits and did not produce clinically significant bleeding
episodes. Patients receiving treatment with both LOVAZA and anticoagulants should be monitored
periodically. 6. There are no adequate and well-controlled studies in pregnant women. Use LOVAZA during
pregnancy only if the potential benefit justifies the potential risk to the fetus; and use with caution when
administering LOVAZA to breastfeeding women. 7. LOVAZA was well-tolerated in controlled studies. The
most common adverse events reported were: eructation, infection, flu syndrome, dyspepsia, rash, taste
perversion, and back pain. 8. Please see full prescribing information.
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trolled for many demographic and clini- with a 28% increased risk of unilateral users in the study, the average hs-CRP Oral contraceptive use “is a major
cal features, including age, blood pres- femoral plaque that was also significant, level was 3.5 mg/L—significantly higher. cause of hs-CRP rise in the general pop-
sure, obesity, diabetes, activity level, food and to a 17% increased risk of unilateral Women in the study who were current- ulation,” Dr. Rietzschel and his associates

intake, and medications used, each 10- carotid plaque that was not sta- said in a second poster at the
year period of OC use was associated tistically significant. g — y ‘ meeting.
with a 42% increased risk of bilateral Additional data from the The finding was q_Lute a shock.” But ‘there The magnitude of the C-reac-
carotid plaque (defined as a protrusion of ~women showed that serum lev- is no need for panic.’ The next step should tive protein rise “by far exceeds
more tha.n 0.5 mm or one having an ab- els of.h1gh—sens1t1V1ty C—re.act1.VIC be to look at other data sets that include f)ther.popula.tlonjgrevale.nt, non-
solute thickness of more than 1.5 mm). protein (hs-CRP) were signifi- ) infectious stimuli” and is much
Each 10-year period of OC use was also  cantly raised in women current- women who used oral contraceptives to larger than the rise in CRP trig-
linked to a 34% increased risk of bilater- ly using an OC. ; I L ; gered by hormone therapy.
al femoral plaque. Both associations were Among the women who did see If the finding Is replicated. “Future research should take
statistically significant, reported Dr. Ri- not use an OC or hormone this effect into account when re-
etzschel, a cardiologist at the University therapy, the average hs-CRP level was 1.0  ly using hormone therapy had an average porting CRP data in women taking
of Ghent (Belgium). mg/L (the same level as the men in the hs-CRP level of 1.3 mg/L, also signifi- OCs,” the investigators suggested at the
Oral contraceptive use was also linked  Asklepios study). But among current OC  cantly higher than nonusers. meeting. (]

In the treatment of very high triglycerides (=500 mg/dL)

e LOVAZA dramatically lowered triglycerides by 45%'
— Treatment resulted in a median increase of 45% in LDL-C; treatment
with LOVAZA resulted in an overall reduction of atherogenic cholesterol,

as reflected by a 14% reduction in non-HDL-C (P=0.0013)"*

* LOVAZA demonstrates an excellent safety profile and proven tolerability'
— The most common adverse events reported were: eructation, infection,
flu syndrome, dyspepsia, rash, taste perversion, and back pain

Indication:

LOVAZA™ (omega-3-acid ethyl esters) is indicated as an adjunct to diet to reduce very high (=500 mg/dL)
triglyceride (TG) levels in adult patients.

Usage Considerations:

In individuals with hypertriglyceridemia (HTG), address excess body weight and alcohol intake before
initiating any drug therapy. Diet and exercise can be important ancillary measures. Look for and treat
diseases contributory to hyperlipidemia, such as hypothyroidism or diabetes mellitus. Certain treatments
(e.g., estrogen therapy, thiazide diuretics and beta blockers) are sometimes associated with very
significant rises in serum triglyceride (TG) levels. Discontinuation of the specific agent may obviate the
need for specific drug therapy for HTG.

Consider lipid-regulating agent use only when reasonable attempts have been made to obtain
satisfactory results with non-drug methods. Advise patients that lipid-regulating agent use does not
reduce the importance of adhering to diet. (See PRECAUTIONS section of full prescribing information.)

In patients with very high TG levels the effect of LOVAZA on the risk of pancreatitis has not been
evaluated, nor has its effect on cardiovascular mortality and morbidity been determined.

Please see brief summary of full prescribing information on the adjacent page.
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The US Food and Drug Administration (FDA) has granted
approval for the addition of new clinical data in the LOVAZA LO \ AZA
label. Please read our updated prescribing information for

more details. mega-d-acid ethyl esters




