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In her editorial, Lee

 

5

 

 proposes indications for
the diagnostic referral of short children to pediatric
endocrinologists: a height below the 3rd percentile,
stature that is not commensurate with the parents’
heights, or a growth rate below the 25th percentile.
The first has significant resource implications, re-
quiring 120,000 consultations annually in the Unit-
ed States. More than 95 percent of short children
will be found not to have disease; rather, they will
be found to have stature that is appropriate for their
genetic potential, constitutional delay, or both.
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 As
Lee states, to detect a pathologic process, primary
physicians must monitor growth rates and consider
the parents’ heights for all children. In most cases,
investigations and referral are not necessary.
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dr. lee replies: Height that falls below the 3rd per-
centile is a well-established definition of short stat-
ure and has been a standard criterion in pediatrics
for determining the need for further evaluation.1,2

Although the majority of children with a height be-
low the 3rd percentile (more than 2 SD below the
mean) have no organic disease, community screen-
ing studies have identified a pathologic process in
12 to 18 percent of these children.3,4 Revision of the
criteria for referral of children with short stature —
such as the change from the 3rd to the 0.4th percen-
tile, proposed by some clinicians in the United King-
dom — would have resulted in an inability to identify
two of the eight cases of silent disease detected in
the Wessex Growth Study5 and would miss a per-
centage of children with growth hormone deficien-
cy and other organic causes of short stature whose
heights fall between these two percentiles. Thus, the
use of more stringent criteria will decrease the num-
ber of unnecessary referrals but may result in the ex-
clusion of children with disease from needed eval-
uation and therapy.
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Genetics of Neurodegenerative Disorders
to the editor: We disagree with Nussbaum and
Ellis’s statement that gene variations other than the
APOE e4 allele are elusive in the nonfamilial form of
Alzheimer’s disease (April 3 issue).1 The candidate-
gene approach has already identified genes with a
potential role in the etiology of the disease.2 In ad-
dition, over the past 15 years, a number of inflam-
matory mediators have been observed in the brain
affected by Alzheimer’s disease. In this disease, in-
flammation clearly occurs in pathologically vulner-
able regions of the brain and may influence other

neuropathologic hallmarks of the disease, although
it is unclear whether altered immune responses con-
stitute an event secondary to ongoing neurodegen-
eration or whether they participate in its ignition.3

However, several polymorphisms in genes encoding
immune molecules have been associated with an in-
creased or decreased risk of Alzheimer’s disease,4,5

suggesting a genetic link between immunoinflam-
matory processes and Alzheimer’s disease. Genetic
variants associated with a decreased risk of Alzhei-
mer’s disease also seem to increase the chance of
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reaching the extreme limit of the human life span.6

Therefore, the role of immunoinflammatory re-
sponses in Alzheimer’s disease and longevity de-
serves further study.

Calogero Caruso, M.D.
Università di Palermo
90134 Palermo, Italy
marcoc@unipa.it

Claudio Franceschi, M.D.
Federico Licastro, M.D.
Università di Bologna
40126 Bologna, Italy

1. Nussbaum RL, Ellis CE. Alzheimer’s disease and Parkinson’s
disease. N Engl J Med 2003;348:1356-64.
2. Tabor HK, Risch NJ, Myers RM. Candidate-gene approaches for
studying complex genetic traits: practical considerations. Nat Rev
Genet 2002;3:391-7.
3. Akiyama H, Barger S, Barnum S, et al. Inflammation and Alzhei-
mer’s disease. Neurobiol Aging 2000;21:383-421.
4. Licastro F, Chiappelli M. Brain immune responses cognitive de-
cline and dementia: relationship with phenotype expression and ge-
netic background. Mech Ageing Dev 2003;124:539-48.
5. Lio D, Licastro F, Scola L, et al. Interleukin-10 promoter poly-
morphism in sporadic Alzheimer’s disease. Genes Immun 2003;4:
234-8.
6. Lio D, Scola L, Crivello A, et al. Inflammation, genetics, and lon-
gevity: further studies on the protective effects in men of IL-10
¡1082 promoter SNP and its interaction with TNF-alpha ¡308 pro-
moter SNP. J Med Genet 2003;40:296-9.

the authors reply: Our review article was meant to
provide a brief update for clinicians on the progress
made in applying genomic science to the under-
standing of two neurodegenerative disorders. There
are alleles at many loci other than APOE for which an

association with Alzheimer’s disease has been pro-
posed.1 However, many of these studies have yet to
be replicated, and among those that have been rep-
licated, controversy persists.1 For example, an asso-
ciation between Alzheimer’s disease and alleles at
the a2-macroglobulin locus has been proposed2,3

but has not been replicated for at least one of the al-
leles.4,5 For the purposes of our review article, we
decided to draw a distinction between these puta-
tive associations and the association with APOE e4,
which has been confirmed in a sufficient number
of studies for some to suggest that an APOE geno-
type test might be useful for clinical applications.
We look forward to the association studies that
Caruso et al. list and will await their replication by
other investigators.
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Throat Clearing in Asthma

to the editor: Mantzouranis et al. (April 10 issue)1

call attention to a feature of the patchy epithelial in-
flammatory disease we name according to the area
of prime involvement as asthma, allergic rhinitis, or
eczema. In adults, the manifestation noted by these
authors is termed “postnasal drip.” The assumption
is that the secretions seen are formed in the nasal
cavity and “drip” down to the trachea, where they
induce cough. This complex of symptoms and that
described by Mantzouranis et al. as throat clearing
are more likely to reflect the same type of inflam-
mation seen in the small airways and nasal mucosa
in asthma and allergic rhinitis. In the study by Man-
tzouranis et al., not all the children with this isolated
symptom had abnormal values for the forced expir-

atory volume in one second (FEV1), yet all responded
to therapy — a finding that supports the idea that
the inflammation may be localized to the trachea in
those without functional impairment. I think we
should recognize this clinical manifestation more
widely in adults as well as in children. More useful
names would be allergic pharyngitis, tracheitis, or
pharyngotracheitis.
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