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September 12, 2006

To:  The current President of FGS Family Alliance: Diane Coz,
Sara Gelser, and Jackie Morford (for FlaGstone)

Dear Friends, FGS Families, and Coworkers,

Some 32 years after our original publication on the FG family and syndrome (Opitz
and Kaveggia, 1974) some progress is being made. Hereby a brief update.

As you know, the FGS4 gene has been cloned and characterized molecularly, but to
the best of my knowledge has been documented in only a single Italian/Neapolitan family. I
hope my condition will allow me to travel to Italy to attend two major conferences in Rome
this late November/early December, and thereafter go to Naples* for a scientific FGS
meeting being organized by Dr. Piluso who mapped and cloned FGS4. 1 am in contact with
Irene Marche who wants very much to have a clinic at the same time. For my Festschrift
issue of the American Journal of Medical Genetics Dr. Agatino Battaglia from Pisa and his
coworkers have submitted a paper on 25 Italian FGS patients/families; thus, the condition is
as common there as here.

FGSS5 was mapped to Xq22.3 on the basis of a 4 megabase duplication in a Brazilian
boy (deceased) inherited from his mother. The duplicated segment includes MID2 (homolog
of MID1 — the Opitz GBBB syndrome gene) which thus becomes a candidate gene for FGSS.

However, the most important news is that Drs. Roger Stevenson and Charles
Schwartz at the Greenwood Genetic Center and their coworkers have cloned FGSI at Xql13.
However, mutations in that (HOPA) gene account for only 10% of FGS families tested to
date. This work will be presented late October in New Orleans at the meeting of the
American Society of Human Genetics (Risheg H, Friez MJ, Graham JM Jr., Moeschler J,
Rogers RC, Opitz JM, Stevenson RE, Schwartz CE: A recurrent missense mutation in the
HOPA gene causes FG syndrome, Abstract). At the moment, this work is in the research
stage; however, it involves 11 of the FGS families who attended the 2002 Salt Lake City FG
meeting. At the moment [ do not know which of these 11 families tested positive; however,
as soon as [ know, I will contact you individually. I rather strongly suspect that Greenwood
will want further blood samples/DNA from the positive families to confirm the findings;
unfortunately the HOPA gene is large (45 exons) and it will be a while before the DNA
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approach is streamlined to make it available as a diagnostic test for clinical purposes at a
reasonable fee. In the meantime there is always testing for skewness of X-inactivation in the
mothers. But, please remember, if the X-inactivation ratio is 50:50 it does not rule out that
you may be a carrier.

That leaves FGS2 & FGS3, responsible for 80 — 90% of all FGS families, to be
cloned. We know exactly where these genes are, but to my knowledge no one has yet
“nailed” or “cracked” them. The Greenwood folks are intimating that they are also working
on either FGS2 or FGS3.

Lastly, I am getting ready to write a grant application for FGS research support to a
private foundation in Salt Lake City, a part of the LDS church charity portfolio, together with
Professor William McMahon (Child Psychiatry), Ed Clark (Chair of Pediatrics and world-
renowned researcher on congenital heart defects), Mark Leppert (co-Chair of Human
Genetics at the University of Utah) and his co-worker, Andy Peiffer MD/PhD (Genetics),
whom some of you have met**. The aim is primarily to assess the impact of the FG
syndrome on individuals, families, society, schools, the mental health profession and all of
those specialists whom you have seen over the many years to deal with ear infections,
reactive airway disease, constipation, tethered cord, etc., etc. Also, to advance genetic
knowledge of the FG syndromes. Toward that end, I will be most grateful if some of you
(especially LDS church members) could ultimately write me a letter of support.

Dr. James Smith’s extensive paper on the urogenital aspects of the FGS has been
submitted to the Journal of Urology; it is based on a review of 228 patients/families studied
by myself; as soon as it is published I'll send you a summary. By now there are over 600
FGS families known to us and documented in my files. Almost daily I receive contacts, and
my practice now is almost exclusively limited to the FGS.

I look forward, health allowing, to working with you for another four or five years.

Faithfully,
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John M. Opitz, M.D.
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