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No Difference in Weight Regain From
Fast or Slow Diet
Losing weight slowly and steadily, as recom-
mended by dietary guidelines for treating
obesity, provides no advantage in maintain-
ing weight loss compared with very-low-
calorie diets that shed pounds quickly.

An Australian trial randomly assigned
200 obese adults (body mass index,
30-45) to either a 12-week rapid weight
loss (RWL) program with a very-low-
c a l o r i e d i e t (4 5 0 - 8 0 0 kc a l /d ) o r a
36-week gradual weight loss (GWL) pro-
gram, which reduced energy intake by
approximately 500 kcal/d (Purcell K et al.
Lancet Diabetes Endocrinol. doi:10.1016
/S2213-8587(14)70200-1 [published
online October 16, 2014]).

Participants who lost more than 12.5% of
their body weight were assigned to a weight
maintenance diet for 3 years. Throughout
the study, participants were instructed to ex-
ercise at mild to moderate intensity for 30
or more minutes per day.

Participants who quickly lost weight
were more likely to achieve target weight
loss: 81% of RWL participants lost 12.5%
or more of their body weight compared
with 50% in the GWL group. Those in the
RWL group were also less likely to drop
out of the trial (3% vs 18% in the GWL
group). But after 3 years, the rate at which
participants had lost weight did not affect
the amount of weight they regained. The
average weight regain was 71.2% in the
GWL group compared with 70.5% in the
RWL group.

Rapid weight loss with very-low-calorie
diets may promote greater satiety and less
food intake by inducing ketosis or may mo-
tivate participants to persist with their diet,
suggested the researchers.

TB Regimens: Less Is Not More
For 3 decades, standard treatment for
tuberculosis has consisted of a complex
6-month regimen. Recent experiments
with mouse models and promising phase 2
trials, however, seemed to indicate effi-
cacy using shorter and simpler therapeutic
regimens. Disappointingly, three phase 3
trials testing a shorter duration treatment

including a fluoroquinolone failed to
demonstrate noninferiority to standard
treatment.

In one phase 3 trial, 1836 patients from
sub-Saharan Africa were randomly assigned
to receive a standard 6-month regimen for
rifampin-sensitive tuberculosis or an
experimental 4-month regimen that substi-
tuted gatifloxacin for ethambutol during a
2-month intensive phase and continued
for another 2 months with isoniazid and
rifampin (Merle CS et al. N Engl J Med. doi:10
.1056/NEJMoa1315817 [published online
October 23, 2014]).

The 4-month treatment regimen was not
as effective as standard treatment at 24
months’ follow-up. The adjusted difference
in the risk of an unfavorable outcome, such
as treatment failure, recurrence, death, or
dropping out of the study (experimental
group [21.0%] minus control group [17.2%]),
in the modified intention-to-treat popula-
tion (1356 patients) was 3.5 percentage
points (95% CI, −0.7 to 7.7).The recurrence
rate was higher with the 4-month regimen
(14.6% vs 7.1% with standard treatment),
even though patients’ cultures more rap-
idly converted to negative with the shorter
regimen.

A second phase 3 trial of 827 partici-
pants from South Africa, Zimbabwe, Bo-
tswana, and Zambia also demonstrated a
higher relapse rate in patients who re-
ceived a shorter treatment regimen in which
moxifloxacin was substituted for isoniazid
(Jindani A et al. N Engl J Med. doi:10.1056
/NEJMoa1314210 [published online Octo-
ber 23, 2014]).

Patients were randomly assigned
to receive 1 of 3 treatment regimens: 6
months of isoniazid and rifampicin admin-
istered daily, supplemented by ethambu-
tol and pyrazinamide in the first 2 months
(control); a 4-month regimen consisting of
2 months of daily ethambutol, moxifloxa-
cin, rifampicin, and pyrazinamide, fol-
lowed by 2 months of twice-weekly moxi-
floxacin and rifapentine; or a 6-month
regimen consisting of 2 months of daily
ethambutol, moxifloxacin, rifampicin, and
pyrazinamide, followed by 4 months of
weekly moxifloxacin and rifapentine. In

the modified intention-to-treat analysis,
the proportion of patients with unfavor-
able outcomes was 14.4% with the control
regimen, 13.7% in the 6-month group (ad-
justed difference from control, 0.4 per-
centage points; 90% CI, −4.7 to 5.6), and
26.9% in the group treated with the
experimental 4-month regimen (adjusted
difference from control, 13.1 percentage
points; 90% CI, 6.8 to 19.4).

In a third phase 3 trial, 1931 patients
were assigned to receive 1 of the following
daily regimens: a control regimen of iso-
niazid, rifampin, pyrazinamide, and eth-
ambutol for 8 weeks, followed by 18
weeks of isoniazid and rifampin; a regimen
that replaced ethambutol with moxifloxa-
cin for 17 weeks, followed by 9 weeks of
placebo; or a regimen that replaced isonia-
zid with moxifloxacin for 17 weeks, fol-
lowed by 9 weeks of placebo. In the modi-
fied intention-to-treat analysis, a favorable
outcome was reported in 77% of the
isoniazid-replaced group, compared with
84% of the control group, for an adjusted
absolute difference of 7.8 percentage
points, and in 76% of the ethambutol-
replaced group, for an adjusted absolute
difference of 9.0 percentage points
(Gillespie S et al. N Engl J Med. doi:10.1056
/NEJMoa1407426 [published online Octo-
ber 23, 2014]). − Anita Slomski, MA

While shorter treatment regimens for TB could
improve patient adherence and outcomes, a series
of recent clinical trials suggests they are not as
effective as standard 6 month treatments.
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