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Antidepressants rank among some of the highest prescribed
medicines. In over 130 000 participants of the Women’s Health
Initiative study, cardiovascular outcomes were compared between
women who started using antidepressants during follow up of
6 years (4%) and those who did not. It was found that antidepressant
use was associated with an increased risk for stroke and all-cause
mortality among these post-menopausal women. Specifically,
selective serotonin reuptake inhibitors (SSRIs) were associated
with a 45% increase in the risk of stroke, largely due to an increase
in haemorrhagic stroke (consistent with their antiplatelet effects).
Annualized rates per 1000 person-years of stroke with no
antidepressant use and SSRI use were 2.99 and 4.16, respectively,
and death rates were 7.79 and 12.77. However, these agents were
not associated with coronary heart disease (Arch Intern Med
2009;169:2128–39).

Oxygen inhalation for prevention of blood loss after normal
vaginal delivery! In a prospective randomized study, over 100
primiparous women, who had undergone normal vaginal
deliveries, were divided into two groups: the study group received
oxygen at 8 L/minute by a facemask for 2 hours after the third
stage of labour, while the control group breathed room air in
addition to conventional management (J Matern Fetal Neonatal
Med 2009;22:1072–6). The mean vaginal blood loss 2 hours
post-partum was almost halved in the oxygen inhalation group.

Yet another therapeutic benefit of oxygen inhalation—self-
delivered, high-flow oxygen for cluster headache. Cluster
headache is an excruciatingly painful primary headache syndrome,
with attacks of unilateral pain and cranial autonomic symptoms.
Some 100 adults with cluster headache were randomized to use
inhaled, high-flow oxygen (inhaled oxygen at 100%, 12 L/minute
self-delivered at home by a facemask) or air placebo for
15 minutes at the start of 4 attacks. (All patients used oxygen for
2 attacks and placebo for 2 attacks, but in a randomized manner.)
The primary endpoint—being pain-free at 15 minutes—was
significantly more common with oxygen than with placebo (78%
v. 20%) (JAMA 2009;302:2451–7).

The urge to dilate every stenotic artery needs be checked. The
ASTRAL trial will hopefully put to rest the controversy surround-
ing renal angioplasty for renal artery stenosis (N Engl J Med
2009;361:1953–62). Over 800 subjects with atherosclerotic
renovascular disease were randomized to either undergo
revascularization in addition to receiving medical therapy or
receive medical therapy alone. After a median follow up of 34
months, there was no difference in the primary outcome (renal
function, as measured by the reciprocal of the serum creatinine
level) or secondary outcomes (blood pressure, the time to
renal and major cardiovascular events, and mortality). In fact,
there were serious complications associated with revasculari-
zation in 23 patients, including 2 deaths and 3 amputations of
toes or limbs.

Nitric oxide donors such as isosorbide dinitrate (ISDN) are
considered the first choice of treatment for anal fissure. After
some recent studies, botulinum toxin sought to displace this
preference for ISDN. In a study, patients with anal fissure were
randomized to receive an injection of botulinum in the internal

anal sphincter and a placebo ointment, or a placebo injection and
ISDN ointment. After 4 months, ISDN proved to be better with
macroscopic healing of the fissures being noted in 14 of 37
patients in the botulinum group and 21 of 36 in the ISDN group
(Br J Surg 2009;96:1393–9).

Some hope for the treatment of pulmonary arterial hypertension
(PAH). Ambrisentan is an oral endothelin receptor antagonist
that is selective for the endothelin type A receptor. A recent
study reported on ARIES-1, ARIES-2 and ARIES-E data for the
safety and efficacy of ambrisentan for 2 years in patients with
PAH (J Am Coll Cardiol 2009;54:1971–81). The treatment was
associated with sustained improvement in exercise capacity
and a low risk of clinical worsening and death in patients with
PAH.

Treating severe obstructive sleep apnoea in obese men with
nutritional intervention. A study examined the effect of weight
loss induced by a very low energy diet in a randomized, controlled,
open-label trial. The study included over 60 obese men (body
mass index 30–40, age 30–65 years) with moderate-to-severe
obstructive sleep apnoea (apnoea–hypopnoea index [AHI] >15
episodes/hour), being treated with continuous positive airway
pressure. The intervention comprised very low energy diet for 7
weeks to promote weight loss, followed by 2 weeks of gradual
introduction of normal food by week 9. The control group
adhered to their usual diet during the 9 weeks of follow up (BMJ
2009;339:b4363). At week 9, the mean body weight of the
intervention group was 20 kg lower than that of the control group,
while its mean AHI was 23 episodes/hour (range 15–30) lower
suggesting substantial improvement. In fact, almost 20% of men
were disease-free after the energy restricted diet.

This one gets a bit scary. Vitamin supplementation may be
carcinogenic. A recent Norwegian study has linked high-dose
folic acid plus vitamin B12 supplements to cancer and mortality.
The study examined cancer rates and mortality in about 6800
patients with ischaemic heart disease who were randomized to
receive various combinations of folic acid (0.8 mg/day), vitamin
B12 (0.4 mg) or vitamin B6 (40 mg)—or placebo—for 3 years
in an attempt to lower cardiovascular risks (Norwegian Vitamin
Trial and Western Norway B Vitamin Intervention Trial). After
a total follow up of 6.5 years, risks for cancer diagnoses,
cancer mortality, and all-cause mortality were higher in patients
taking folic acid plus vitamin B12 than in those not taking the
supplements (JAMA 2009;302:2119–26).

A common drug interaction that could be potentially dangerous.
The US Food and Drug Administration (FDA) issued a warning
against using clopidogrel in combination with the proton pump
inhibitor (PPI) omeprazole. Omeprazole can reduce clopidogrel’s
antiplatelet effect by almost 50% even if the administration of the
drugs was at different times. Omeprazole blocks the enzyme
CYP2C19, which converts clopidogrel into an active metabolite.
(http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafety
InformationforPatientsandProviders/DrugSafetyInformationfor
HeathcareProfessionals/ucm190787.htm)
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