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Discussion

DR W. H. SCHUTr: Precisely how would you investi-
gate the heterozygotes in a case of hypophosphatasia?

PROFESSOR J. W. SPRANGER: In the parents we first
examine the serum alkaline phosphatase which is usually
within the lower range of normal but with increased
phosphoethanolamine in the urine. The latter is the
more certain way of detecting the heterozygote.

PROFESSOR C. E. DENT: One of my colleagues investi-
gated the urinary phosphoethanolamine which is certainly
a better discriminant for the heterozygote. As you say,
the serum alkaline phosphatase shows a great overlap
with the normal range. Another interesting point noted
amongst twelve affected families was that the mothers,
but not the fathers, had lost all their teeth by the age of 30
years. This is something to look for in the heterozygotes.

PROFESSOR SPRANGER: Of course the shedding of teeth
is a major symptom of hypophosphatasia.
DR P. S. HARPER: How easy is it to distinguish dys-

plasias with the immune problems from those without?
I have three families in Wales which I believe are the
Schmid type. None of them has obviously had infections,
but they have not been positively investigated immuno-
logically. Should one do this in every case that looks like
a Schmid chondrodysplasia, and might one find complex
immune problems if one did?

PROFESSOR SPRANGER: I am not aware of any immune
defects with the Schmid type. It would be surprising if
there were since it is a dominant. In cartilage hair hypo-
plasia you might do this of course, but in any type one
would first look for symptoms. If there is none, an
immune defect is unlikely. Professor Carter told me that
his patient with y-globulin deficiency had no trouble.
The y-globulin test is easy to do and would probably be
worthwhile, but I would not advise other more sophisti-
cated investigations.
DR HARPER: Are you happy about counselling the

parents of an isolated case which may be of the Schmid
type and being an immunocompetent individual?

PROFESSOR SPRANGER: Most of the cases I know about
are dominants. But there is this family in Switzerland
with all the evidence suggesting recessive transmission.
The nine cases I know have been either isolated or
occurred in families; but I have usually regarded them as
dominants.

PROFESSOR P. BEIGHTON: In our Bone Dysplasia
Registry at Capetown we have half-a-dozen cases of
Schmid type, but have never seen a Jansen type. You
mentioned that in the Jansen type there is often sclerosis
of the skull-do they go deaf?

PROFESSOR SPRANGER: There was some inner-ear
hearing defect in the mother of one of our patients. The
child was not properly tested I believe. This inner-ear
defect is possibly related to hypercalcaemia in childhood.
Looking at the skull one might expect some trouble
with hearing or even a facial paresis.
DR SCHUrr: Are the metaphyseal changes in Schwach-

man-Diamond syndrome constant?
PROFESSOR SPRANGER: No, they are not. When in

Boston, I looked through about twenty cases and found
them in eight only.
CHAIRMAN: Amongst the dysplasias you mentioned,

the case reported by Rimoin and McAlister (1971) was
the only one who was mentally retarded. Is this a feature
of any other types?

PROFESSOR SPRANGER: No-our patients with the
Jansen type are not very bright, but the original case of
Jansen was reported as normal.
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