
Second Editor's comment: The fact that deletions of the distal
arm of chromosome 4 have been reported in Wolf-Hirschhorn
syndrome and that the clinical findings are very different to
those seen in ACH and HCH suggests that ACH and HCH may
not occur due to dosage effect, but rather to the negative effect
of the mutant gene. These findings suggest the possibility of

prenatal diagnosis.

as perichondrial or bone marrow cells, that somehow influence
growth plate function? What is clear is that much more work is
needed to sort out the molecular pathogenesis of ACH.

Finally, it is somewhat comforting to discover that ACH
mutations map to a growth factor receptor gene, since it has
long been suspected that the basic defect in this condition
involves growth plate regulation.
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Phenotype Specific RET Oncogene Mutations and Multiple Endocrine Neoplasia Syndromes

Arg substitution had a greater risk of developing parathyroid
tumors than those with other codon 634 mutations.

They concluded that the precise location of the mutation
corresponds with the clinical phenotype and that mutations in
the 634 codon may be predictive in families predisposed to
adrenal or parathyroid disease. The basis of the tissue speci-
ficity of these RET mutations is unclear, but the authors sug-
gested the possibility of tissue-specific differences in RET
expression or in RET protein interactions.

Mulligan LM, et al. Nat Genet 1994;6:70-75.

Multiple endocrine neoplasia (MEN) syndromes constitute a

family of disorders characterized by neoplasias of 2 or more

endocrine tissues. Medullary thyroid carcinoma (MTC) is a

tumor of the thyroid C cells that can occur sporadically or as part

of the inherited cancer syndromes MEN IIA, MEN liB, and

familial MTC (FMTC).

Individuals with MEN IIA are predisposed to C-cell hyperplasia

or MTC, pheochromocytoma, and hyperparathyroidism. Indi-

viduals with MEN liB are predisposed to mucosal neuromas

and marfanoid habitus.

The loci for MEN IIA, MEN liB, and FMTC have been mapped

to an interval on chromosome 10q11.2. The RET proto-onco-

gene is also located in this region. The RET proto-oncogene is

a receptor tyrosine kinase gene expressed in MTC and

pheochromocytoma and in normal thyroid and adrenal tissue.

Mulligan et al reviewed 118 unrelated families with inherited

MTC for mutations of the RET proto-oncogene. They found

mutations in 1 of the 5 cysteines of the proto-oncogene in 97%

of patients with MEN IIA and in 86% of the patients with FMTC,

but not in the MEN liB patients. Eighty-four percent of the MEN

IIA mutations affected codon 634, and patients with a Cys634 to

Editor's comment: It is not absolutely clear that there is just 1
mutation for MEN. The identification of a mutation for pheno-
type-specific RET mutations is important for early screening in
individuals known to be at risk. Prenatal screening for the RET
mutation, however, may prove to be controversial and cause
serious ethical and moral dilemmas, since the decision to
terminate a pregnancy is always difficult. This is especially true
in adult-onset diseases.
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A Single Amino Acid Substitution in the Exoplasmic Domain of the Human Growth
Hormone (GH) Receptor Confers Familial GH Resistance (Laron Syndrome) With Positive
GH-Binding Activity by Abolishing Receptor Homodimerization

with the dimerization process and GHR activity. They conclude
that these in vitro data, along with the phenotype observed in
vivo in the proband patients, provide further support for the 3-
dimensional model of the exoplasmic domain of GHR that has
been produced in Escherichia coli.

The absence of detectable growth hormone-binding protein
(GHBP) was believed for some time to be a constant feature of
the Laron syndrome. However, Aguirre et al (Acad Sci Paris
1990;311 :315-319) and Buchanan et al (C/in Endocrino/1991;
35: 179-185) described patients with classic Laron dwarfism
except for the presence of high-affinity serum GHBP activity.
Duquesnoy et al report in this article the following: (1) In 2 un-
related families, the same GH receptor (GHR) mutation was
identified as the mutation resulting in the substitution of a high-
ly conserved aspartate residue by histidine at position 152 of
the exoplasmic domain. (2) The genetic analysis was consis-
tent with a founder effect, ie, common origin, for this mutation.
(3) The GHR mutant retains GH-binding capability and is cor-
rectly expressed at the plasma membrane. (4) The mutant
GHR has lost reactivity of 1 mAb epitope, which is supposed to
belong to the region where both receptor molecules contact
each other, suggesting that the D152H substitution interferes

Duquesnoy P, et al. EMBO J 1994;13:1386-1395.

Editor's comment: Geneticists and genetically oriented pe-

diatricians will find this article to be of much technical and

clinical interest. The authors apply multiple refined techniques
to demonstrate and elucidate the conclusions reported. The

original article is lengthy by necessity, but worth reading page

by page for many scientific and clinical reasons. This journal is

available in many university libraries.

Robert M. Blizzard, MD

13


