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McCune-Albright however, might occur at the time of Blaschko represent a nonrandom
S ndrome implantation and thus remain un- developmental pattern of the skin
lntinUed from page 9 noticed. Special attention will be fundamentally differing from theC given to this question in further system of dermatomes. He found a

clinical studies. causal relationship between Iyon-
Happle concluded that both Happle R. Clinical Genetics 1986; ization a.nd th~ lines of Blasch~o

males and females with the 29:321-324. to be quIte obvIous. Apparently, In
McCune-Albright syndrome are women affected with X-linked skin
able to produce offspring. For the Editor's comment-This is a fas- disorders, the lines of Blaschko
practical purpose of genetic cinating postulate. Happle has visualize the clonal proliferation of
counseling, the action of a lethal previously written about mosa- two functionally different popu-
gene would explain why the risk of icism and the occurrence of cer- lations of cells during embryogen-
recurrence is not increased for the tain dermatological lesions that fol- esis. The lesions arise probably
patient's siblings and children. low the lines of Blaschko. In an from cells in which the X ?hr,?-
The concept would imply that af- article in Human Genetics (1985; mosome that bears the mutatIon IS
fected women should have an in- 70:200-206) which is entitled "Lyon- the active one, whereas the normal
creased rate of spontaneous abor- ization and the lines of Blaschko, " skin develops from cells in which

tions. The loss of the zygote, Happle writes that the lines of the normal cell is active.

..culture from the first patient had fall into this category. The Y chro-
The Ongm of 45,XO only 45,XO mitotic cells. However, mosome present in 3% of fibro-
Males a buccal smear revealed 15 of blasts was structurally normal. Ex-

1,000 cells had fluorescent spots tensive cytogenetic and DNA
Maleness in association with a that were believed to reflect the studies in the second patient pro-
45,XO karyotype is a very rare and presence of a Y chromosome or a duced no evidence of Y chro-
hitherto unexplained condition, Y chromatin body. A repeat buccal mosomal material, even in a minor- ~
previously described in fewer than smear several years later showed ity of cells. Current techniques (Jten patients. Most individuals with that 5% of the cells had a fluores- used in this study permit identifica- ~

this karyotype develop as pheno- cein-staining body. A repeat skin tion of a normal Y chromosome in
typic females with Turner's syn- fibroblast culture showed five of as few as one in 10,000 cells.
drome. How maleness arises in the 186 cells with a 46,XY karyotype. Therefore, mosaicism of a nor-
XO males, who have invariably Another repeat culture yielded mally structured Y chromosome is
been sterile, has been unclear until similar findings, and these cultures unlikely in this patient. However,
the study of De la Chapelle et al.1 were used for studies to identify some of the identifiable fragments

Two 45,XO males were studied. Y-DNA sequences. Repeat cul- of the Yare located principally in
Both had third-degree hypospa- tures in the second patient were the distal Yq and. thus, would be of
dias and cryptorchidism. but two negative and repeat buccal little use in detecting mosaicism
testes were found in each. One smears were negative for fluores- involving an abnormal Y chro-
testis, which was examined in the cein-staining material. mosome lacking that region. The
first patient at 6 to 7 years of age, By using restriction digestion, DNA hybridization studies alone,
was "normal." In the second pa- agarose electrophoresis, gel then, cannot argue against low-
tient, both testes were on the left transfer, and hybridization with ra- grade mosaicism for a structurally
side and shared a common vas diolabeled, cloned DNA probes, it abnormal Y chromosome in the
deferens. Both patients were was possible to demonstrate a second patient. There is also the
below the second percentile in small amount of Y -DNA material possibility that a Y -bearing cell line
height; there was no significant (3%) from the cells of the first pa- existed in tissues other than those
mental retardation. There were tient. There was no demonstrable that were sampled or existed in the
characteristics suggestive of Y-DNA material from the cultures fetal stage, but later eliminated.
Turner's sy,ndrome in the first pa- of the second patient. Using re,. Maleness in 46,XX males may
tient, including a mild pterygium fined techniques, it was possible be explained by the X-V inter-
colli, highly arched palate, shield- to show that the X chromosomes of change hypothesis, which states
shaped chest, laterally located both patients originated from their that the Xq-bearing position of the
mamillae, clinodactyly of the fifth mothers. father's X chromosome can be re-
fingers, deep-set nails, and co- A 45.XO male might be a placed by a testicular-determining 1
arctation of the aorta. 45,X/46,XY mosaic, in whom the portion of his Y chromosome, .II

Both parents of both patients XY line is rare or has been elimi- which hypothetically might occur ~

were cytogenetically normal. Four nated altogether, at least in some as a result of interchange of ge-
blood cultures and one fibroblast tissues. The first patient appears to netic material between the X and Y
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chromosomes at paternal meiosis. 1. De la Chapelle A, Page C, some time early in his life.
Consistent with this hypothesis is Brown L, et al. Am J Hum Genet Of importance to clinicians and
the identification of certain single- 1986;38:330-340. investigators is the concept that
copy, Y-specific DNA sequences 2. Page C et al. Am J Hum Genet cultures of fibroblasts from the go-
that were detected in 12 of 19 XX 1986;38: 109. nads are exceedingly important
males who were tested by Page et when karyotypes from Iympho-
al.2 Thus, it appears that X-Y inter- Editor's comment-These pa- cytes or skin fibroblasts confuse
change can account for many tients, although extremely rare, our interpretation of what has

cases of XX maleness. In both remind us how much we do not taken place. Several years ago,
cases of XO maleness reported know about normal sexual differ- Goldstein et al (J Pediatr 1977;90:
here, however, there is no evi- entiation. For several years, at- 604) described a short female with
dence for genetic transfer of Y ma- tention focused on the presence of stigmata suggestive of Turner's
terial. The X chromosome in both H-Y antigen to explain differ- syndrome and gonadal agenesis.
patients was of maternal origin. entiation of the normal male fetus Cultures of skin fibroblasts and
Mosaicism may have accounted along male lines. We now have lymphocytes revealed a 46,XX
for the differentiation of the geni- learned that H- Y antigen is proba- karyotype; when grown from biop-
talia along male lines in the first bly of no consequence, even if it sies of the gonadal streaks, fibro-
patient. In the second patient, the exists. The concept that Y chro- blasts had a karyotype of 45,XO.
absence of a certain single-copy mosomal material is necessary for Possibly, if fibroblasts had been
Y -DNA sequence argues against, differentiation of the gonad along grown from the testes of the two
but cannot exclude, the presence male lines has been defied by the 45,XO males, Y chromosomal ma-
of the testis-determining portion of second patient, although mosa- terial would have been more readi-
the Y chromosome. icism may have been present at Iy identifiable.

Treatment of Duchenne's twins with the disease in a double- real hope for interrupting the pro-
Muscular Dystrophy blind controlled study. The treat- gressive deterioration of affected
W"th Growth Hor ne ment in~olved t~e use of the GH boys. Advances in gen~tics are

I" " mo antagonist mazlndol. After one frequently made by expenments of

InhIbItors year of the therapeutic trial, the nature and observation; the insight
code was broken and the identical to appreciate that the boy who was

Although major advances are be- twin boys were compared. The affected with GHO was actually
ing made in isolating the gene for twin being treated by GH antago- doing "well" with regard to his

Duchenne's muscular dystrophy, nist was significantly less severely Ouchenne's muscular dystrophy
the basic mechanism of this disor- affected after a year of therapy was extremely important. The ob-
der is still unknown. It may be sev- than his brother, who had typical servation that the identical twin

eral years before the function of progression of his disease.. who was treated with GH antago-
the gene is understood. In the In the same issue of the Ameri- nist is significantly better than his
meantime, the disease continues can Journal of Medical Genetics, non-treated twin raises the pO$si-
its relentless deterioration process Zatz et al report the follow-up on bility that cell growth may have
in affected males. the patient observed five years some role in Ouchenne's muscular

An interesting clinical observa- ago. The boy is still alive and func- dystrophy. It may well be that
tion reported by Zatz et al five tional at 18 years of age, while the smaller cells somehow do better
years ago has led to some very other affected members of his fam- and survive longer in the presence
important therapeutic implica- ily had already died or been non- of the Ouchenne's muscular dys-
tions. The report was about a boy ambulatory by the same age. trophy gene. It may be that boys
with Duchenne's muscular dystro- with Ouchenne's muscular dystro-
phy who also had growth hormone Zatz M, Betti RTB, Frota-Pessoa O. phy begin to do poorly with the
deficiency (GHD) and a relatively Am J Med Gen 1986;24:549-566, increased turnover of cells and
benign course. When compared 567-572. that GHs stimulate this turnover.
with other affected individuals in Whatever the case, this important
his family, he was very much less Editor's comment-Ouchenne's clinical observation may well lead
severely affected. For this reason, muscular dystrophy is one of the to immediate treatment for Ou-
Zatz et al undertook to utilize most common and distressing of chenne's muscular dystrophy.. In
growth hormone (GH) antagonists single gene disorders. The basic addition, it is interesting to specu-
in the treatment of Duchenne's mechanism of the disease has late whether GH antagonist may
muscular dystrophy. Specifically, eluded definition, and until this re- offer potential therapy in other de-
she treated one of two identical port of Zatz et aI, there has been no generative diseases.
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