August 2009 pp379-84). We would like
to add that xanthomatoses, especially
xanthelasmas, are also an important
marker for diabetes, propensity to coronary
artery disease (CAD)! and gout’ apart
from cholestasis and hyperlipidemia as
mentioned. Besides xanthaelasma and
xanthoma, presence of arcus juvenilis in
young people (age <40 years) may also be
considered as a clinical sign for premature
CAD.? Premature graying and/or balding
in chronic smokers has also been shown to
be associated with premature CAD.* Other
cutaneous signs like ear lobe crease, ear
canal hair, and nicotine staining should be
considered as valuable clinical markers of
CAD for the benefit of the readers.!
Recently, hyperpigmented palm and digits
of hand associated with central obesity in
betel quid sellers has been shown to pre-
dispose to early CAD.> There may be a
clinical scenario where one sibling in the
family has xanthoma, other has xanthe-
lasma or arcus juvenilis and some suffering
from CAD. The clinical implication of
such a finding is that one must actively
look for such signs in all the family mem-
bers for early identification of persons
predisposed to premature CAD.
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Using umbilical cord blood stem
cells for myocardial infarction and
stroke is ethically challenging

Editor — It is disingenuous for stem cell
researchers such as Copeland et al (Clin Med
August 2009 pp 342-5) to claim that hUCB
(human umbilical cord blood) is readily
available, and presents little ethical chal-
lenges. They must be aware that until the
feto-placental circulation is interrupted by
human professional intervention, that blood
has a life-sustaining function. Without cord
clamping, placental transfusion occurs and
most of the blood then resides in the
neonate. Pressure to separate mother and
baby has created an apparent ‘waste
product’ that may be valuable to researchers
(and vested commercial interests). The ear-
lier the cord is clamped, the more hUCB is
‘readily available’ for collection and the less
is available for the neonate. Growing aware-
ness of the impact of this irreversible inter-
vention during the transitional circulation
has led professionals responsible for the
health and wellbeing of the new mother and
baby to take a more cautious view.! In view
of findings of long-term developmental
problems in children apparently successfully
resuscitated after birth, we hypothesised that
early clamping may lead both to neonatal
depression and inadequate cerebral
oxygenation.>® Physicians caring for adults
and concerned about the alleviation of
damage to adult vital organs must be aware
of the ethical concerns about the use of vital
material taken at birth.
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In response

Our comments were meant to indicate that
cord blood stem cells, as compared to
embryonic stem cells, present ‘little ethical
challenge’ (particularly in the USA). Cord
blood is readily available with more than
four million births per year in the USA;
many more than there are monies available
for collection in both public and private
banks. Therefore, in the USA it is common
practice to not alter in any fashion the stan-
dard birthing procedures for the collector.
If for some reason, inadequate volumes are
collected the samples may be discarded. We
firmly agree that the health and well being
of the infant and mother are always of pri-
mary importance. Further, as was noted in
our article, cord blood stem cell therapies
have shown promise for treatment of adult
as well as neonate disease such as cerebral
palsy.!

Having said that many professionals
argue that early clamping (within the first
30 seconds of birth) allows for more
immediate care of the newborn and
mother while others argue that late
clamping (after two minutes or more)
may allow for increased transfer of blood
from the placenta to the newborn. There
is evidence to support both sides of this
argument, derived from studies con-
ducted in North America, England,
Australia and South America, including
increased deleterious haemoglobin con-
tent, increased incidence of jaundice and
polycythemia in infants delivered using
late clamping.?=> However, early clamping
has been thought to possibly deprive the
newborn of potentially needed red cells
and iron.>”

Regardless, in the USA it has been
common practice for more than 50 years
to deliver infants utilising what would be
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termed early clamping. Anecdotally,
there has been no evidence of significant
harm to these infants. Scientifically, the
changes that have been noted are of
arguable long-term medical conse-
quence. If it were clearly detrimental to
the health of the child to perform
clamping in one fashion or another,
surely legislation would have been insti-
tuted by now. Therefore, we leave the deci-
sion of when to clamp and collect the
cord blood up to the preferences of the
mother and her physician or midwife. In
our experience, we have not found that
the difference in time involved makes for
a significant difference in collection.
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Discrepancies between histology
and serology for the diagnosis
of coeliac disease (1)

Editor — Sweis and colleagues showed
discrepancies between histology and
serology in the diagnosis of coeliac disease
(CD) (Clin Med August 2009 pp 346-8),
and suggest we reduce our reliance on
serology testing in diagnosing and
excluding CD. However, we feel there are
major reasons to reconsider this.

The numbers reported here must be
interpreted carefully: 10 out of 26 CD
patients who received serologic testing were
seronegative. This 38.5% occurrence of
seronegative CD is misleading. In the spirit
of Bayes theorem, the more common the
condition we are testing, the greater the per-
centage of false negative results.! In this case,
all 26 patients were selected due to the diag-
nosis of CD, meaning the prevalence in this
group was already 100%. Therefore, this
group is bound to have a high number of
false negative tests. The authors correctly
state that a small number of cases of CD will
be missed by relying on serology alone, but
the true prevalence is unknown, and this
number is likely to be much lower than 38.5%.

In addition, the predictive value of using
an ELISA-based method to detect tissue
(tTG)
remains open to discussion. There are

transglutaminase autoantibody
currently numerous tTG assays available,
all with varying performances. The
International tTG Workshop for CD
performed head-to-head comparisons of
various commercial and laboratory-based
tTG assays. For this workshop, assays
reported sensitivities ranging from 82% to
93%, underscoring the marked variability
in assay performance.? Given these find-
ings, the lack of positive serology in a
proportion of their biopsy-proven coeliacs
could be assay dependent.

Finally, even though intestinal biopsy is
the gold standard method to diagnose CD,
it is not without its short comings. The
sensitivity of histology is largely dependent
on the site and number of biopsy samples
taken.>* Negative histology often excludes a
diagnosis of CD. However, a proportion of
these patients have CD-like gastrointestinal
symptoms, which might be attributed to
the subtle changes seen in microscopic
enteritis that could go undetected.’

In all, we agree that it is important not to
rely on serology alone for the diagnosis of
CD, but to allow serology to increase or
decrease your estimation of risk of disease.
However, considering the lifelong implica-
tions of a diagnosis of CD, one should still
maintain a degree of suspicion and also take
great care in interpreting villous atrophy in
the absence of autoantibodies in any patient.
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Discrepancies between histology
and serology for the diagnosis
of coeliac disease (2)

Editor — Discrepancies between histology
and serology for the diagnosis of coeliac dis-
ease (CD) (Clin Med August 2009 pp 346-8)
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