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Editorial
by
Dimitris
Kardassis
Dimitrios Boumpas

and

In this (7th) issue of our
Newsletter
we
host
an
outstanding
article
by
Dr
Diomedes E. Logothetis entitled:
“Research Training in the
Biomedical Sciences: Challenges
and Opportunities”. This article
is based on the lecture of
Diomedes in our 2nd annual
retreat that took place on
October 2010 in the University of
Crete Medical School.
In
his
article,
Diomedes
addresses several issues related
to the graduate education
system in the United States such
as financial support and criteria
used
by
the
Academic
Community to evaluate the
research output of doctorate
programs. He uses examples of
well established and respected
scientists
including
Nobel
Laureates Phil Sharp and David
Baltimore to discuss the basic
elements for a successful career
in science. Diomedes concludes
with
challenges
and
opportunities
in
biomedical
research in the years to come
such as encouraging funding of
young investigators at the early
stages of their career and the
importance of team work in the
investigation
of
complex
diseases.

In the present issue of ARISTEIA
you can also find a report by
George Goulielmos about our 2nd
annual retreat as well as an
interview of Melissa Beck, the
first graduate student from the
States to enter our program.
We hope that you enjoy this
issue of ARISTEIA. On behalf of
the faculty and the students,
wish you all Merry Christmas and
a Happy, productive and healthy
New Year.
The Editorial Board

* * *
Research Training in the
Biomedical Sciences:
Challenges and Opportunities

by Diomedes E. Logothetis
Professor and Dean of Graduate
Studies, Department of
Physiology and Biophysics,
Virginia Commonwealth
University

The U.S. model of doctoral
education:
In
the
U.S.
fundamental
research
is
conducted mainly in Universities,
typically with the assistance of
graduate
students.
Doctoral
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education is organized around an
intensive research experience
(an apprenticeship) that aims to
prepare students to become
scholars capable of discovering,
integrating
and
applying
knowledge.
This approach, that has become
a worldwide model, has played a
major role in the United States’
strong record of innovation and
economic growth and has helped
this nation become a global
leader
in
science
and
engineering.
U.S. Doctoral recipients go on to
fill specialized positions as
teachers,
researchers
and
professionals
in
academe,
industry,
government,
and
nonprofit organizations.
1999
survey data show the following
distribution of PhDs1: ~50%
academia, ~20% industry or
entrepreneurial
work,
~10%
elementary
and
secondary
education, ~10% government, ~
6% nonprofit organizations, ~ 4%
other ventures (editorial work,
patent law, etc.).
Financial
support
of
the
biomedical research enterprise:
The funding of research and the
support of researchers and
doctoral students is heavily
subsidized by:
• The U.S. federal government
($30B NIH budget supports
biomedical research) and by
private foundations (e.g. HHMI,
BWF, AHA, ACS, Pew Foundation,
etc.). ~60% of the NIH budget is
awarded to investigator-initiated
projects.
• Universities double with the
extramural sources to support
biomedical research

• NIH provides training grants on
a competitive basis to fund
student stipends and part of
tuition.
Criteria to judge research
performance and training: The
National Academies completed
recently
a
data-based
assessment
of
researchdoctorate programs in the U.S.
that was published earlier this
year2. Comparing the fields of
study in the biological and health
sciences from an earlier study
conducted in 1993 it was clear
that in addition to the 7
traditional fields whose names
have been adjusted to reflect
their modern evolution: [1)
Biochemistry, Biophysics and
Structural Biology, 2) Cell and
Developmental
Biology,
3)
Ecology
and
Evolutionary
Biology,
4)
Genetics
and
Genomics, 5) Neuroscience and
Neurobiology, 6) Pharmacology,
Toxicology and Environmental
Health, and 7) Physiology], six
new fields have emerged: [1)
Biology/Integrated
Biomedical
Sciences, 2) Immunology and
Infectious
Diseases,
3)
Kinesiology, 4) Microbiology, 5)
Nursing, and 6) Public Health.
The
survey
listed
values
identified by faculty on faculty,
student
and
program
characteristics that define the
quality of graduate programs.
Faculty characteristics included
a) the number of publications
per faculty member, b) the
number of citations per faculty
member,
c)
receipt
of
extramural grants for research,
d)
involvement
in
interdisciplinary work, e) racial
and ethnic diversity of the
program faculty, f) gender
diversity of the program faculty,

and g) reception by peers of a
faculty member’s work, as
measured by honors and awards.
Student characteristics included:
a) median GRE scores of entering
students, b) percentage of
students receiving full financial
support, c) percentage of
students
with
portable
fellowships, d) number of
student
publications
and
presentations, e) racial and
ethnic diversity of the student
population, f) gender diversity of
the student population, and g) a
high percentage of international
students.
Program
characteristics included the: a)
average number of PhD degrees
granted over the previous 5
years, b) percentage of entering
students after graduation, c)
time to degree, d) placement of
students after graduation, e)
percentage of students with
individual
work
space,
f)
percentage of health insurance
premiums
covered
by
the
institution or program, and g)
number of student support
activities provided at either the
institutional or program level.
Thus, the U.S. has developed a
system for training research
scientists at the doctoral level
that is backed by strong federal
support and uses criteria to
evaluate its participants and
programs that are based on
merit.
The opportunity to
succeed is open to all those able
to compete effectively by
meeting
outstanding
performance
criteria.
This
opportunity has attracted the
best international talent to train
and/or work in research at U.S.
academic institutions, fueling
the American economy.
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How does one succeed in a
research career? It is always
instructive to consider the
careers and advice of those who
have succeeded at the highest
level, in terms of the ingredients
necessary to succeed in a
research career.
Below I
summarize a number of success
cases as described in a recent
article published by the New
York Academy of Sciences3.
Phil Sharp, who won the 1993
Nobel Prize in Medicine and
trained a scientist who won the
same award 13 years later, says
he learned from his first mentors
how to nurture budding talent.

to do cutting-edge research.”
Sharp certainly makes it seem
that way. Progeny of the MIT
lab, where 30 years ago he
discovered
the
split
gene
structure of higher organisms,
now populate faculty posts at
nearly every major University in
the country. Sharp Lab alumni
include Howard Hughes Medical
Institute investigators, National
Academy of Sciences members,
and Andy Fire, who won a Nobel
in 2006 at age 47. As a group, socalled Sharpies share such fond
memories of their days under his
tutelage that they organized 20and 30-year reunions at the lab.
Sharp counts them among the
happiest days of his life.
Should students pursue a postdoc
appointment based only on the
principal investigator's scientific
accomplishments?

Phil Sharp
While Sharp was still a grad
student in chemistry at the
University of Illinois, Victor
Bloomfield gave his career a
boost by telling other scientists
about his work and by sending
him to scientific meetings. And
his
postdoctoral
advisor,
National Medal of Science
recipient
Norman
Davidson,
encouraged Sharp to pursue his
own research and engage with
other faculty at Caltech. As he
continued his studies under 1962
Nobel Laureate James Watson at
Cold Spring Harbor Laboratory,
Sharp learned that "if you
surround yourself with very
exciting people and research
projects in an environment
where
ideas
are
always
percolating and you can add your
own perspective, then it's easy

Many graduate students resolve
to put up with whatever misery
they must for the chance to work
in a prestigious scientist’s lab.
This strategy can backfire, as
senior investigators can become
an impediment in a trainee’s
career (e.g. by prohibiting the
postdoc from taking the research
to
his/her
first
faculty
appointment). Trainees depend
heavily
on
referrals
from
mentors to get anywhere,
especially in the early steps of
their
careers.
Trainees
frequently comment that they
wish their P.I. had taken a
course or read a book about how
to run a lab. As many as one in
three people you talk to have
had bad PhD experiences. Does it
matter? One could argue that the
fact is that very great science
can come out of groups that are
disasters in terms of human
relationships. A certain amount

of money gets spent, a certain
number of people leave science
because
they
become
so
disillusioned about how the
research enterprise works. But
does any of that matter if the
end result is a significant
advance in our understanding of
how a cancer cell works?
David Baltimore, past president
of Caltech and Rockefeller
University and a Nobel laureate
himself, would say it does
matter. "I want to get great
science done, but that's not the
primary thing. The primary thing
is the training, because that's
what's going to last," he says. To
scientists
like
him,
the
advancement of the research
ecosystem is more important
than
any
single
scientific
discovery.
Advice for mentors:
• Hire well
• Be more of a guide than a boss
• Do your best to foster an open,
congenial, collaborative culture,
and
• Put teaching and your
underlings' careers first, your
research second.
Bob Weinberg, a Whitehead
Institute founding member and
cancer research pioneer who has
trained more than 100 scientists
in his MIT lab, says his top
criterion for selecting grad
students and postdocs is that
they be able to get along well
with others.
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"I ask about that before I ask
about scientific mettle," he says.
"How generous are they with
their colleagues? How often do
they share? I have turned down
applicants not because they
weren't brilliant, but because I'd
heard they weren’t the most
pleasant to have around."
One of the best predictors of
future success is about being
brave enough to go for the core
of the problem, being persistent
and not giving up when
something looks like it's going
wrong. It's being able to
persevere when the reviewers
say that your paper or your grant
is crap. A one-day interview can
occasionally
reveal
when
someone has done something in
their lives that lets you see they
have courage.”
Independence is another soughtafter characteristic, especially if
one chooses to work with a
senior leader who has multiple
responsibilities
and
an
overbooked calendar.
Empower and Guide: Joan Steitz,
James Watson's first female
graduate student at Harvard, has
run a molecular biology lab at
Yale since 1970 and been an
HHMI investigator since 1986.
She says surprising things can
happen when a P.I. steps back
and lets postdocs work on
problems
they've
developed
independently.
Shobha Vasudevan, a PhD who
joined Steitz's lab from the
University
of
Medicine
&
Dentistry of New Jersey, came
along with what Steitz thought
was a rather dull research
project on protein binding. But
when Vasudevan started finding
proteins
associated
with

microRNAs and showed that
microRNAs can activate genes
depending on the cell cycle,
Steitz says the project "went off
in the most amazing direction.
Creating a Congenial Culture:
"Most of the truly original ideas
that have come from people in
my lab come from frequent
conversations with their peers,"
says Weinberg. "I want them to
be talking incessantly. I want
that to be part of their style—to
be talking to people outside of
my lab.”
Phil Sharp says he chose MIT as
the home for his research
because
it
offered
that
opportunity for interaction with
other scientists. "I've been at MIT
33 years, and on the fifth floor
of the cancer center all that
time," he says. The laboratories
of Weinberg as well as David
Housman, Michael Yaffe, and
David Sabatini are all nearby.
"We live in a group," Sharp says.
"We share a noon Wednesday
seminar, we have a party every
Friday afternoon, and we have
science talks together. My lab is
immersed in a group of about
100 people, and in that group
are some of the best people in
the country in every age group.
It elevates us all."
Closing remarks – Challenges and
Opportunities: Being a research
scientist in the early years of the
21st century feels quite exciting.
We find ourselves armed with
powerful tools and techniques,
feeling that we are at the brink
of great discoveries to address
problems that have plagued
health and humanity in past
centuries. There is little doubt
in my mind that the 21st century
will be the century of Biology, as
breakthroughs are likely to

change the way medicine is
practiced. Yet, although those of
us who are actively working as
biomedical research scientists
feel the excitement and the
possibilities lying ahead of us,
there are a number of challenges
that we need to overcome. I will
focus on two of them that in my
mind
constitute
major
challenges.
Francis Collins, the director of
the U.S. National Institutes of
Health, recognizes that the
introduction of postdoctoral
training has delayed the time a
new faculty member is able to
secure the first independent NIH
grant by 6 years (the average for
PhD scientists is now at 42 years
of age)4.

Francis Collins
He has introduced the “Early
Independence Award Program”
to encourage funding of the most
outstanding talent, so that they
can use their most creative years
to
perform
breakthrough
research.
In the challenging
financial times our globe is going
through,
Universities
are
reluctant to hire beginning
investigators who may or may
not be successful in securing
independent
funding
during
these most competitive times.
Mentoring mechanisms to help
junior
faculty
succeed
in
securing funding and obtaining
tenure are also quite variable
from institution to institution.
Senior faculty feel the pressure
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to secure funding for their own
research programs. Unless the
environment
cultivates
mentoring of junior faculty,
postdocs and students, it can be
easily overlooked.
A second challenge that seems
more difficult to address has
been
the
requirement
to
understand and treat complex
diseases.
Although
great
progress has been made in many
areas of biomedical science, it
seems that the more complex
the
problem,
the
more
disappointing our progress.
I
would argue that complex
problems require great teams of
scientists that surround the
problem with expertise that
constitute a well-rounded war
strategy. Coordination of effort
and understanding of progress as
it is achieved will be required for
the army of fighters that win the
battle
against
cancer,
neuropsychiatric
or
other
complex disorders. Our culture
that so well rewards individual
achievement
has
failed
miserably to identify leaders and
effective
mechanisms
that
assemble strong teams where
the objective to solve the
problem at hand exceeds career
ambitions and financial gains.
Until we are able to view
complex
diseases
as
battlegrounds, where assembly
of the best army and the best
attack strategy are employed,
victories will remain elusive.
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* * *
Second Retreat of the Graduate
Program “The Molecular Basis
of
Human
Disease”.
An
overview.
by George N Goulielmos
The second Retreat of the
Graduate Program “Molecular
Basis of Human Disease” took
place in the Graduate Studies
Auditorium of the Medical School
of Crete on Saturday, October
23rd 2010 and was attended by
approximately 40 faculty and
members.
The scientific program included
a short introduction of the
Program, given by the Program’s
Director Prof. D.T. Boumpas,
who
referred
to
the
reconstruction of the curriculum,
the progress made and the new
challenges for the years to
come.
The opening lecture of the
retreat was delivered by the
invited speaker (and member of
the Program) Prof. Diomedes E.
Logothetis (Professor and Dean
of Graduate Studies, Department
of Physiology and Biophysics,
Virginia
Commonwealth
University) and it was entitled

In the first session, entitled
“Metabolic
and
Kidney
Diseases”,
Prof.
Dimitris
Kardassis of the Medical School
of the University of Crete spoke
on the “Regulation of the human
apolipoprotein M gene by
nuclear
receptors
and
inflammatory
signaling
pathways”, a work conducted in
his lab by the graduate student
Ioanna Mosialou, now a post-doc
at Columbia University.

1st year graduate students
Dimitris Nasikas, Maria
Startinaki, Melissa Beck and
Anthi Dimitriadou at the posters
The second session was on
“Heart,
Blood
and
Lung
Diseases”
and,
in
this
framework, graduate student
Eleni Vergadi presented her work
entitled
“Macrophage
accumulation and activation in
hypoxic lungs is critical for the
later development of hypoxiainduced
pulmonary
hypertension”.
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The third session, entitled
“Infectious and Inflammatory
Diseases”,
included
the
presentation of the graduate
student Nektaria Goulidaki who
talked about “RhoB GTPase and
HCMV infection”.
In the fourth session, focused on
“Cancer”, graduate students
Dimitrios Kanellis and Sophia
Miliara delivered presentations
of their work on “Analysis of the
interaction between Tpl-2 and
NPM” and “Characterization of
the novel interaction between
Ubc9
and
TNF-ReceptorAssociated-Factor 3 (TRAF3)”,
respectively.

Graduate student Sofia Tousa in
front of her poster
The fifth session, entitled “STEM
Cells and Aging”, included the
presentation of the work of the
graduate students Chrysoula
Deligianni (“Long range genomic
cytokine-receptor
interaction
regulates gene expression”) and
Konstantina Pavlaki (“Study of
peripheral blood mononuclear
cells’
and
granulocyte’s
telomere length of patients with
Chronic
Idiopathic
Neutropenia”).
The last session was entitled
“Neuropsychiatric Diseases” and
included the talks given by
Dimitra
Terzi
(“RGS9-2
modulates analgesic effects of
opiate and antidepressant drugs,
and depression like behaviors in

a mouse model of neuropathic
pain”), Maria Savvaki (“The
expression of TAG-1 in glial cells
is sufficient for the formation of
the juxtaparanodal complex and
the phenotypic rescue of Tag-1
homozygous mutants”) and Josef
Pediaditakis (“The neurotrofic
effects of Neurosteroid DHEA
and its analogs: from protein
structure to therapeutics”). In
addition,
several
graduate
students had the opportunity to
present their work, which was
displayed in posters.

Q: Melissa you are a first year
graduate student, coming from
Michigan USA. How did you
decide to join our program?

Dr Aris Eliopoulos, Dr Diomedes
Logothetis and Dr Dimitris
Kardassis during lunch break

Q: You have also spent some
time in Mexico, right?

Finally, Prof. Dimitrios T.
Boumpas asked input from the
graduate
students,
who
recognized the improvement in
the curriculum, and he made
some closing remarks.

* * *
Meet our students
by Vanna Zachariou

Melissa Beck
1st year MSc student

A: My undergraduate degree is a
Bachelor of Science from the
University of Michigan, and my
concentration was in Brain,
Behaviour,and Cognitive Science.
I chose this program because of
its subject matter. I began
searching for graduate programs
in etiology, and found very few
(although those focused on
epidemiology were abundant).
After finding the graduate
program in the Molecular Basis of
Human Disease (and making sure
it was in English!) I applied. The
courses that my classmates and I
have taken thus far have to do
with laboratory techniques, fat
metabolism, and biostatistics.

A:
After graduating from
college, I went to live in Mexico
and got involved in medical
missions there. I lived in a
village called Tlaxiaco in the
southern state of Oaxaca. I lived
in a base with some other
Americans and we would travel
to remote villages which had no
access to healthcare to offer a
few days of free clinics. We had
generous
supporters
and
volunteers
who
gave
of themselves so that we could
put the clinics on free of charge
and give out much-needed
medications free of charge as
well. Our group also undertook
construction ventures in these
villages, such as digging water
wells. The organization with
which I was associated is called
Global
Frontier
Missions.
I chose to become involved so
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that I could get a taste of what
my envisioned future would be
like, and so that I could "give
back," I've been so blessed
and I feel compelled to help
those without.
Q: Did this experience help you
decide about your future studies?
A: Yes, my goal is to study
medicine--I eventually want to
be able to continue the work I
was involved in down in Mexico,
offering quality healthcare to
those who don’t have access to
it. I am considering primary care
at this point. I hear, though, that
medical students really decide
on
their
specialty
during
rotations, so we will see. Right
now I am focusing on the
graduate program, and I am
looking forward to get involved
with research.
Q: I realized you have no friends
or family in Greece, was it easy
to get around the first few
weeks?
A: It was not easy for me to find
a place to live...after all. I
came to Greece not even
knowing how to say "hello" in
Greek. Not being able to read
in Greek also did not help me
find a place to live. I am
fortunate
that
the
secretary of my program, Ms.
Adamaki, was kind enough to call
a few places on my behalf. She
found me an apartment in
Ammoudara,
I
was
very
appreciative. Getting around
also wasn't easy, since the bus
system is not entirely organized.
Luckily, though I was able to get
a bike, and now that I
have a greater cognitive map of
the area I have no trouble
getting around.

Q: Did you have a chance to
meet
other
international
students?
A: I am glad to have a
community here in which I have
some good friends. There is a
group of international students
staying in the same apartment
complex as I am, and so we have
formed a bond over our similar
experience of being in a new
place with a new culture and
new language. We spend most of
our free time together, going out
to dinners and enjoying the
nightlife in the city.
Q: Do you find differences and
similarities between the Mexican
and Mediterranean cultures?
A: I have drawn a few similarities
between the Greek and Mexican
cultures thus far. The concept of
time is very similar in the two
countries, being punctual is 1520 minutes after the appointed
meeting
time.
Although,
Mexicans tend to take this to
more of an extreme than I've
found here. Another similarity
between the two cultures would
be hospitality. The Mexican
people are so very hospitable
(for instance, when we were
staying in one village, the family
living in one of the homes there
had only one bed for all of them,
and they gave it to us while we
stayed there, while they slept on
the floor--we tried to get out of
it, but they *insisted*). I found
that when I first arrived in
Greece, everyone was very kind
to me, and so willing to help me
find my way and get to where I
needed to be. I found that
the Cretans would go out of their
way to help me and be kind to
me. It was very welcoming.

Q: When we chatted about life in
Greece, I heard from you the
very same comment all my
friends and visitors make….
A: Yes, I was surprised by the
amount of young smokers.
Smoking is a different culture
now
in
the
States,
the
prevalence
has
decreased
greatly. While in Mexico (at least
in the southern part where I was,
I imagine a more modern place
like Mexico City may be quite
different) I saw very, very few
people smoking, in every age
group, not just teenagers.
I would assume that this is due
to the level of poverty where I
was living. The people of the
villages do not have much in the
way of money or material
possessions, and so I would think
that they would see the costs
associated with smoking as
disposable income, on which
they could avoid spending
money. Perhaps in America,
young people are seeing the
costly effects of smoking,
both the intrinsic cost and the
monetary cost. They see the
aging effects which smoking
confers, and in a culture
obsessed with youth, no one
wants
to
appear
aged
prematurely. They also see the
sickness and disease associated
with smoking, and hopefully this
is a deterrent as well.
Q: You are flying back to
Michigan for the holidays. Best
wishes, to you and all our
students, for a wonderful new
year!
A: I am really excited to spend
Holidays at home. My family has
planned all sorts of things for
me. Happy Holidays!
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* * *
Meet Our Faculty
by Dimitris Kardassis

Georgina Xanthou
Georgina Xanthou joined our
graduate program from the
beginning of its operation in
2003 and has been giving
lectures at the Infection and
Immunity course.
Georgina completed her studies
at the Department of Biology of
the University of Athens and
received her PhD at the
Department of Pathophysiology
at the Medical School of the
University of Athens. Her PhD
studies focused on the role of
the antigen presenting cells
(dendritic cells) and salivary
gland epithelial cells in the
activation
of
autoreactive
lymphocytes in the autoimmune
disease
Sjogren's
syndrome.
Georgina
performed
her
postdoctoral studies at the
Leukocyte Biology Section in
Imperial College, in London. Her
studies focused on the functional
crosstalk between chemokine
receptors during T helper type 1
(Th1) and Th2-mediated immune
responses. In 2003, Georgina
joined the Biomedical Research
Foundation of the Academy of
Athens
as
Researcher
D
(Instructor
level),
at
the
Laboratory
of
Cellular
Immunology. Later on, she was
awarded a European Molecular
Biology (EMBO) fellowship and

joined Professor Clare Lloyd’s
team at Imperial College to
study the in vivo role of the TGFβ superfamily members in the
development of acute and
chronic
allergic
airway
inflammation in animal models
of allergic asthma. In 2007,
Georgina was promoted to the
position
of
Researcher
C
(Assistant Professor Level).
Georgina’s current studies are
focused on the investigation of
the role of immune regulatory
circuits in the control of allergy
and autoimmunity and the
maintenance
of
immune
homeostasis at the mucosal
interface.
Her
group
is
particularly
interested
in
investigating the mechanisms
through
which
the
immunoregulatory
cytokine
activin-A, and activin-A-induced
regulatory T cells, suppress
dendritic cell and Th cell
responses as well as their
interactions. For these studies,
the group employs a wide range
of in vitro and ex vivo
immunological techniques along
with in vivo animal models of
immune-mediated diseases (i.e.
allergic
asthma).
In
a
translational approach, part of
the group’s studies are focused
on the investigation of the
mechanisms which govern the
generation and function of
human regulatory T cell subsets.
Her studies have generated high
profile publications in top
international
peer-reviewed
scientific journals, such as
Nature Medicine (2007), Journal
of Experimental Medicine (2009),
American Journal of Critical Care
Medicine (2008) and Journal of
Allergy and Clinical Immunology
(2009).

Georgina has received several
international awards, such as the
Allergopharma Award (2008), the
UNESCO-L’Oreal Award for “Best
Young Female Scientist in
Greece” (2009) and the highly
prestigious “Romain Pauwels
Research Award” (2009) from the
European Respiratory Society. In
addition, Georgina has been
invited to give lectures at
international immunology and
respiratory medicine meetings,
such
as
the
Tregs/Th17
conference (Shanghai 2010), the
Japanese Respiratory Society
international meeting (Kyoto
2010), the European Allergy and
Clinical Immunology conference
(London 2010, Istanbul 2011) and
the British Society for Allergy
and
Clinical
Immunology
conference (London 2011).
Georgina is a member of several
international societies including
the American Thoracic Society
(ATS), the European Respiratory
Society (ERS) and the European
Academy of Allergology and
Clinical Immunology (EAACI).
Members of Georgina’s group
have been awarded for their
work at international scientific
conferences,
including
the
European National Societies of
Immunology meeting, the EAACI
and the ERS conferences.

* * *
Research Activities
by Aris Eliopoulos and Helen
Papadaki
Activation of multiple kinase
pathways in bone marrow
mononuclear cells of patients
with
systemic
lupus
erythematosus.
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To provide new insights into the
complex disease systemic lupus
erythematosus
(SLE),
Magda
Nakou and George Bertias
(alumni
of
our
Graduate
Program) from the Research
Laboratory of Rheumatology,
Clinical Immunology and Allergy
(led by Professor Boumpas) in
collaboration
with
Dimitrios
Iliopoulos from the Department
of Cancer Immunology and AIDS,
Dana-Farber Cancer Institute and
the Department of Pathology,
Harvard Medical School, Boston,
Massachusetts, analyzed
the
gene expression profile of bone
marrow mononuclear cells from
20 SLE patients.

The microarray analysis revealed
a network with 19 central nodes
as
major
gene
regulators
including ERK, JNK, and p38 MAP
kinases, insulin, Ca(2+) and
STAT3. Comparison between
active versus inactive SLE
identified 30 central nodes
associated
with
immune
response, protein synthesis, and
post-transcriptional
modification. Interestingly, a
high degree of identity between
networks in active SLE and nonHodgkin's
lymphoma
(NHL)
patients
was
found,
with
overlapping
central
nodes
including kinases (MAPK, ERK,
JNK, PKC), transcription factors
(NF-kappaB, STAT3), and insulin.
These central gene regulators
could represent targets of novel

therapies in human SLE (Nakou M
et al, PLoS One 2010;5: e13351).

constructed using a literaturecurated gene signature for FMF.

Structural
and
functional
analysis of the pro-apoptotic
protein
Siva
in
Familial
Mediterranean fever (FMF)
FMF is an autosomal, recessive
disease, attributed to mutations
in MEFV gene encoding pyrin.
Most
disease-associated
mutations in MEFV gene reside
on the C-terminal PRYSPRY
(B30.2) domain of pyrin, an area
found to interact with the proapoptotic protein Siva. To probe
the hypothesis that mutations in
pyrin may affect Siva-mediated
apoptosis, the member of our
Program George Goulielmos and
his team from the Laboratory of
Molecular Medicine and Human
Genetics, have construct a 3-D
model of Siva protein and the
constructed model of Siva
defined structural elements with
potential of binding other
proteins to induce apoptosis.
However, no differences in rates
of apoptosis in myeloid cells
(THP-1) upon transfection with
either wt pyrin or mutant forms
of pyrin were found. Patients
with FMF did not display any
mutations in the Siva-1 (full
length) gene. Siva-1 was not
linked to pyrin in the major
predicted FMF gene network

Collectively,
Siva-mediated
unprovoked apoptosis is not
likely to be involved in the
pathogenesis of FMF (Goulielmos
GN et al, Biochem Biophys Res
Commun 2010; 402: 141-146).

The nonpeptide thrombopoietin
receptor agonist eltrombopag
ameliorates megakaryopoiesis
of patients with lower risk
myelodysplastic
syndrome
(MDS)
Eltrombopag is a nonpeptidyl
thrombopoietin (TPO) receptor
agonist which induces the TPOmediated signal transduction and
has been designed to increase
platelet production in TPOdeficient
thrombocytopenic
disease states. Our graduate
student Irene Mavroudi from the
Haemopoiesis
Research
Laboratory (led by Professor
Helen Papadaki) evaluated the
ex vivo effect of eltrombopag on
megakaryopoiesis of patients
with the pre-leukaemia condition
MDS aiming also to investigate a
possible blast inducing effect of
the compound. She found that
eltrombopag at a concentration
of 0.1 μg/mL resulted in a
significant increase in the
number
of
megakaryocytic
colonies in lower risk MDS
patients and healthy controls
compared to baseline. This dose
of eltrombopag did not exert any
significant
change
in
the
proliferation rate or the survival
characteristics of patient blast
cells that might clinically imply
an unfavourable effect on
patients’ outcome.
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These encouraging preclinical
data support the rationale of
using eltrombopag in the clinic
for
alleviation
of
thrombocytopenia in lower risk
MDS patients (Mavroudi I et al,
Leuk Res 2010; Aug 3 [Epub
ahead of print]).
TAGging the nervous system
TAG-1
(Transient
Axonal
Glycoprotein-1) is a cell adhesion
molecule of the Ig superfamily,
expressed by neurons and
myelinating glia. It is essential
for the molecular organization of
myelinated fibers as it maintains
the
integrity
of
the
juxtaparanodal region through
its interactions with Caspr2 and
the voltage-gated potassium
channels
(VGKCs)
on
the
axolemma.
TAG-1 is also the
only known component of the
juxtaparanodal
complex
expressed by the glial cell, but
its role in the molecular
organization of juxtaparanodes
has been unknown. A paper
published in the Journal of
Neuroscience by our Program
student Maria Savvaki in Prof.
Karagogeos lab now shows that
TAG-1 expressed in glial cells is
in fact sufficient for the
formation of the juxtaparanodal
complex. The team generated

transgenic mice that exclusively
express
TAG-1
in
oligodendrocytes and found that
glial TAG-1 is sufficient for the
proper
organization
and
maintenance
of
the
juxtaparanodal domain in the
CNS. Biochemical analysis shows
that glial TAG-1 physically
interacts with Caspr2 and VGKCs.
Ultrastructural and behavioral
analysis of these mice shows that
the expression of glial TAG-1 is
sufficient to restore the axonal
and myelin deficits as well as the
behavioral defects observed in
Tag-1(-/-) animals.

Together,
these
data
demonstrate for the first time
the pivotal role of myelinating
glia
on
axonal
domain
differentiation and organization.
[Savvaki Met al. J. Neuroscience
2010 Oct 20;30(42):13943-54].
A link between hormone
nuclear
receptors
and
Apolipoprotein M.
Apolipoprotein M (apoM) plays an
important role in the biogenesis
and the metabolism of antiatherogenic HDL particles in
plasma
and
is
expressed
primarily in the liver and the
kidney.
A paper by Dimitris
Kardassis’ team published in the
Journal of Biological Chemistry
investigated the role of hormone
nuclear receptors in apoM gene
regulation in hepatic cells. Gain
and loss of function experiments
established
that
hepatocyte
nuclear factor 4 (HNF-4) is an
important regulator of apoM

gene transcription in hepatic
cells.
Further
analyses
demonstrated that HNF-4 binds
to a hormone-response element
(HRE) in the proximal apoM
promoter. In addition to HNF-4,
homodimers
of
retinoid
X
receptor and heterodimers of
retinoid
X
receptor
with
receptors for retinoic acid,
thyroid
hormone,
fibrates
(peroxisome
proliferatoractivated
receptor),
and
oxysterols (liver X receptor)
were shown to bind with
different
affinities
to
the
proximal HRE in vitro and in
vivo. Ligands of these receptors
strongly induced human apoM
gene transcription and apoM
promoter activity in HepG2 cells,
whereas
mutations
in
the
proximal HRE abolished this
induction. These findings provide
novel insights into the role of
apoM in the regulation of HDL by
steroid hormones and may open
new paths for the development
of HDL-based therapies for
diabetes, obesity, metabolic
syndrome, and coronary artery
disease that affect a large
proportion of the population in
Western countries.

Ioanna Mosialou, a graduate
student of our Program is first
author in this publication.
[Mosialou I et al. J Biol Chem.
2010 Oct 1;285(40):30719-30.]
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Research grants
by Christos Tsatsanis and George
Goulielmos
*
Vily
Panoutsakopoulou,
member of our program and
coordinator of the graduate
course
“Autoimmune/
Inflammatory and Infectious
Diseases” has been awarded the
ERC Starting Investigator Grant
to
work
on
Osteopontin
Imunoregulation. The work is
investigating the complex role of
the cytokine Osteopontin (Opn)
in the regulation of immune
responses in the context of
allergic inflammation. The work
from the Panoutsakopoulou Lab
has shown that Opn, a cytokine
initially described as a modulator
of Th1 responses is also
important in controlling Th2
responses and the development
of allergic airway inflammation.
Her work is uncovering the
multifaceted
role
of
this
cytokine
including
its
involvement in Th17-dependent
inflammatory conditions such as
Inflammatory bowel disease and
neuroinflammation.
As Vily
Panoutsakopoulou said “this
funding will help us analyze the
mechanism of Opn-mediated
regulation of immune responses
down to the molecular level,
which will be important for the
understanding
of
basic
immunological functions such as
antigenic tolerance, and assist in
the design of novel therapies.”

Vily Panoutsakopoulou

*
The
Hellenic
General
Secretariat for Research and
Technology
has
awarded
research grants under the call
«ΣΥΝΕΡΓΑΣΙΑ»
to
promote
collaboration between academic
and industrial partners. Several
faculty members of our program
have been awarded such grants:
- Helen Papadaki (Haemopoiesis
Research Laboratory), faculty of
our program, will conduct
research on “Chronic Idiopathic
Neutropenia
and
Chronic
Lymphocytic
Leukaemia”
in
collaboration
with
Kostas
Stamatopoulos
(affiliated
researcher at the Institute of
Agrobiotechnology, CERTH) and
Nick Darzentas (Bioinformatics
Analysis Team, Institute of
Agrobiotechnology, CERTH).
Villy
Panoutsakopoulou
(IBBEAA), Dimitrios T. Boumpas
(Medical School of Crete and
IMBB) and Kleio Mamalaki (IMBB)
in collaboration with G. Xanthou
(IBBEAA) and P. Verginis (IMBB),
all faculty members of our
program will be studying the
“Delineation of mechanisms
involved
in
the
immunosuppression
of
autoimmune diseases: towards
the
design
of
specialized
therapies”.
- Dimitris Kardassis (Medical
School of Crete and IMBB),
Dimitrios T. Boumpas (Medical
School of Crete and IMBB) and
Angelika
Chroni
(NCSR
Demokritos) in collaboration
with P. Verginis (IMBB) and G.
Goulielmos,
P
Sidiropoulos
(Medical School of Crete), all
faculty members of our program
will
investigate:
"Targeted
strategies for new therapies of
Cardiovascular and Inflammatory

Diseases that are based on the
antiatherogenic properties of
High Density Lipoproteins".
- Dimitrios T. Boumpas (Medical
School of Crete and IMBB),
Konstantinos Papadakis (Medical
School
of
Crete),
George
Goulielmos (Medical School of
Crete) in collaboration with P.
Sidiropoulos (Medical School of
Crete), members of our program,
in
collaboration
with
Konstantitnos
Ritis
(Medical
School of the University of
Thrace) will conduct research on
“Exploration
of
new
inflammatory mechanisms in
chronic autoinflammatory and
autoimmune diseases such as
Familial Mediterranean Fever
and
other
periodic
fever
syndromes,
gout,
Crohn’s
disease, Rheumatoid arthritis
and its subtypes such as Still
disease”.
- Vassilis Georgoulias (Medical
School
of
Crete),
Dimitris
Mavroudis (Medical School of
Crete), George Mavrothalassitis
(Medical School of Crete), Clio
Mamalaki (IMBB FORTH), Sifis
Papamatheakis (IMBB FORTH),
and
Takis
Theodoropoulos
(Medical School of Crete), all
members of our program, in
collaboration
with
Tassos
Economou
(IMBB
FORTH),
Dimitris Kafetzopoulos (IMBB
FORTH),
and
Stathis
Stathopoulos (Medical School of
Crete)
will
be
studying
“OncoSeed Diagnostics: Biology
of Circulating Tumour Cells,
Distant
Metastasis
&
Development of Liquid Biopsy
Methods”
* Dr George Hamilos, a member
of our Program, was awarded a
competitive
Marie-Curie
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re0integration grant in the sum
of
100,000
€
entitled:
“Dissecting innate immunity to
airborne
opportunistic
fungi
through a genome-wide screen in
Drosophila. Dr Hamilos, an
internist
specializing
on
infectious
diseases
and
a
researcher in the Laboratory of
Internal Medicine and at the
IMBB, is exploring host-fungal
interactions in model organisms
such as the Droshophila and in
humans. Dr Hamilos was trained
in Infectious Diseases at The
University of Texas, Houston, TX
and did a postdoctoral fellowship
at the Mycology Research Unit
(Dimitrios Kontoyiannis Lab). He
then
pursued
a
research
fellowship in the Immunology of
Infections at the Michel Gilliet
Lab in the same institution
before he repatriated to Crete.
* Several students of our
program as well as from
collaborating program members
were
awarded
competitive
graduate fellowships in the
context of the Operational
Program of Education and
Lifetime
Learning-Program
Herakleitos II, European Union
and Ministry of Education and
Lifetime Learning, 2010-2013,
(45,000€ each):
a) Elena Kontaki: “The role of
NALP3 inflammasome in the
pathogenesis of inflammatory
bowel disease and experimental
colitis” (Supervisor: Dr. K.
Papadakis)
b) Andreas Zaragoulias: “The
role of transcriptional repressor
ERF κin oncogenesis and EMT”
(Supervisor:
Dr.
G.
Mavrothalassitis)
c) Panagiotis Fotakis: “Proteins
that regulate the levels and the
functions of HDL: Prospects for
new therapies of cardiovascular

disease” (Supervisor: Dr D.
Kardassis)
d)
Virginia-Maria
Vlahava:
“Study of intracellular signaling
pathways during infection and
reactivation of Herpes Simplex
Virus type I” (Supervisor: Dr. G.
Sourvinos)
e) Dimitria Virla: “The role of
Tpl2
kinase
in
chronic
inflammation
and
cancer”
(Supervisor: Dr. C. Tsatsanis)
f) Dimitra Terzi: “Chronic pain
and depression by targeting
macromolecular
complexes
formed
by
RGS
proteins”
(Supervisor: Dr. V. Zachariou).
g)
Effie
Karagianni:
“Inflammation and analgesia:
the role of stress neuropeptides”
(Supervisor: Dr. M. Venihaki).
h) Ourania Trohatou: “Studies
on the role of miRNAs on the
regulation of mechanisms of selfrenewal and differentiation of
mesenchymal stem cells of the
amniotic fluid” (Supervisor: Dr.
N. P. Anagnou)
* Program ERA-Net: 2010-2013.
Coordinator :
Prof.
N.
P.
Anagnou. « Improvements of
vector technology and safety for
the gene therapy of thalassemia.
European Research Projects on
Rare Diseases » Total budget €
252,000.
* Dr George Sourvinos
received two grants from
the University of Crete (one
large and one small size
grant) to study the role of
microRNAs
and
histone
demethylases in
Human
Cytomegalovirus
(HCMV)
infection. The budgets were
7.500€ and 2.500€ respectively.

* * *

Graduate
News

Program

by Christos Tsatsanis

Meetings
* COST Action BM0904 Chaired by
Dr
Dimitris
Kardassis
in
collaboration with the Hellenic
Society
of
Lipidiology,
Atherosclerosis and Vascular
Disease
is
organizing
an
International Workshop on High
Density Lipoproteins entitled:
“HDL: from Biology to Clinical
Practice”. The Workshop will
take place in Caravel Hotel
Athens on January 30th 2011. The
speakers are experts in the HDL
field from Europe.
* A highly successful Summer
School on Inflammation and
Cancer took place at Fodele on
the Greek island of Crete last
September.
The
1st
Inflammation & Cancer Summer
School
(http://www.inflacare2010.gr)
aimed to stimulate research in
inflammatory
pathways
associated with cancer by
improving scientific knowledge
and developing skills among
young researchers.

This educational activity was
organised by INFLA-CARE, a 4year research initiative funded
by the European Commission
under the FP7 framework and
coordinated
by
Associate
Professor Aristides Eliopoulos.
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During the School, more than 50
graduate students, clinicians and
scientists from Europe, Israel
and USA had the unique
opportunity
to
engage
in
scientific learning with some of
the world’s experts in the field
of inflammation and cancer.
Among the topics addressed
were the role of cytokines in
cancer,
the
tumor
microenvironment, inflammatory
signaling
pathways
in
carcinogenesis,
therapeutic
targets etc. The program also
included
lectures
on
technologies used in cancer
research, such as transgenesis,
genomics
–
proteomics,
principles in bioinformatics and
ethics in animal research. A
note for your calendar: the next
Inflammation & Cancer Summer
School will take place in
September 2012 !
* Graduate student Maria Savaki
(Karagogeos lab) presented her
work entitled: “The expression
of TAG-1 in glial cells is
sufficient for the formation of
the juxtaparanodal complex
and the phenotypic rescue of
Tag-1 homozygous mutants” in
the meeting of the Hellenic
Society of Neurosciences
(12.10).

* *
Awards –
Promotions

Distinctions

-

* Dr Athos Bousvaros was
recently elected President of the
North American Society of
Pediatric,
Gastroenterology,
Hepatology and Nutrition. Dr
Bousvaros, an expert of IBD, is
the son of Professor George
Bousvaros,
a
Cardiologist
involved in the first elections of
the Medical School of the

University of Crete and Olga
Bousvaros a native of Heraklion.

Dr Athos Bousvaros, MD
Professor of Gastroenterology,
Children's Hospital, Boston
* Evangelia Papakonstanti was
promoted to Assistant Professor
of Biochemistry
* Dr Katerina Vaporidi, Lecturer
of Intensive Care Medicine and
faculty of our program received
the
“2010
Basic
Science
Research Award” from the
European Society of Intensive
Care Medicine to conduct
research on “Targeting microRNA
expression as a therapeutic
strategy for ventilator-induced
lung injury”. It was the first time
this prize is awarded to a Greek
scientist.
*Our PhD student Kostantia
Pavlaki was awarded the prize
for Best Oral Presentation of
her
work
on
“Premature
telomere
loss
of
peripheral
blood cells
in patients
with
Chronic
Idiopathic
Neutropenia”. This work was
presented in the Plenary Session
of the 21st Conference of the
Hellenic
Haematology
Association that took place in
Thessaloniki last November.

*Our graduate student Evangelia
Kourepini has received a Travel
Grant Award for her presentation
in
the
39th
meeting
of
Scandinavian
Society
for
Immunology jointly with the
Baltic Immunological Society,
Tallin, Esthonia, 2010, on
“Implication
of
osteopontin
isoforms in experimental colitis
induction”.
* Graduate student Maria Savaki
(Karagogeos lab) received a prize
for her presentation in the
meeting of "International Society
of Neurochemistry" that took
place in Athens, September
2011.
*Last summer 60 Nobel Laureates
met with 650 young scientists
from all over the world to
discuss
about
the
future
prospects of science, exchange
experiences
through
presentations, discussions and
social events. Greece was
represented
by
six
young
scientists ,among which three
were from the University of
Crete and one of them was our
former graduate student George
Bertsias. The selection of the
participating young scientists
was based on their CV and
accomplishments.
* Merit Award for the 2 best
papers presented at the Plenary
Session of the 21st Annual
Meetings of the Greek Society of
Hematology,
Thessaloniki,
November 10-12, 2010 presented
by graduate students Vassiliki
Bistsika,
Dimitra
Zagoura,
Ourania Troxatou and Maria
Georgomanoli
of
Professor
Anagnou’s team.
*
The 2010
Gardiki-Kouidou
Award for the best research
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paper presented at the 61st
Annual Meeting of the Greek
Society of Biochemistry and
Molecular
Biology,
Alexandroupolis, October 17-19,
2010, by graduate students
Vassiliki
Bistsika,
Dimitra
Zagoura, Ourania Troxatou of
Professor Anagnou’s team.
* The 2010 Stem Cell Award to
Prof. N. Anagnou for the best
research paper presented at the
36th Annual Medical Congress,
Athens, May 4-8, 2010. The title
of the paper was: “The role of
mesenchymal stem cells of the
amniotic
fluid
as
trasporters of anticancer
drugs in a model of
urinary bladder cancer”
by Bitsika et al.
* Dr. Anja Jung from
Prof. C. Zouboulis lab
received the Michael
Hornstein
Schloraship
for Germany of the
European Academy of
Dermatology
and
Venereology (EADV) in
order to participate at
the 19th EADV Congress, 6.10.10.2010
in
Gotheburg,
Sweden.
* Dr. Evgenia Makrantonaki Prof.
C. Zouboulis lab was awarded
the Lierac research prize of the
French
Association
of
Dermatology and Venereology for
the research project „Influence
of hormone reduction on the UVinduced ageing of the skin in
European and Asian individuals"
during the annual congress of the
French
Association
of
Dermatology and Venereology,
10.12.2010 in Paris, France.

* *

New gradute students (class
of 2010)
Our new graduate students (class
of 2010) are:
- Dimitris Nasikas (MD, University
of Crete)
-Maria Stratinaki (MD, University
of Crete)
-Dimitris Theofillatos (BSc in
Biology, University of Athens)
- Manolis Simantirakis (BSc in
Biology, University of Crete)
- Anthi Dimitriadou (BSc in
Biology, University of Crete)
- Melissa Beck (BSc, University of
Michigan)

New graduate students A.
Dimitriadou, D. Theofilatos, M.
Stratinaki, D. Nasikas, M.
Simantirakis and M. Beck with
Prof. Vassilis I. Zannis

* *
Visitors from abroad
This semester, our visitors from
abroad who gave lectures in our
graduate courses included:
* Dr Stephen Farmer, Prof. of
Biochemistry, Boston University
Medical School,
* Dr Paul Pilch, Prof. of
Biochemistry, Boston University
Medical School,

* Dr Diomedes Logothetis,
Professor and Dean of Graduate
Studies,
Department
of
Physiology
and
Biophysics,
Virginia
Commonwealth
University
* Dr James Kirkland, Professor of
Medical Microbiology, Boston
University Medical School
* Dr Eleftheria Zeggini, Wellcome
Trust
Sanger
Institute,
Cambridge, UK.
Many thanks to all for their
generous offer of their time.

* *
Graduation ceremonies
The 2010 graduation
ceremonies (for MSc and
PhD graduates only) took
place
on
Tuesday
th
December 14 2010 at the
Main Auditorium of the
New Building for Graduate
studies.
The
keynote
address was delivered by
Professor Nikos Papadakis
from the Department of
Political Sciences of the
University of Crete and
the title of his talk was:
“Science, Education and Society:
Interrelations and inhibitions in a
Europe under crisis”.
On behalf of our graduate
program, we would like to
congratulate
our
MSc
and
doctoral
graduates
who
completed
their
degree
requirements and were awarded
their diplomas: Ioanna Mosialou
(PhD),
Andreas
Zaragoulias
(MSc), Konstantia Pavlaki (MSc)
Virginia-Maria Vlahava (MSc),
Maria Moisidou (MSc) and Sofia
Tousa (MSc).
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Graduates (from left to right)
Konstantia Pavlaki, Andreas
Zaragoulias, Ioanna Mosialou and
Evi Vlahava with Prof. Dimitris
Kardassis at the winter
graduation ceremonies of the
U.C. Medical School

WISHES FOR MERRY CHRISTMAS AND A HAPPY AND PROSPEROUS NEW YEAR

The Nativity (1663)
Wall fresco, Monastery of St Nicholas Tzoras, Epirus
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