
Gro~th ':v~tho~t GH: GH molecule(s) secreted by these for the hGH-V gene would have to
The InvIsible GH patients may be a product of the be demonstrated in the patient(s).

Syndrome human growth hormone (hGH)-V The findings are intriguing regard-
Four children with normal growth gene rather than a product of the less. Assay measurements in
velocity, relatively low growth hor- hGH-N gene, which is normally re- these patients are the opposite of
mone (GH) concentrations as sponsible for GH production. This patients previously described by
measured by radioimmunoassay gene was previously reported by Kowarsky et al (J Clin Endocrinol
(RIA), increased GH concentra- other authors to be unexpressed, Metab 1978;47:401); those pa-
tions by radioreceptor assay since no messenger RNA (m-RNA) tients had very low RRA:RIA ratios
(RRA), markedly increased derived from it could be detected and slow growth, and were be-
RRA:RIA ratios, and normal so- in human cells. lieved to secrete biologically inac-
matomedin C assays were de- tive but immunoreactive GH. The
scribed. These unusual findings Bistritzer T, Lovchik JC, Chalew four patients reported in the cur-
suggest the presence of a biolog- SA, et al. Lancet 1988;i:321. rent article resemble .some acro-
ically active GH that is not de- megalic patients (reported by Hi-
tected by the usual RIA for GH, Editor's comment-The hypoth- zuka et al in J Clin Endocrinol
Therefore, the structure of the GH esis expressed by the authors is Metab 1982;55: 545) who also had
molecule in these children is be- tenable on the basis of the data significantly higher GH concentra-
lieved to be unusual. presented, although not proven. tions on RRA than on RIA.

The authors postulate that the To prove the hypothesis, m-RNA Robert M. Blizzard, M.D.

Placental Chromosomal a normal cell line in all of the pla- Mapping and Screening
Mosaicism Is Responsible c~nta~ recovered f!om fetuses in Families With Multiple
f ,7: 0 t o On C ro th with trisomy 18 and trisomy 13 th~t Endocrine Neo plasiaor valla Ions I W were born alive. By contrast, trl-
Rates: Three Reports somic fetuses that are miscarried Type 2A: Four Reports

If the placentas of children with spontaneously as abortuses or Recently, multiple endocrine neo-
unexplained intrauterine growth stillbirths do not have mosaicism plasias type 2A have been
retardation (IUGR) are examined or cytogenetically normal cells in mapped to chromosome 10. A
for a chromosomal aneuploidy, a their placentas. It appears that the number of polymorphic DNA
surprisingly large number (per- normal cell line allows such fe- markers around the gene allow
haps as many as one third of cases tuses to survive long enough to be prediction in most families of those
of IUGR) will have chromosomal born alive at term. individuals who are carriers of the
mosaicism confined to the pla- gene. In addition, prospective
centa, with a normal cell line and Kalousek OK, Dill FJ. Science screening annually for manifes-
an abnormal cell line. Now that 1983;221 :665-667. tations of the disease appears to
chorionic villus sampling is being K I k OK 0 ' 11 FJ P t T t be effective in prevention of mor-. f a ouse I an zar ,e b 'd.t d rt I.t F Idone on a regular basIs or pre- I H G 't1987:77.163-176 I Iyan mo alY. orexampe,
natal diagnosis, it has been found a .um ene ,. .provocative tests to guarantee the

that about 5% of placentas have Kalousek OK, McGillivray BG. Am release of calcitonin can be used
placental mosaicism with one J Hum Genet 1987;41 :A278. to monitor whether or not "medul-
normal cell line and another with a lary" thyroid carcinoma is present,
variety of different chromosomal Editor's comment-Since the and 24-hour urine screening for
aneuploidies. These findings sug- placenta is fetal in origin, we have both epinephrine excretion and
gest that there is a common expla- assumed that it has the same the ratio of urinary epinephrine to
nation for IUGR that cannot be at- chromosomes as the baby. The norepinephrine allows detection of
tributed to other causes such as work described in these reports proliferation of the adrenal medulla
maternal smoking or a syndrome: suggests that 5% of placentas before life-threatening manifes-
namely, the presence of cyto- have some cells that are cyto- tations occur.
genetic abnormalities confined to genetically different from those of An 18-year follow-up study of a
the placenta. Most interesting are the baby. When the placenta has large family by Gagel et al sug-
the new reports that mosaicism abnormal cells but the baby has gests that total thyroidectomy,
confined to the placenta may also only normal cells, the baby may when done at the first appearance
be responsible for allowing fetuses have IUGR. When the baby has of increased calcitonin secretion,
with certain types of chromosomal abnormal cells but the placenta is curative since there were no re-
problems to be carried to term. has some normal cells, the abnor- currences or metastatic diseases

Kalousek and McGillivray have mal fetus may survive to term. in their patients. Parathyroid dis-
recently reported the presence of Judith G. Hall, M. D. continued on page 8
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Multiple Endocrine Neoplasia Mathew CGP, Chin KS, Easton OF, the thinness of the enamel and 4
Type 2A et al. Nature 1987;328:527-528. abnormalities of cusp formation.
continued from page 7 Simpson NE, Kidd KK, Goodfellow These dental abnormalities are
ease seemed to occur only in PJ, et al. Nature 1987;328: unique to Morquio syndrome and
those patients with well- 528-530. are not found in any of the other
established medullary thyroid car- mucopolysaccharidoses or spon-
cinoma or pheochromocytoma. Editor's comment- The potential dyloepiphyseal dysplasias.
Because more than 50% of af- for malignancy of multiple endo- The authors studied the clinical
fected individuals within the family crine neoplasia type 2A is fright- and radiographic dental changes
eventually developed adrenal ening, but these new chro- in 12 patients with MPS IV A and
medullary abnormalities, screen- mosomal and metabolic screening found varying degrees of the
ing in such families is mandatory. techniques allow us to recognize characteristic dental changes in

family members at risk. The all. These dental changes, how-
Sobol H, Salvetti A, Bonnardel C, screening techniques also sug- ever, are not present in either MPS
et al. Lancet 1988;i:62. gest clear and reliable methods to IV B (beta-galactosidase defi-
Gagel RF, Tashjian AH, Cummings be used in following at-risk indi- ciency) or MPS IV C (enzyme de-
T, et al. N Engl J Med 1988; viduals. fect unknown). Although these
318:478-484. Judith G. Ha", M.D. dental abnormalities are present in

all cases of MPS IV A, they may
.only be demonstrable radiolog-

CI ' , I ' d " " ically in some clinically mild atypi-
mica Fm mgs ,m ~welve Patients ~lth cal cases. The dental changes are

Mucopolysacchandosls IV A (Morqulo Syndrome): highly specific and can be ex-
Further Evidence of Heterogeneity tremely useful in the diagnosis of

clinically atypical cases of MPS
(I~ CI!nlcal and Biochemical had markedly diminished enzyme IV A.

Findings activity.
Morquio syndrome has long been The urinary glycosaminogly- (III) Odontoid Dysplasia
known as a distinct mucopolysac- cans (GAGs) were also examined Spinal cord compression in the ~
charidosis (MPS) characterized by in all patients by a two-dimensional upper cervical region related to
short trunk dwarfism with skeletal electrophoresis technique that odontoid dysplasia is a major
radiographic changes quite dis- proved to be highly reliable and complication of Morquio syn-
tinct from those of the other muco- efficient. In particular, no false- drome. In addition to the odontoid
polysaccharidoses, as well as negative results were obtained, hypoplasia, spinal cord com-
corneal clouding, enamel dys- which is often a problem with rou- pression is thought to be due to the
plasia, and urinary excretion of tine screening methods. associated ligamentous laxity and
keratin sulfate. In recent years, The authors divided MPS IV A hypertrophy of the posterior longi-
heterogeneity in Morquio syn- into three subgroups: the severe tudinal ligament. The pectus car-
drome has been delineated, with "classical" type, an intermediate inatum and sternal protrusion in-
three main types described: MPS type, and a mild type, all caused variably found in these patients
IV A, associated with N-acetylga- by N-acetylgalactosamine-6-sul- might act as a protective mecha-
lactosamine-6'-sulfate sulfatase fate sulfatase deficiency. Residual nism in some cases by limiting
deficiency; MPS IV B, with beta- enzyme activity may be an impor- neck flexion.
galactosidase deficiency; and tant prognostic indicator for each The authors studied the cervical
MPS IV C, with mild manifestations subgroup. spine radiographically in 12 pa-
in which the enzyme defect has not ( II ) D t I F' d' tients with Morquio syndrome; all

been determined. en a In Ings showed evidence of odontoid

The authors describe the clinical Dental changes associated with dysplasia. In seven, it was defined
findings in 12 cases of MPS IV A Morquio syndrome have been as minor and in none of these was
and document markedly variable recognized for some time. They there evidence of instability. In five
clinical presentations, with some are characterized by a thin enamel patients, the odontoid dysplasia
cases only mildly affected. Never- layer, with tooth surfaces marked was defined as major, with evi-
theless, all cases show deficiency by numerous, minute, irregularly dence of atlantoaxial instability in
of N-acetylgalactosamine-6-sulfate distribUted pits. The teeth, which all five. The five patients with se-
sulfatase in fibroblasts. The pa- are smaller than normal, are sepa- vere dysplasia and instability had
tients with the mildest clinical pre- rated by spaces and the enamel classical Morquio syndrome, while ~
sentation showed a high residual appears to be structurally weak. the seven with minor dysplasia.
enzyme activity, although several Radiologic examination confirms had milder atypical forms.
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