
T h e  n e w  e ng l a nd  j o u r na l  o f  m e dic i n e

n engl j med 354;14 www.nejm.org april 6, 20061532

glucocorticoid-induced tumor necrosis factor re-
ceptor and messenger RNA expression levels of 
interleukin-10 and transforming growth factor β 
(often associated with regulatory T cells) did not 
differ between patient groups.

We have also measured the regulatory T-cell  
transcription factor FOXP3 by polymerase chain 
reaction in 100 samples of colorectal carcinoma 
and found no increase in either group of patients. 
Moreover, the median survival of patients with 
tumors that had high expression of FOXP3 (48 
patients) or low expression of FOXP3 (50 patients) 
was 35.5 and 36.0 months, respectively (P  = 0.50), 
and the median disease-free survival was 20 and 
41 months, respectively (P = 0.70).

These data did not support an obvious cor-
relation among subpopulations of regulatory 
T cells, VELIPI status, and prognosis in colorec-
tal cancer.
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Febuxostat versus Allopurinol for Gout
To the Editor: The article by Becker et al. (Dec. 
8 issue)1 includes an inaccurate and misleading 
statement regarding the comparison of 80 mg 
per day of febuxostat with allopurinol for gout. 
The authors state that “the rates of discontinua-
tion were similar in the 80-mg febuxostat and the 
allopurinol groups but were significantly higher 
in the 120-mg febuxostat group than in the other 
two groups (P = 0.003).”

The authors do not present a statistical analy-
sis comparing the rates of discontinuation in the 
80-mg febuxostat group with those in the allo-
purinol group. On the basis of the data they pres-
ent, there was a significantly higher rate of dis-
continuation in the group receiving 80 mg per day 
of febuxostat (P = 0.04 by Fisher’s exact test).

This result affects the conclusions of the au-
thors. A higher discontinuation rate in the group 
receiving 80 mg per day of febuxostat implies that 
febuxostat was not as well tolerated as allopuri-
nol. Febuxostat may be an advance in the treat-
ment of gout, but we need to be clear and precise 
in interpreting the trial data regarding its use.
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To the Editor: Given the incapacitating nature 
of acute attacks of gout and their substantial 
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prevalence in the United States,1 the need to bring 
new, safer, and more effective agents to market is 
a priority. Moreover, clinicians regularly face the 
quandary that existing forms of therapy (includ-
ing nonsteroidal antiinflammatory drugs, colchi-
cine, and allopurinol) pose a risk of meaningful 
toxic effects,2,3 especially among persons with the 
greatest need for treatment, such as the elderly 
and those with chronic renal insufficiency.

As such, the arrival of febuxostat is greatly 
anticipated. Its superior efficacy as compared with 
allopurinol in the reduction of serum urate con-
centrations, even to optimally low levels, is heralded 
in the Journal. Caution, however, needs to be exer-
cised inasmuch as the reported frequency of adverse 
events leading to discontinuation of the drug oc-
curred two and three times as often in the low-dose 
and high-dose febuxostat groups, respectively, as 
in the allopurinol group. Moreover, the occurrence 
of four deaths in the febuxostat groups, as com-
pared with none in the allopurinol group, is further 
reason for pause. A compelling recent lesson re-
garding new arthritis medication is to be watchful 
as new agents are introduced into practice.4 Vigi-
lance and post-marketing pharmacoepidemiology 
can be particularly enlightening in this regard.

Allan C. Gelber, M.D.
Johns Hopkins University School of Medicine
Baltimore, MD 21239 
agelber@jhmi.edu

Lawrence RC, Helmick CG, Arnett FC, et al. Estimates of the 
prevalence of arthritis and selected musculoskeletal disorders in 
the United States. Arthritis Rheum 1998;41:778-99.

Kuncl RW, Duncan G, Watson D, Alderson K, Rogawski MA, 

1.

2.

Copyright © 2006 Massachusetts Medical Society. All rights reserved. 
Downloaded from www.nejm.org on November 11, 2009 . For personal use only. No other uses without permission. 



correspondence

n engl j med 354;14 www.nejm.org april 6, 2006 1533

Peper M. Colchicine myopathy and neuropathy. N Engl J Med 
1987;316:1562-8.

Singer JZ, Wallace SL. The allopurinol hypersensitivity syn-
drome: unnecessary morbidity and mortality. Arthritis Rheum 
1986;29:82-7.

Drazen JM. COX-2 inhibitors — a lesson in unexpected prob-
lems. N Engl J Med 2005;352:1131-2.

The authors reply: Our article contains an in-
accuracy affecting interpretation of the study 
data. As identified by Dr. Lustberg, when Fish-
er’s exact test is used to compare rates of discon-
tinuation in the 80-mg febuxostat and allopuri-
nol groups, a statistically significant difference 
(P = 0.04) between the two groups is found. There-
fore, the statement regarding premature discon-
tinuation should read, “The rates of discontinua-
tion were significantly higher in both the 80-mg 
febuxostat group and the 120-mg febuxostat 
group than in the allopurinol group (P = 0.04 and 
P = 0.002, respectively).” Corrections should be 
noted for similar text that appears in the Abstract 
and in the discussion of adverse events in the 
Results section of our article.

We reviewed the basis of these differences. 
Results reported in the article for comparisons of 
groups that were relevant to premature discon-
tinuation were those determined with the use of 
a continuity-adjusted chi-square test (P = 0.053 
for comparison of the allopurinol group with the 
80-mg febuxostat group, and P = 0.003 for com-
parison of the allopurinol group with the 120-mg 
febuxostat group), rather than those determined 
with a Fisher’s exact test, as intended.

All other analyses in the article have been re-
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checked, and an additional point for correction 
has been identified. In Table 1 of the article, data 
about renal impairment are based on calculated 
creatinine clearance, and the P value should be 
0.26, not 0.90. The P value of 0.90 was based on 
renal impairment as defined in the ineligibility 
criteria that were outlined in the Methods sec-
tion. We believe that these changes do not affect 
the overall conclusion of the article, which is that 
febuxostat at a dose of 80 mg or 120 mg daily 
is more effective than allopurinol at a dose of 
300 mg daily in lowering serum urate in patients 
with gout.

We thank Dr. Gelber for calling attention to 
the data in Figure 1 of the original article show-
ing increased rates of premature discontinuation 
among patients treated with febuxostat. Although 
rashes and abnormal results of liver-function 
tests — the major adverse reactions leading to 
withdrawal — were mild to moderate in severity 
and reversible after discontinuation of febuxo-
stat, we agree that roles for vigilance and post-
marketing pharmacoepidemiology are essential 
in establishing the ultimate safety profile for fe-
buxostat and, indeed, any new drug.
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Hirsutism
To the Editor: Rosenfield (Dec. 15 issue) 1 states 
in his article on hirsutism that it is reasonable to 
forgo laboratory evaluation if hirsutism is mild 
and menses are regular and that routine testing 
for androgens other than testosterone is of little 
use. In addition, he states that testosterone aris-
es also from androstenedione and dehydroepi-
androsterone sulfate.

On the basis of our recent experience with 
more than 400 women who had been evaluated 
for hirsutism, we found that more than 80 percent 
fulfilled the diagnostic criteria for either adre-
nal enzyme deficiencies or the polycystic ovary 
syndrome. Since these conditions may necessi-

tate further follow-up, such as genetic testing or 
evaluation of glucose metabolism or for hyper-
tension, laboratory studies are justified. In addi-
tion, there is evidence that testosterone derives 
from androstenedione and dehydroepiandroster-
one (not the sulfated derivative),2 both of which 
are weak androgens that have rarely been evalu-
ated in the context of hirsutism.
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