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increased difficulty of achieving a greater per-
cent reduction in the average daily dose when 
starting with a higher dose at baseline. No inter-
action was seen between the number of relapses 
during the previous 2 years and treatment effect. 
Overall, the results of the modeling were incon-
sistent among end points in terms of the strength 
of the evidence, and caution is needed in conclud-
ing any causal relationship between the factors 
that were evaluated and treatment effect.

Although approved only for eosinophilic asth-
ma,1,2 mepolizumab has now shown efficacy in 
eosinophilic granulomatosis with polyangiitis and 
idiopathic hypereosinophilic syndrome.3 With its 
interleukin-5–blocking mechanism of action, it 
is likely that this therapy will have beneficial 
effects in other hypereosinophilic conditions, 
especially in intermediate phenotypes including 
the recently proposed entity of hypereosino-
philic asthma with nonvasculitic systemic mani-
festations.

As with the patients in our study who did not 
have a response to mepolizumab, Kedar’s case 
report of a patient who had a response to ima-
tinib therapy after not having a response to other 
therapies, including reslizumab, highlights the 
need to do further studies to better understand 
the underlying pathobiologic mechanisms of 
eosinophilic granulomatosis with polyangiitis. 
Although the eosinophil appears to be the 

dominant cell implicated in most patients with 
eosinophilic granulomatosis with polyangiitis, it 
appears that this is a complex syndrome with 
several putative causative elements that make it 
difficult to differentiate from other hypereosino-
philic syndromes. Given the apparent benefit of 
imatinib in Kedar’s patient, we agree that future 
research exploring the role of tyrosine kinase 
inhibition in eosinophilic granulomatosis with 
polyangiitis is warranted.
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Exercise Type in Dieting Obese Older Adults

To the Editor: In a well-performed clinical trial, 
Villareal et al. (May 18 issue)1 found that weight 
loss plus physical activity improved functional 
status in obese older adults. Nevertheless, conclu-
sions should be drawn with caution, because there 
was no weight-loss control group. We cannot dif-
ferentiate whether the improvement in function-
al status was caused by weight loss, physical activ-
ity, or both. We are asked to assume that the 
observed increases in physical performance, peak 
oxygen consumption, and strength are attribut-
able to increased physical activity, whereas the ob-
served decreases in body weight, lean mass, and 
bone mineral density at the hip are attributable 
to the reduced-calorie diet. If these assump-
tions are correct, we would then have to con-
clude that it could be harmful to recommend 
weight loss by means of calorie restriction. In-

deed, the “obesity paradox,”2 observations of 
lower mortality among obese older adults than 
among older adults of normal weight, raises fur-
ther questions about aiming for weight loss as an 
intervention of choice. We suggest a follow-up 
study with two comparison groups: one group 
consuming a calorie-restricted diet and another 
consuming a healthy diet (e.g., a Mediterranean 
diet3 or the DASH [Dietary Approaches to Stop 
Hypertension] diet4) that does not include calorie 
restriction.
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To the Editor: In their article on aerobic, resis-
tance, and combined aerobic and resistance exer-
cise modes in obese older adults, Villareal and 
colleagues conclude that the combination ap-
proach was the most effective in improving func-
tional status. However, there are some points of 
discussion. Participants engaged in aerobic train-
ing and resistance training for approximately 
180 minutes per week each, whereas the combi-
nation regimen resulted in approximately 270 
minutes of exercise per week. We acknowledge 
that the volume of the combined aerobic and re-
sistance regimen is in accordance with current 
guidelines,1 but for a fair comparison, the vol-
ume should be equally distributed across train-
ing modes. We wonder whether the combined 
aerobic and resistance regimen would still show 
a higher benefit with respect to functional status 
than other training modes if the training volume 
was controlled. Indeed, a P value below the 0.05 
threshold does not imply that the groups differed 
in the Physical Performance Test (PPT) scores. 
The between-group differences in the changes in 
the PPT score from baseline to 6 months were, in 
fact, small (albeit significant) (Table 2 of the arti-
cle, available at NEJM.org). To determine whether 
the observed differences are clinically meaning-
ful, it would be informative to provide mean dif-
ferences of the changes in the PPT score (and the 
corresponding confidence intervals) among the 
groups at 3 months and 6 months.2
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The authors reply: The protocol for the pres-
ent trial was informed by a previous study con-
ducted by our group1 that included a weight-loss-
alone group as compared with non–weight-loss 
groups. Direct effects that were due to weight 
loss were established in that study. Differential 
effects were established in the present trial by 
the head-to-head comparison of aerobic exercise 
with resistance exercise during matched weight 
loss. Aerobic exercise resulted in greater improve-
ments in cardiorespiratory fitness, and resistance 
exercise in greater improvements in strength; the 
combination exercise group had the greatest im-
provement in physical function. An important 
point of our present trial is that weight loss alone 
was harmful with respect to lean mass and bone 
mineral density but that the addition of resis-
tance exercise or the combination of resistance 
and aerobic exercise attenuated the loss. Our on-
going study aims to determine whether an increase 
in bone strength compensates for bone loss that 
remains after resistance exercise or combined ex-
ercise is added to weight loss. The existence of an 
“obesity paradox” in older adults is unclear.2 
Whether a Mediterranean diet or DASH diet 
would be as effective as a multifactorial interven-
tion of weight loss and exercise in reversing frail-
ty in obese older adults seems doubtful.

The differential outcomes that were due to 
the two exercise modes, aerobic and resistance, 
required that the combination exercise program 
ensured sufficient physiological responses from 
both exercise interventions. Therefore, the com-
bination group did the full aerobic program plus 
the full resistance program in order to ensure an 
adequate dose of each type of training. Moreover, 
to test the interference effect,3 it was essential to 
balance the aerobic and resistance training be-
tween groups — reducing the training volume in 
the combination group would have made it im-
possible to determine whether a lesser physio-
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logical response was due to the lower volume or 
to the interference effect. Accordingly, the com-
bination exercise program improved functional 
status the most, indicating no interference effect. 
We agree that a confidence interval of the differ-
ence includes more information than P values in 
simple situations. Although, like P values, confi-
dence intervals alone do not establish clinical 
importance, one needs some clinical idea of mini-
mally important differences.4 The 95% confi-
dence interval for the difference in the change in 
PPT scores between the combination group and 
either exercise group was 0.5 to 2.7 (in each 
comparison); the information needed to compute 
the confidence intervals between groups is pro-
vided in Table 2 of our article.
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Case 14-2017: A Man with Pain and Swelling of the Left Calf  
and a Purpuric Rash

To the Editor: In the discussion of Case 14-
2017 (May 11 issue),1 a patient who had Crohn’s 
disease and was receiving adalimumab therapy 
presented with IgA vasculitis. An underlying can-
cer perhaps should have been considered, despite 
the absence of “constitutional symptoms, lymph-
adenopathy, or a testicular mass.” In adults, an 
association between IgA vasculitis and cancer — 
especially pulmonary, prostatic, and renal carci-
nomas but also hematologic cancer — has been 
described.2,3 Adalimumab therapy has also been 
associated with cancer; for example, in a pro-
spective registry, the risk of lymphoma was two 
to three times as high among patients who were 
receiving adalimumab as it was among those who 
were not.4 However, a meta-analysis has suggest-
ed that anti–tumor-necrosis-factor (TNF) therapy 
is not associated with an increased risk of cancer 
in patients with inflammatory bowel diseases, 
although there may have been an increase in skin 
cancer and lymphoma among those patients.5 
The data in the meta-analysis are from cohort 
studies, postmarketing registries, and meta-

analyses of randomized trials, all with methodo-
logic weaknesses.5
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