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The current teaching has it that levothyroxine (Thyroxine) sodium
should be taken in the morning on an empty stomach. Surprisingly,
to date, no large randomized trial has investigated the best time
for levothyroxine intake. A recent randomized, placebo-controlled,
cross-over study involving 100 subjects compared the effects of
bedtime and morning intake of levothyroxine. Bedtime
levothyroxine had better effects on lowering thyrotropin levels
and increasing free thyroxine and total triiodothyronine levels.
The authors observed that perhaps the 30 minutes between the
morning treatment and breakfast might be ‘too short to prevent
interference with gastrointestinal absorption of levothyroxine’
(Arch Intern Med 2010;170:1996–2003).

This is an invaluable piece of information on healthy body
weight. A high body-mass index (BMI) is associated with
increased mortality from cardiovascular disease and certain
cancers, but its precise relationship with all-cause mortality
was revealed in a recent analysis that pooled data from many
studies totalling some 1.5 million white adults. Among healthy
participants who never smoked, there was a J-shaped relation-
ship between BMI and all-cause mortality with the BMI 20–25
carrying the least risk for all-cause mortality. The hazard ratio
increased on both sides of BMI 20–25. Although the data may
be derived from white adults, the principle should be applicable
across all populations with different cut-offs (N Engl J Med
2010;363:2211–19).

Bad obstetric history is also a cardiovascular risk factor! The data
from the EPIC study cohort were analysed. Among about 11 000
women who had ever been pregnant, 25% had at least 1 mis-
carriage, about 20% had at least 1 abortion and 2% had at least
1 stillbirth. Over an 11-year follow up, it was evident that each
stillbirth more than doubled the risk of myocardial infarction, and
recurrent miscarriage (>3) was associated with about 9 times
higher risk of myocardial infarction (Heart doi:10.1136/hrt.2010.
202226).

The harm of tobacco smoke remains unabated. The 30th U.S.
Surgeon General’s report states that smoking tobacco is
responsible for nearly 1 in every 5 deaths and accounts for
almost US$ 200 billion in health expenditure and lost
productivity. The other important messages were that there
was no risk-free level of exposure to tobacco smoke. Smoking
causes DNA damage, bonding of carcinogens to DNA and
carcinogenesis. It damages the arterial endothelium leading to
cardiovascular events. Further, cessation of smoking is the
only way to lessen the burden of chronic obstructive pulmonary
disease (http://www.cdc.gov/tobacco).

A carcinogenic trade-off! A group of researchers investigated the
association between antihypertensive drugs and cancer. Network
meta-analyses and trial sequential analyses of over 300 000
participants from 70 randomized trials published since 1950 were
done. The mean follow up was 3.5 years. The analysis found no
added risk of cancer from angiotensin receptor blockers (ARBs),
beta-blockers, angiotensin-converting enzyme (ACE) inhibitors,
calcium-channel blockers or diuretics, when compared with
placebo. When used in combination, ACE inhibitors and ARBs
posed a 14% increase in relative risk (Lancet Oncol 2011;12:65–
82). The risk is not always evident given the short life expectancy

of subjects who have conventionally received this combination
for severe heart failure.

How to sustain weight loss? A large European trial enrolled
over a 1000 subjects in a weight loss programme and over
750 subjects who lost at least 8% of their body mass (mean
loss 11 kg) were randomized to the following maintenance
diets: high-protein/low-glycaemic index, high-protein/high-
glycaemic index, low-protein/low-glycaemic index, low-protein/
high-glycaemic index. At 6 months, the high-protein/low-
glycaemic index diet group had lost additional weight (0.38 kg),
while the low-protein/high-glycaemic index diet regained the
most weight (1.67 kg). Diets that were high in protein and low
on the glycaemic index had higher rates of study completion.
Therefore, a diet high in protein and low on the glycaemic index
appears to be optimal for weight control following significant
weight loss (N Engl J Med 2010;363:2102–13).

Could gastroenteritis have long term heath consequences? If
not all episodes, some are not so benign. A review was done of
almost 2000 subjects of Walkerton Health Study recruited between
2002 and 2005 after an outbreak of gastroenteritis in May 2000,
when a municipal water system was contaminated with livestock
waste during flooding. About half the cohort had developed
symptoms compatible with gastroenteritis and both E. coli
O157:H7 and Campylobacter sp. were widely recovered from
stool samples taken at the time of the incident. After a median
follow up of 8 years, those who suffered moderate-to-severe
gastroenteritis were more likely to develop hypertension, structural
and functional renal impairment, and cardiovascular disease
(BMJ 2010;341: c6020).

Yet another blow to antioxidants. Vitamin E supplements are
routinely used for a variety of conditions especially with some
hope of reducing cardiovascular events. A recent systematic
review and meta-analysis of randomized placebo-controlled
trials, which included 9 trials and more than 100 000 subjects,
examined the effect of vitamin E supplementation on incident
total, ischaemic and haemorrhagic stroke. While the intervention
had no effect on overall incidence of stroke, the supplements
significantly increased the risk for haemorrhagic stroke by
almost 20%. The authors observed that the effect may stem
from vitamin E’s interference with a vitamin-K-dependent
clotting factor (BMJ 2010;341:c5702).

Another ‘don’t’ for patients wth intracerebral haemorrhage. A
recent decision analysis cautioned against the use of statins after
brain haemorrhage. The researchers based their Markovian
analysis on the theoretical case of a 65-year-old male survivor of
intracerebral haemorrhage. Published data on the risks and benefits
of statins were used to calculate the patient’s expected quality-
adjusted life-years of survival with or without statin therapy.
When there was no previous history of ischaemic stroke or
cardiac events, the statin therapy after lobar haemorrhage resulted
in a net loss of about 2 life-years. This could be due to the effect
of statins on the clotting system. An editorialist concluded that
statins ‘should generally be avoided’ in patients with haemorrhagic
stroke (Arch Neurol doi:10.1001/archneurol.2010.356).
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