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CORRESPONDENCE

Comparison of Weight-Loss Diets

TO THE EDITOR: Sacks et al. (Feb. 26 issue)! com-
pare weight-loss diets that vary in macronutrient
content, with a targeted maximal difference in the
proportion of calories derived from carbohydrates,
fat, and protein of 30, 20, and 10 percentage
points, respectively. The realized macronutrient
differences were substantially smaller than the
planned targets, and at 2 years, weight loss was
similar in pairwise comparisons of intakes at the
high and low extremes of each macronutrient.
Neither the targeted nor the actual intakes of car-
bohydrates or fat in any of the diets would classify
them as being substantially low in these macro-
nutrients. Unfortunately, the diets were portrayed
this way in the media.? Given the small differences
in reported macronutrient intake and the even
smaller differences in biomarker-predicted intakes,
one may conclude that small differences in dietary
macronutrient content do not affect weight loss.
However, the question of whether larger differ-
ences in macronutrients preferentially promote
weight loss remains unanswered by this study.
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THE AUTHORS REPLY: Boling and colleagues raise
a valid point. We did not test very-low-carbohy-
drate intake because we had a concern — based
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on previous studies — that participants would not
be able to sustain such a low intake beyond the
initial 2 to 4 months, even with continual instruc-
tion and assistance from the research staff of
dietitians and behavioral psychologists. For exam-
ple, Foster et al. found that after 3 months there
was no difference in levels of urinary ketones be-
tween participants who were assigned to the Atkins
diet, which starts with an intake of 20 g or less of
carbohydrates per day and increases to an intake
of 50 g or less per day (approximately 10% of the
daily requirement of kilocalories), and participants
who were assigned to conventional diets.® Foster
and colleagues opined that long-term adherence
may be difficult, and other studies support this
view, showing that adherence to carbohydrate
goals deteriorates within 2 to 3 months and that
intake increases to 37% at 6 months? and to ap-
proximately 34 to 40% at 12 months.3-> The At
kins approach may work well for some persons,
but the data from randomized trials provide sup-
port for the view that low-carbohydrate diets,
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whether extreme or moderate, do not consistent-
ly result in more weight loss than other approach-
es. Moreover, our findings confirm that despite
best efforts, studies that compare diets for weight
loss have not shown large differences in dietary
macronutrient composition.
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IDH1 and IDH2 Mutations in Gliomas

TO THE EDITOR: Yan et al. (Feb. 19 issue)! found
that mutations of genes encoding isocitrate dehy-
drogenases (IDHI and IDH2), as compared with
no mutations, are associated with younger age
and better prognosis in adults with gliomas. Their
study and other, similar studies>* prompted us
to search for mutations at codon 132 of IDHI in
children and adolescents with gliomas. In our
series, 155 of 404 adults (38%) and 4 of 73 chil-
dren (5%) with nonpilocytic gliomas had IDHI
mutations (P<0.001). We did not find IDH2 muta-
tions in tumors in children. We also found that
IDH1 mutations in adults were significantly asso-
ciated with a lower tumor grade, increased over-
all survival, and younger age. Children with tu-
mors bearing IDHI mutations were older than
children with mutation-negative tumors (median
age, 16 years vs. 7 years; P=0.002). No associa-
tion with survival was observed in children.

Our results and other studies in children® sug-
gest that pediatric and adult gliomas differ bio-
logically, although adolescents may have gliomas
resembling those in adults.
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TO THE EDITOR: Yan et al. report that gliomas
with IDH1 mutations have distinctive genetic char-
acteristics (particularly frequent codeletion of 1p
and 19q) and are associated with a better outcome
than gliomas without these mutations. We stud-
ied the gene-expression profile of 100 gliomas
(21 World Health Organization [WHO] grade II,
24 grade III, and 55 grade IV gliomas), with the
use of Affymetrix U133 plus 2.0 microarrays; 40
gliomas had IDHI mutations at codon 132, and
60 did not have such mutations. We found that
the association between IDHI mutations and a
good prognosis was related to the proneural gene-
expression profile. After hierarchical clustering
with the use of the gene-expression signature re-
ported by Phillips et al.,* 36 of 40 mutated tumors
(90%) were classified as proneural as compared
with only 8 of 60 nonmutated tumors (13%). Con-
versely, 36 of 44 proneural tumors (82%) had mu-
tated IDH1, as compared with only 4 of 56 prolif-
erative and mesenchymal tumors (according to the
categories described by Phillips et al.) (7%)
(P<107* according to the chi-square test). Thus,
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