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Catechol-O-methyltransferase (COMT) catalyzes transmethylation from §.
adenosylmethionine to catecholamine ncurotransmitters, and was thought to be involved
in the pathogencsis of mental disorders in light of biogenic amine hypothesis. Recent
studies also reported suggestive linkage of schizophrenia with chromosome 22q11-13, to
which COMT gene was mapped. To elucidate if COMT gene is a susceptible gene of
schizophrenia, we carried out a casc-control association study in a Chinese population
from Taiwan. The allelic and genotypic [requencies of two restriction fragment length
polymorphic (RFLP) markers of COMT gene, namely Nlalll at exon 4 and Mspl at
exon 5 were compared between patients and normal controls. The NlalIl RFLP at exon
4 alters amino acid from valine to methionine at ‘codon 158, and is associated with ge-
netically determined thermostability and enzyme activity of COMT. The Mspl RFLP
at exon 5 is a novel silent mutation at codon 199, which was identified recently in our
laboratory. No diflerences of allclic frequencies and genotypic lrequencies of Nlalll and
Mspl polymorphisms were detected between schizophrenic patients (n=177) and normal
controls (n=99). Our results suggest that the Nlalll polymorphism at exon 4, and the

Mspl polymorphism at exon 5 of COMT gene do not underlie the genetic susceptibility
to schizophrenia.
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Approximately 200 highly polymorphic microsatellite markers have been typed to
date. The highest LOD scores achieved have been 1.77 and 1.42 for markers D551457
and D8S110M, respectively. Additional markers in these two regions have not provided
evidence of linkage. Multipoint analysis of markers on chromosome 1q and proximal Ip
has strongly excluded the region containing the alpha-tropomyosin gene (TPM3), muta-
tions in which are known to be iated with aut ! domi line inclusi
myopathy.
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A highly informative polymorphism in the human neurotensin receptor gene on
chromoasome 20. J . n n ._Ri s Laboralory of
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The growing evidence suggests that neurotensin and the neurotensin receptor play
important roles in the ctiology of some neurological and psychiatric disorders,
including Parkinson's disease and schizophrenia. Thus, the gene for the NTR, which
was mapped by others to chromosome 20q13, may be used as a candidate genc for
genctic analysis of the association between the neurotensin receptor and
neuropsychiatric discases. We reported a highly informative double tetranucleolide
microsatellite repeat polymorphism in the nesrotensin receptor gene. This repeat
was found among an almost exclusive CT region (~360 bp), in which there actually
existed two Ictranucicotide microsatetlite repeals. The first microsatellite had nine
ﬂnloo_ "CCTT" repcats and the sccond had sevenicen perfect “CTTT" repeats.

urther study found that this microsatellite repeat was very polymorphic,

slleles found in DNA samples from 105 unrclated individuals, which we exumined.
Many allcles had very low frequencies, among which eleven were below 2%, eight
were between 2-8%, and only four were over 10% (range 11.90 - 12.86%). The
estimated hetcrozygosity was 0.914 and PIC (polymorphism information content)
value is 0.906. Additionally, Mendelian inheritance has been demonstrated in (wo
three-generation pedigrees for this polymorphism. Therelore, this is a highly
imformative polymorphism, which wili be very useful as a genetic marker for
genetic study of association between the neurotensin receptor and some
neuropsychiatric disorders. (Supported by Mayo Foundation for Medical Education
and Rescarch, and grant MH27692 from N.IL.M.I1.)
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)V hased strategiesin the bFinngsh
population have proven instrumental in the mapping and identification of the gemes
and their underlying mutations. There is no reason to believe that genes predisposiag
to complex diseases would not similarly show LD in isolated patient populations.

We have collected 208 (175 simplex, 33 multiplex) SLE (amilics from Finland. Extensive
genealogical studies showed a slightly increased prevalence of SLE in the easters part
of Finland, suggesting one or a few founder mutations in that sub-population. Mery
than half of these familics have been linked as distant relatives by tracing church sad
community records as far back as the early 17th century. Physiological studies of SLE e
tients and mice have shown the interleukin 10 (IL10) and interferon A and B (IFN,
levels to be dysregulated. Genetic studies of murine SLE models have also implic
the respective genomic regions to contain major susceptibility loci. Therefore, the
man homologous regions on chromorome 1 (L10 ) and 9p22 (IFNA/B cluster)
been examined for shared genomic scgments indicative of LD with intragenic (promo
associated) and flanking microsatellite markers. As part of this tudy, IL10 was mapped
to an B cM region in 1q31, and the phyical order of the genes h:_ their Aanking liaknge
markers in tq31 and 9p22 has been refined further.
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Catechol-O-methyltransferase  (COMT) catalyzes transmethylation from §.
adenosylmethionine to catecholamine neurotransmitters, and was thought to be involved
in the pathogenesis of mental disorders in light of biogenic aminc hypothesis. Recent !
studies also reported suggestive linkage of schizophrenia with chromosome 22q11-13, to
which COMT gene was mapped. To elucidate il COMT gene is a susceptible gene of
schizophrenia, we carried out a case-control association study in a Chinese population
from Taiwan. The allelic and genotypic frequencies of two restriction fragment length
polymorphic (RFLP) markers of COMT gene, namely Nialll at exon 4 and Mapl at
exon 5 were compared between patients and normal controls. The Nlalll RFLP at exon
4 alters amino acid from valine to methionine at codon 158, and is associated with ge-
netically determined thermostability and enzyme activity of COMT. The Mspl RFLP
at exon 5 i a novel silent mutation at codon 199, which was identified recently in our
laboratory. No differences of allclic frequencies and genotypic frequencies of Nlalll and
Mspl polymorphisms were detected between schizophrenic paticnts (n=177) and normal
controls (n=99). Our results suggest that the Nialll polymorphism at exon 4, and the

Mspl polymorphism at exon 5 of COMT gene do not underlie the genetic suscepti ility
to schizophrenia,
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i s, is also linked to this locus. U

Mﬂ.—_h_aﬂ“:a_anhﬂyﬁs_ﬂ_ different mutations, :_.... information a-
be very helpful for understanding -ra.?snsm:_ .w« a__._ornnm_.m.o»
gene among, another subgroup of this family is lin °
but the size of the subgroup is not Jarge enough to suppo N
score. At the allelic level, there are three r__m_o- uom_.nam- :
subgroup that links to the cm.z_.: locus. .—.w:- sugges
gene are abundant in the Caucasian population.
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Uification of a polymorphism upstream
.h.anﬂ:-::_« spliced exon mn_mu _wmnw and n..._(.
iy 2 *Laboratory of Mec
of TPediatrics and 'Ophthalmology, University of Alab:
Eye Foundation Hospital, Birmingham, Alabama. ‘
Paired bog (PAX) genes, a family of transcription fac
gene expression by interacting with DNA regulatory ma.”
currently consists of nine genes, PAX | 10 v.>x:oo.1>‘
aniridia have been associated with mutations in ¢ .
The focus of the present study has been to better del ine
identify new ocular phenotypes associated with w_/wn-uw_".
SSCP and a novel mutation detection assay CLEAVA
(CFLP) analysis have been used to identify Rpco:n_m va
of pediatric patients with developmental cye n._._oaw%um
to be highly dependent on the clectrophoresis con m:,
detection of mutations in DNA fragments up to 300 M
the CLEAVASE [ enzyme which has single-strand endv
' end of hairpin structures. The new CFLP technique
comparable to direct sequencing, for the ._n.on.__.o: ‘
deletions and insertions. CFLP will allow longer frag:
-=_ﬂﬂsmm?cuimc= of SSCP and CFLP analysis of the 2
gene exon 5a, a patient with optic atrophy produced mﬂ
$a was directly sequenced revealing that the child _mn
adenine nucleotide approximately 50 bp upstream of «
not have the variant SSCP or CFLP pattern.  Direct ﬂ_
exon 5a revealed that she is homozygous for the 1 bp M,
i a neutral polymorphism. The results for other _.:M._ !
pending. The identification of this previously unpubk
s it may be encountered by others.




