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c o r r e s p o n d e n c e

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

Deletion of IKZF1 and Prognosis in Acute  
Lymphoblastic Leukemia

To the Editor: Mullighan et al. (Jan. 29 issue)1 
report on the prognostic significance of IKZF1 
alterations in pediatric patients with acute lym-
phoblastic leukemia (ALL). The authors also find 
that the gene-expression signature in patients with 
BCR-ABL–negative ALL, which is associated with 
a poor outcome (as predicted by IKZF1 alterations), 
is similar to the gene-expression profile in pa-
tients with BCR-ABL–positive ALL. Given that ap-
proximately 85% of children with BCR-ABL–posi-
tive ALL also have a deletion of IKZF1,2 two 
questions with potential clinical and prognostic 
implications come to mind.

First, could a supervised analysis detect sig-
nificant differences in the gene-expression signa-
tures between patients with BCR-ABL–positive ALL 
who also have an alteration in IKZF1 and those 
who have wild-type IKZF1?

Second, since IKZF1 alterations confer a poor 
prognosis in patients with standard-risk ALL and 
patients with high-risk B-cell ALL, is the poor 
outcome for children with BCR-ABL–positive ALL 
simply a reflection of the high incidence of IKZF1 
alterations in this population? In other words, 
do patients with BCR-ABL–positive ALL and wild-
type IKZF1 have a better outcome than patients 
with BCR-ABL–positive ALL who have a deletion 
of IKZF1?
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The Authors Reply: Medeiros raises two inter-
esting questions related to the clinical and prog-
nostic implications of IKZF1 mutations in pediat-
ric ALL. Both questions concern the very small 
subgroup of patients with BCR-ABL1–positive ALL 
who do not have an alteration of IKZF1. Specifical
ly, Medeiros asks whether patients with BCR-ABL1–
positive ALL who have wild-type IKZF1 have a 
distinct gene-expression profile or outcome as 
compared with patients with BCR-ABL1–positive 
ALL who have an IKZF1 mutation. Unfortunately, 
neither our original ALL cohort1 nor an expanded 
cohort2 had a sufficient number of patients with 
BCR-ABL1–positive ALL who did not have an IKZF1 
alteration to enable us to perform statistically 
sound analyses of differences in the gene-expres-
sion profile and outcome. Only 5 of 21 patients 
with BCR-ABL1–positive ALL did not have an IKZF1 
mutation. The analysis of a much larger number 
of pediatric and adult patients with BCR-ABL1–pos-
itive ALL will be required to definitively answer 
these important questions.
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Vitiligo
To the Editor: In their Clinical Practice article 
on vitiligo, Taïeb and Picardo (Jan. 8 issue)1 do 
not include data to provide support for the use of 
some combination therapies. Recent evidence sug-
gests that the combination of erbium:yttrium–
aluminum–garnet (YAG) laser skin ablation with 
fluorouracil application before narrow-band ul-
traviolet B (UVB) phototherapy confers a benefit 
as compared with phototherapy alone.2 In addi-
tion, the authors state that it is unclear whether 
topical corticosteroid treatment with UVB radia-
tion is superior to UVB radiation alone. However, 
we have reported a significant benefit of the com-
bination of excimer laser UVB phototherapy and 
topical hydrocortisone 17-butyrate cream (applied 
twice daily in 3-week cycles, with a corticosteroid-
free interval of 1 week), as compared with excimer 
laser therapy alone, in a randomized, parallel-
group trial. This trial involved 84 consecutive pa-
tients with vitiligo who had lesions on the face, 
neck, or both that were unresponsive to previous 
conventional UVB phototherapy. At 12 weeks, the 
rates of the primary outcome — at least a 75% 
reduction from baseline in overall lesional areas, 
based on an automated analysis of reflected ul-
traviolet photographs — were 43% with the com-
bination of corticosteroid treatment and UVB 
phototherapy versus 17% with phototherapy alone 
(P = 0.01).3 No skin atrophy or hypertrichosis was 
reported in patients who received corticosteroid 
therapy. Combination treatments for vitiligo war-
rant further investigation in randomized trials.
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The Authors Reply: We did not cite the recent 
articles by Anbar et al.1 and Sassi et al.2 in our 
review article because they were published after 
our article was accepted for publication. In the 
study reported by Sassi et al.,2 the excimer laser 
was used as a source of UVB radiation; treatment 
with this device is more potent than conventional 
narrow-band UVB treatment. Indeed, their pa-
tients were selected because they did not have a 
response to conventional ultraviolet treatment, 
topical corticosteroids, or both. The results sug-
gest that this new combination may be a valuable 
addition to possible treatments for vitiligo in pa-
tients with limited disease, although more data 
are needed to better inform its role.

The report by Anbar et al.1 raises promise for 
the treatment of vitiligo in difficult-to-treat areas 
such as the dorsum of the hands. However, expe-
rience with the use of fluorouracil in vitiligo is 
limited, and its use cannot be considered to be 
conventional. Its mechanism of action in vitiligo 
has not been clarified, although a photosensitiz-
ing capacity of the drug has been reported, as 
well as repigmentation after systemic adminis-
tration in isolated cases.
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