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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

The Precursor of Chronic Lymphocytic Leukemia

To the Editor: Landgren and colleagues (Feb. 
12 issue)1 present data that cannot be used to 
differentiate monoclonal B-cell lymphocytosis 
(MBL) from chronic lymphocytic leukemia (CLL). 
The findings of clonal B-cell populations are 
based on flow-cytometric and molecular analy-
ses, but these approaches do not measure the B-
cell count in the prediagnostic blood sample. In 
Table 2 of the article, the values for “lymphocytes” 
are percentages of lymphocytes among all cells 
in the thawed samples measured by means of 
flow cytometric analysis. Both the absolute lym-
phocyte count and the percentage of B cells as 
measured by flow cytometry are mandatory for 
calculating the B-cell count.2 Without a blood 
count, unrecognized CLL is the likely explana-
tion for their findings, since it is asymptomatic 
in its early stage. The primary conclusion of 
Landgren et al. that MBL is a “precursor state” is 
not scientifically valid on the basis of the data 
presented. The issue of whether MBL has a pre-
cursor or concurrent3 relationship with CLL re-
mains unresolved.
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The Authors Reply: The point that Mulligan 
and colleagues raise is addressed in our article. 
Although a complete blood count was not includ-
ed in the baseline blood-test panel in the Pros-
tate, Lung, Colorectal, and Ovarian (PLCO) Cancer 
Screening Trial, we are confident of our results, 
for several reasons. First, in 16 of 45 patients (36%), 
the number of circulating lymphocytes (CD19+ and 
CD5+ B cells) was negligible (≤1%) or low (>1 to 
20%), accounting for 6% or less of all lympho-
cytes; this makes it very unlikely that a diagnos-
tic B-cell lymphocytosis was already present. Sec-
ond, about 90% of the cases of CLL that we 
detected were as early as Rai stage 0 or I, which 
is consistent with regular health evaluations in 
these patients (in the 3 years before enrollment, 
38 of 45 patients [84%] underwent some screening 
study). Third, our study population is a health-
conscious group that volunteered for annual screen-
ing; the compliance of these patients was in accor-
dance with the requirements of the PLCO trial.1
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Although we cannot totally exclude the pos-
sibility that CLL existed before the date of diag-
nosis in a few patients, it is highly unlikely that 
CLL would remain undiscovered for years in this 
intensively screened group. The data are entirely 
consistent with our contention that CLL often 
has a precursor state.
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Anti–Interleukin-5 Therapy and Severe Asthma

To the Editor: Haldar and coworkers (March 5 
issue)1 report a significant reduction of severe ex-
acerbations of asthma after eosinophil suppression 
with mepolizumab in a population of patients 
with severe, refractory asthma in Leicestershire, 
United Kingdom. However, patients receiving 
mepolizumab still had a mean of 2.0 severe exac-
erbations per year.1 Could this excess be due to 
air pollution, since exposure to small particles is 
strongly linked to exacerbations of asthma? 2 The 
Web site of the Leicester City Council provides 
24-hour monitoring of  particle concentrations that 
are less than 10 μm in aerodynamic diameter 
(PM10) in the urban Leicester area.3 According to 
our calculations, during the study period (from 
April 1, 2006, through August 31, 2008, a total of 
884 days), the mean 24-hour PM10 concentrations 
exceeded the maximum air-quality guidelines of 
the World Health Organization4 (50 μg per cubic 
meter) a total of 230 times in three of eight mea-
surement sites located along the Leicester motor-
way system. Given the effective suppression of 
eosinophilic inflammation reported in the study 
by Haldar et al., their data combined with those 
from the Leicester Web site provide a unique op-
portunity for assessment of the magnitude of air-
pollution–induced exacerbations of asthma,5 which 
still remains unknown.
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To the Editor: The articles by Haldar et al. and 
Nair et al.1 indicate that mepolizumab has posi-
tive therapeutic effects in selected patients with 
refractory eosinophilic asthma and frequent ex-
acerbations despite treatment with corticosteroids. 
Since previous clinical trials involving patients 
with less severe asthma have not shown efficacy, 
the heterogeneity in the biologic response to the 
drug might depend on the phenotype of asthma. 
The patients in the studies by Haldar et al. and 
Nair et al. had a difficult-to-treat, eosinophilic 
asthma with an onset in the patients’ mid-20s; 30 
to 40% of them had nasal polyps. This pheno-
type is reminiscent of aspirin-sensitive asthma.2,3 
I wonder, therefore, whether the patients under-
went aspirin-provocation testing and, if not, wheth-
er they had a history of intolerance to nonsteroi-
dal antiinflammatory drugs.
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