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New drug combination shows
promise for weight loss

A phase Il trial tested two dose regimens of phen-
termine plus topiramate against placebo as an
addition to modification of lifestyle for weight loss
and reduction of metabolic risk. Participants were
2487 overweight or obese people, aged 18-70
years, with a body mass index of 27-45 and two or
more of the following comorbidities—high blood
pressure, unfavourable lipids profile, diabetes or
prediabetes, and abdominal obesity. Less than a
third made it to the end of the trial at 56 weeks.

Average weight loss with placebo, the low dose
drug combination, and the high dose combina-
tion was 1.4 kg, 8.1 kg, and 10.2 kg, respectively.
Compared with placebo, people who took the low
dose combination had 6.3-fold better odds of los-
ing at least 5% of body weight, and participants
allocated to the high dose regimen had a 9-fold
improved odds. For weight loss of 10% of body
weight or more, this was 7.6-fold and 11.7-fold for
the low dose and high dose drug regimens, respec-
tively, compared with placebo. Improvements were
also seen in blood pressure, waist circumference,
blood lipids, blood glucose, and inflammatory
biomarkers.

EFFECTS OF PHENTERMINE PLUS
TOPIRAMATE ON BODY WEIGHT
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Adverse events were many, however, and many
of them escalated with increasing drug doses.
Events included dry mouth, paraesthesia, con-
stipation, insomnia, dizziness, impaired sense of
taste, anxiety, irritability, and impaired attention.
Increases in heart rate, lowering of blood potas-
sium and bicarbonate, and increased risk of kidney
stones were also seen with treatment.
Lancet2011;do0i:10.1016/50140-6736(11)60205-5

Room for flexibility in scheduling
HPV vaccination

Different dosing schedules for quadrivalent vac-
cine against human papillomavirus (HPV) were
tested in 903 girls aged 11-13 years in Vietnam.
The standard schedule (0, 2, and 6 months) was
compared with three other schedules: 0, 3, and 9
months; 0, 6, and 12 months; and 0, 12, and 24
months.

Mean antibody concentrations as measured one
month after the final jab were not inferior to those
seen with standard scheduling in the 9 month and
12 month schedules. In the 24 month schedule,
however, immunogenicity was inferior, because
the lower bound of the confidence interval for the
HPV-16 serotype was just below 0.5, a prespecified
margin. Antibody titres were lowest in this group
but still higher than previously reported for women
aged 16-26 years, so it is not clear how differences
seen in titres might translate to differences in clini-
cal outcomes, such as precancerous lesions.

The study is ongoing and will examine antibody
response in the longer term. Another study in ado-
lescent girls in Canada is currently comparing two
jab schedules against three jab ones.

JAMA 2011;305:1424-31

Multidrug pills may be non-inferior
to single drugs for tuberculosis

Fixed dose drug regimens for the treatment of
tuberculosis have been advocated to prevent anti-
biotic resistance. Such regimens could also improve
adherence because fewer pills need to be taken than
with separate drug regimens. An open label trial
with 1585 participants from Asia, Latin America,
and Africa, all with newly diagnosed tuberculosis
of the lungs, tested the non-inferiority of a four drug
fixed regimen (rifampicin, isoniazid, pyrazinamide,
and ethambutol) against separate administration of
these drugs in the first two, most intensive, months

of treatment. Thereafter all participants took a fixed
dose combination of rifampicin and isoniazid three
times each week for 18 weeks.

The non-inferiority of the fixed dose regimen was
shown in the per protocol analysis and a post hoc
modified intention to treat analysis, but not in the
prespecified modified intention to treat analysis,
where 83.3% (570/684) of patients had a favour-
able outcome (negative culture result at 18 months)
in the fixed dose group compared with 84.8%
(563/664) in the separate drugs group (risk differ-
ence —1.5%, 90% CI —4.7% to 1.8%). The analysis
of efficacy used complex definitions, which com-
plied with the latest regulators’ recommendations
for assessment of antituberculosis drugs. Adverse
events were similar across the study groups.

Despite incompletely demonstrated non-inferior-
ity the authors endorse the push of fixed dose regi-
mens but stress that direct observation of patients’
use of drugs remains essential for tuberculosis
control.

JAMA 2011;305:1415-23

Ex vivo perfusion of donor lungs
may improve usability
for transplantation

Eight of 10 donor lungs are not transplanted
because they have been damaged after brain death
or by complications of treatment in intensive care
units. Ex vivo lung perfusion is a procedure where
lungs are perfused and ventilated at body tem-
perature after harvesting, to mimic normal body
conditions. In a non-randomised study, lungs that
had been assessed as at high risk for non-use were
transported to the study centre and perfused ex vivo
for four hours.

Ofthe 23 lungs that underwent ex vivo perfusion,
20 were deemed suitable for transplantation after
the procedure. Outcomes of patients who received
these lungs compared well with those of the 116
patients who received standard lung transplanta-
tion in the study centre over the same period. A
non-significant difference was seen in the primary
outcome—primary graft dysfunction 72 hours after
transplantation—which was 15% (3/20) in patients
who received perfused lungs compared with 30%
(35/116) with standard transplantation. No differ-
ence was seen between the groups in secondary
outcomes and no adverse events were attributed
to ex vivo perfusion.
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