
the stability of the repeat, MacDonald et al (1994) studied 4
pai rs of monozygous twins affected with H D and the sperm from
HD gene carriers. The 4 pairs of monozygous twins had iden-
tical repeat lengths. Different repeat lengths (germline mosa-
icism) were detected in the sperm of HD carriers. When the
repeat lengths of the HD carriers' sperm was compared with the
repeat lengths in thei r Iymphoblasts, it was found that the sperm
DNA had longer repeat lengths and that the greatest degree of
gametic mosaicism was found with the longest somatic repaats.

Because of the somatic variation seen in the repeats in fragile

X syndrome it had been suggested that repeat expansion may
occur during early embryogenesis. MacDonald et al concluded

that even though allelic expansion may be a common underly-
ing mechanism for HD and fragile X syndrome, the develop-
mental timing of the instability of the repeats is different.

mechanisms that result in disease. Another important finding of
the study of the association of trinucleotide repeats and neuro-
degenerative disorders has changed the methods of finding
genes. As in the case of DRPLA, the gene for other neuro-
degenerative disorders that have been mapped to a specific
chromosome may be found by looking for trinucleotide repeats.

Judith G. Hall, MD

Second Editor's comment: Evidence has been increasing that
the presence of large blocks of trinucleotide repeats disrupts the
transcription of genes in which they reside; however, the mecha-
nisms involved have not been clear. The alticles cited here pro-
vide insight not only into how this might happen but also why
disorders associated with such blocks exhibit a threshold effect
with regard to appearance of the clinical phenotypes. Indeed, as
Wang et al point out, the presence of very strong nucleosome
positioning signals where they do not normally reside may not
only intet1ere with the expression of relevant genes but may also
disrupt copying of the trinucleotide repeats by DNA polymerase,
which could lead to fulther expansion of the repeats, another
feature of these disorders. The alticle by Wang and colleagues
also reminds us that we must keep our minds open and to look for
new mechanisms to explain how mutations cause genetic disease.
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Editor's comment: Using the term mutation for these disorders
is not completely accurate. In the strictest sense of the word
these mutations are not really mutations, but new and different William A. Horton, MD

Sucralfate Causes Malabsorption of L- Thyroxine

Following their experience with a hypothyroid woman in whom
the dose requirement for L-thyroxine increased substantially
after sucralfate, a nonabsorbed aluminum salt of sucrose sul-
fate prescribed for treatment of dyspepsia, Sherman and col-
leagues studied the effect of this agent on absorption of
L-thyroxine. In healthy adult volunteers, 80% of an ingested
dose of 1 ,000 ~g of L -thyroxine was absorbed. When L -thyrox-
ine and sucralfate were administered simultaneously, only 23%
of ingested L-thyroxine was absorbed, and the rate of absorp-
tion slowed. When L-thyroxine was administered 8 hours after
a dose of sucralfate, 78% of administered L-thyroxine was
absorbed. Thus, the authors concluded that sucralfate impairs
the absorption of L-thyroxine, probably by intraluminal binding
of the hormone.

Editor's comment: Several medications inhibit intestinal ab-
sorption of L -thyroxine, including ferrous sulfate, aluminum
hydroxide, and colestipol, as well as sucralfate, an agent that is
utilized for duodenal ulcers, gastritis, reflux esophagitis, and
dyspepsia. Sucralfate also impairs absorption of tetracycline,
phenytoin, and digoxin. Although in children and adolescents
poor compliance with medication intake is the most common
cause of erratic dose requirements for L -thyroxine and other
medications, it is important to remember when confronted with
this problem that one drug may adversely affect the absorption,
serum protein binding, excretion, or pharmacokinetics of an-
other agent.

Allen W. Root, MD

Sherman SI, et ai. Am J Med 1994;96;531-535.

Snaring the Achondroplasia and Hypochondroplasia Gene

Achondroplasia (ACH) is the most common human chondro-
dysplasia. A milder form of disproportionate short stature that
also has rhizomelic shortening and normal bone histology is

hypochondroplasia (HCH).
The estimated incidence of these disorders is 1 in every 15,000

live births, and until now, their etiology has been unknown.
Individuals affected with ACH have short (rhizomelic) limbs; mac-

rocephaly; depressed nasal bridge; lordosis; and short, stubby
trident hands. HCH presents with short stature but few clinical
symptoms, and the radiologic findings are similar but milder than

those seen in ACH. Ninety percent of ACH and HCH cases are the
first affected individual in the family. In the case of ACH, an
association has been made with increased paternal age, as is often
seen in de novo mutations. Affected individuals are fertile, and the
disorder is passed on as an autosomal dominant trait.

In early 1994, the gene for ACH was localized to the tip of the
short arm of chromosome 4 (4p16.3). Ironically, the locus
mapped very near to another elusive disease gene locus, the
Huntington disease (HD) gene locus. Three independent groups
reported the localization.

11


