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INTRODUCTION

Werner Syndrome (WS) is a rare genetic disorder that mimics
the characteristics of normal human aging. Since aging is likely
caused by numerous genetic and environmental factors acting
simultaneously, it is very difficult to dissect the roles of individual
genes in this process. In order to simplify such complexity, the
goal of this review is focused on the relationship between three
key components: aging, telomeres and the enzyme telomerase,
taking Werner syndrome as a model of human aging.
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Main features
Bilateral cataracts
Greying hair and hair loss
Short stature
Scleroderma-like skin
Atherosclerosis
Ischemic heart disease
Osteoporosis
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WRN INTERACTS WITH RESIDENT TELOMERIC PROTEINS
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TELOMERE DYSFUNCTION CONTRIBUTES TO WS PATHOLOGY
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Slow growth rates
Premature senescence
Genome instability
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Because of their G-rich nature,
telomeres are fraught with
potential obstacles to DNA
replication that block replication
forks. WRN is capable of
unwinding  such  structures,
preventing collapse in telomere
forks. In its absence, telomeric
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Both shortened telomeres
and a lack of telomerase
are required, at least in
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DRUG INTERVENTION IN PREVENTING ACCELERATED
AGING IN WS
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oWRN loss induces the wide range of premature aging phenotypes seen in Werner Syndrome. New potent and

o The key event, caused by WRN mutations, is the dysfunction of telomeres. Thus, the cascade started by Eecdivtiinhibion

telomere dysfunction explains the majority of the WS pathological phenotypes.

o Telomerase phenotypes recruitment as well as the WS mouse model generation reinforce this hypothesis.

©The SB203580 drug treatment may lead to novel therapies involving MAPK.




