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Mutation  Scanning by
Resolution melt Analysis

Dr. Wael Elgarf, National Research
Center, Egypt

In the past, the success of heteroduplex
detection from whole amplicon
fluorescent melting curve analysis was
limited due to technical constrains
with data acquisition capabilities and
sensitivity of temperature control of
instruments as well as inadequacies of
the fluorescent chemistry. However with
improvements in high resolution melt
instrumentation and the development
of a new family of double strand specific
DNA (dsDNA, binding dyes that can be
used at high enough concentrations to
saturate all double strand sites produced
during PCR amplification, HRM has
now become and extremely promising
method for mutation scanning.

High resolution melt curve analysis
HRM, is a simple and cost effective
post PCR technique which can be used
for high throughput mutation scanning
and genotyping. The technique requires
the use of standard PCR reagents only
and the dsDNA binding dye. This closed
tube screening method has advantages
over current mutation scanning
techniques since it requires no post
PCR handling (minimizing the risk of
PCR contamination) and no separartion
step, which improves analysis time.
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Availability of Stem Cell Therapy for Severe
Paediatric Disease

Dr. Vancenzo Terengia, Dept of Obstetrics and
Gynecology, Ospedale degli Infermi Di Rimini,
Italy

Recently a dramatic improvement in definitive
treatment of severe paediatric diseases through
stem cell transplant has taken place. Stem cell
sources are HLA 7 matched donors. PGD for
HLA typing can be a powerful means to obtain
compatible donors for affected siblings. In case
of genetically inherited haematological and
metabolic disease, PGD is also used to avoid birth
of an affected offspring. This article describes the
results obtained in our experiment with cord blood
transplant (CBT)or bone marrow transplant BMT,
in paediatric patients using PGD derived HLA-
matched siblings. These results are compared with
unrelated CBT and/or unrelated BMT. PGD for
HLA typing can be a powerful means to deliver
immediate and definitive stem cell transplant for
children affected by life-
threatening conditions,
mainly by haematological [
diseases, through the
birth of a ‘savior child’,
The scientific and medical
itemsfortheuseof PGDfor
HLA typing are compared
with underlying ethical
issues.
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Bronchial Asthma
Dr. Holeger Gran, Philipps University of Marburg, Medical Faculty, D-35043 Marburg, Germany

Chronic inflammatory diseases among them allergies have high and still increasing prevalences
world-wide. Despite enormous efforts over the last years, most treatments are still symptomatic
and do not directly interfere with disease-causing mechanisms. Thus, there is a string medical
need for innovative novel therapeutic strategies. Such approaches should ideally directly interfere
in a highly specified and effective manner with early events in the pathological pathways of
the diseases to lead to causative treatment. This requires the identification of respective target
structure on the one hand and the development of innovative therapeutic tools to effectively
inhibit disease causing molecules and/or pathways on the other hand.

In thia regard antisense-based strategies such as antisense DNA (asDNA), small inhibitory
RNA (siRNA) or catalytically active nucleic acids - ;

(RNAzymes, DNAzymes) has come in focus over
the last years. All these molecules very specifically
inhibit the translation of disease-related proteins
by a direct interference with respective mRNA.
Possible target structures for the treatment of
allergic diseases such as allergic bronchial asthma
are mediators of allergic inflammatory responses,
e.g. T-helper-2 cell (Th2)-derived cytokines,
chemotactic factors of adhesion molecules. Due
to their central position in intracellular signlaing
pathways so-called transcription factors (e.g.
GATA-3, STAT-6 or NFkB) seem to be even more
interesting. These molecules regulate the transcription of a variety of down-stream mediators
involved in the pathological pathways and represent therefore interesting candidates for
therapeutic intervention. The presentation will provide an overview about the several antisense
strategies, gives and overview of their application in the field of allergic diseases and introduces
one project on the preclinical development of a GATA-3-specific DNAzyme for the treatment
of allergic bronchial asthma in more detail.
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