
Response to ACMG guideline: Carrier screening in
individuals of Ashkenazi Jewish decent

To the Editor:
Establishing American College of Medical Genetics (ACMG)

guidelines for carrier testing in individuals of Ashekanzi Jewish
descent1 is both timely and necessary, and we commend the au-
thors and the ACMG for their effort in this regard. The authors
comment that “there is no specific panel of tests available for Jews
from non-Ashkenazi background,” but there are founder muta-
tions in specific non-Ashkenazi groups (e.g., for Phenylketonuria
and Metachromatic Leukodystrophy in Yemenite Jews, for Fan-
coni anemia A and Ataxia Telangiectasia in North African Jews).
These tests are appropriate for couples who share specific non-
Ashkenazi ethnicity, and are readily available in Israel.
Beyond a list of specific diseases, the guidelines appropri-

ately include criteria for evaluating further genetic tests, as they
become available. However, the list itself is inconsistent with
these criteria, in part because existence of treatment is not
noted as a consideration, and in part because the recommen-
dations mirror, rather than challenge, current practice. Gau-
cher disease is included in the list of diseases recommended for
screening even though the disease associated with the most
common mutation, N370S, does not meet the author’s own
criterion 2a.: “The natural history of the disorder should be well
understood and carry a potential for significantmorbidity and/or
mortality in the homozygous or compound heterozygous state.”
The natural history ofN370S homozygotes/compound heterozy-
gotesunpredictably ranges from“bad tonormal”2 andeven“bad”
cases are treatablewith enzyme replacement therapy.Most carrier
screening is not performed premaritally but in couples planning
pregnancies, leading to subsequent prenatal testing and possible
termination of affected pregnancies. In our recent study on the
outcome of postmarital Gaucher disease carrier screening in Is-
rael, prenatal diagnosis was used in 76% of pregnancies in carrier
couples identified, leading to pregnancy termination in 31% of
fetuses diagnosed with Gaucher disease (15% inN370S homozy-

gotes and 66% in N370S compound heterozygotes).3 Gaucher
disease in these cases would have ranged from asymptomatic to
treatable. Although it could be argued that couples deserve to be
informed of all available tests and reach their own, autonomous
decision, as a profession, we cannot ignore that screening for low
penetrance, treatable disease will lead to questionable pregnancy
terminations.Professional associations including theNational In-
stitutes of Health Technology Assessment Panel on Gaucher
Disease4 the Israeli Medical Association,5 and the Canadian Soci-
ety of Obstetrics and Gynecology and College ofMedical Geneti-
cists6 have recommended against carrier screening for Gaucher
disease.We are acutely aware thatGaucher disease carrier screen-
ing continues to be offered, in response to both economic and
altruistic pressures.2 However, the genotype/phenotype correla-
tion in Gaucher disease remains poor, and to the best of our
knowledge, the ACMG is the first professional body to recom-
mend Gaucher carrier screening. The genetics community has
resisted carrier screening for deafness in Ashkenazi Jews, even
though the carrier frequency of two founder mutations (30delG
and 167delT) is 4.76%,7 and they account for �90% of disease
alleles. This reflects sensitivity to the question of defining deafness
as a morbidity justifying pregnancy termination, especially be-
cause effective treatment exists. Along these lines, we urge the
ACMG guidelines committee to reconsider their recommenda-
tion for Gaucher disease carrier screening.
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