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e used sequence-based markers from an integrated YAC STS-content/
cell hybrid breakpoint physical map and radiation hybrid maps of
chromosome 16 to construct a new sequence-ready BAC map of this
‘»some. The integrated physical map was previously generated in our
ory and contains 1150 STSs. providing a marker on average every 78 Kb
euchromatic arms of chromosome 16. The other two maps utilized for
b4% effort were the radiation hybrid maps of chromosome 16 from Whitehead
and Stanford University. To create large sequenceable targets of this
osome we used a systematic approach 10 screen high density BAC fil-
?il.h probes generated from overlapping oligonucleotide probes (overgos).
ﬁ}st identified all available sequences in the three maps. These include
hences from genes. ESTs. STSs. and cosmid end sequences. We then used
b T to identify 36 bp unique fragments of DNA for overgo probes. A total
)6 overgos were selected from the long arm of chromosome 16. After a
: 9('212 hybridizations we have constructed an initial probe-content BAC
of chromosome 16q consisting of 828 overgo markers and 3363 BACs pro-
§ing greater than 85% coverage of the long arm of this chromosome. Gaps
¢ map are being closed with the following methods: 1) PCR screening
MRPCI-11 library with the BAC end sequence-derived STSs. 2) BAC end
; ¢ database searches with draft sequences of BAC clones near the gaps.
@} Screening the RPCI-11 library with overgos generated from the BAC end
. .ces near the gaps. To date. 400 PCR screenings and 3 pooled overgo
idizations have been completed for the gap closing effort. extending the
grerage of the BAC map to over 90%. Supported by the US DOE. OBER
g contract W-7405-ENG-36.
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ml;.)ping and sequencing of Human Chromosome 7. approximately 170
Size, is nearing completion. The Genome Sequencing Center (GSC)
Louis is responsible for 145 Mb of the chromosome, with a smalier

EEmber 1999, 106 Mb of chromosome 7 was at various stages of compltion
- B the GSC sequencing pipeline. This includes genomic clones which are
": Y being sequenced or finished (=35 mb) and clones which have been
: wed 10 GenBank (~70 Mb). Our sequencing efforts are supported by
_ _" d physical mapping which has provided 169 ¢lone contigs anchored

being finished at the University of Washington. As ol the beginning of

to chromosome 7 by hybrization to know markers. These contigs represent
approximately 86% of te 145 Mb being sequenced by the GSC. Currently, the
five largest contigs range in size from 3.0 to 8.4 Mb. Additional clone cover--
age will be provided by a whole-gneome BAC fingerprint database containg
275.00 BAC clones. In this presentation we will discuss our efforts to close
the remaining gaps on chromosome 7. as well as to sort out the varous compiex
repeat structures at both the mapping and sequencing levels.
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A physical and transcription map of the candidate region 17q23q24 for a
gene causing RussellSilver syndrome (ASS).

S. Dorr’; A.T. Midro ; 1. J. Giannakudis ; 1. Hansmannn .

Inst. f Humangenetik, Halle, Germany; Dept. of Clin. Genetics, Bialystok,
Poland

RusseliSilver syndrome is mainly (characterized by pre and postnatal growth

retardation and some morphological abnormalities including lateral asymmetry,

a small triangular face with prominent forehead and clinodactyly of the fifth

fingers. The genetic etiology of the sAyndrome is unknown and seems to be het-

erogeneous. Most cases are sporadic although in a minority familial inheritance

has been described. About 10% of patients show maternal uniparental disomy

of chromosome 7. Furthermore, two autosomal truslocations involving band
17q25 were reported in association with RSS (RamirezDuenas et. al, 1992;
Midro et. al.. 1993). Molecular analysis of the breakpoint on chromosome 17
of the de novo translocsation previously described as 1(1:17)(q31:q25) enabled
us 1o refine the localization of the breakpoint to 17g2324. In order to identify
a gene for RSS in the region 17g23G24 a YAC/PAC/cosmid contig ( 5 Mb) for
the RSandS critical region around the breakpoint was constructed. This contig
comprises loci for 38 STSs and 30 genes . ESTs. Evidence is provided for a
duplication/amplifemion of 8 loci on both sides of the translocation breakpoint.
By sequence analysis the duplicated sequences share identity between 85 %
and 98%. respectively. This observation has to be taken into account as a pos-
sible explanation for the generalogy of the disease: e.g. this region may be
target by unequal crossing over between the duplicated regions on both sides
of the breakpoint. By searching for expressed sequences within the breakpoint
area we identified a gene of a multigene family in close proximity to the break-
point. We determined the exonintron structure of thus gene and screened 30
RSSpatients for sequence variants by direct sequencing of the 11 exons of this
gene and adjacent intron sequences. However. no disease related mutations
were detected so far. Interestingly we identified a specific haplotype comprising
6 intragenic polymorphisms showing association to a RSSgene in the region

17923q24.
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Exploring Chromosome 3q22-24 Hepatocellular Carcinoma Tumeor Sup-
pressor Gene Region by Genome Sequencing
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Hepatocellular carcinoma (HCC) is a major cause of cancer deaths in Asia and
Africa. Based on clinical and basic researches on HCC in many countries. we
have focused our study on chromosomes 4q22-24 and 1622 regions. previ-
ously identified by molecular cytogenetics and loss of heterozygosity (LOH)
analysis of Chinese HCC samples. To investigate the putative tumor suppres-
sor gene(s) that are relevant to HCC development. we have established the first
Jarge-scale genome sequencing center in Taiwan. As of January 29, 2000. we
have sequenced thirty-five BAC clones for the chromosome 4 and 16 targets.
These clones, together, have an added insert size of 4349 kb (4039 kb and
310 kb for the chromosome 4 and chromosome 16 taryets. respectively). Three
clones were abandoned during the course of physical mapping as we found that
they have a large overlap with the adjucent clones. Of the thinty-two projects
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