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Welcome from the director

On behalf of the Editorial Board | would like to
welcome you to the 8" issue of “ARISTEIA”, the
official Newsletter of the graduate program “The
Molecular Basis of Human Disease” of the University
of Crete Medical School.

It has been 2 years since our previous issue was
published and as you will notice, there are some
changes in the new ARISTEIA. In addition to the
stylistic changes, we introduce two new columns.

The first column is entitled “Alumni News” and
will be edited by Dr Sotiris Kampranis. This is a new
initiative to establish a connection and continuing
communication between faculty and past students
in order to learn from them how they are doing
with their careers and to initiate common actions.

The second column is entitled “News from
abroad” and will be edited by Dr Vassilis Zannis.
This column will be concerned with program-
related events that are organized abroad. The first
article in this column is dedicated to the 2" Pan-
American Conference of the Association of the
Greek Bio-Scientists residing in the USA organized
on October 15-16, 2011 at Columbia University in
New York.

| would like to welcome the new members of our
Editorial Board: Dr Vassilis Zannis, Dr Sotiris
Kampranis and Dr Giorgos Bertsias and to thank
them for their support.

Starting from this issue, our newsletter will also
be published on a dedicated website:
http://aristeiamolecularmedicine.wordpress.com/

Finally, | would like to congratulate all our
students that have been awarded with MSc and PhD
degrees during this 2 year period, the faculty and
their students for their scientific achievements and
to wish our new graduate students good luck with
their studies. | hope that you will enjoy this issue of
ARISTEIA.

Dimitris Kardassis, PhD
Director of the Graduate Program

Issue 8, February 2013

Meet our students
by Vanna Zachariou

loanna Tiniakou, 3™ year PhD student

Q: loanna, you moved to Heraklion a few years
ago to join this graduate program. How did you
learn about the program?

A: | studied Biology in the University of Athens, but
| had visited the University campus of Heraklion in
the past when | attended the Onassis Lectures. The
whole atmosphere was very different compared to
Athens (and | mean that in a good way). | found
myself in a very stimulating environment and that
got me really excited. A friend of mine, who was
already attending a graduate program in the
Biology Dept of UoC, informed me of this program
and suggested that | check it out. After all, UoC is
known for the high quality of its research work, so
the idea of moving to Heraklion seemed really
appealing. My choices at the time were between
Crete and other programs abroad.

Q: What about your transition to graduate studies
and your new life in a place you had never lived
before?

A: | have to say, | had a really smooth transition. |
love travelling, meeting new people, exploring new
places, so moving to Crete was actually a very
pleasant experience for me. | made many new
friends; Heraklion is a very attractive city to live in.
Everything is within a 15 minute drive (including
the beach) plus people are more relaxed and
friendly. In other words it has all the benefits of a
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small town without lacking in amenities and
entertainment. As for the graduate program, the
first year was very stressful because the program
was very intensive, but surprising as it sounds |
actually enjoyed being so focused in what | like.
After all this was the reason | moved here, right?

Q: What kind of changes followed the transition
from MSc to PhD?

A: | wouldn’t say changes, but rather challenges! As
a master student you still consider yourself to be a
trainee. Starting a PhD comes with a number of
“responsibilities”. You are now also the person who
has to come up with ideas, stay on top of your
research field in terms of theoretical knowledge
and of course setup new methods. Up until then our
lab had only been working with cell lines, but my
research projects all involved in vivo models!
Starting something new, that no one else in your
lab does means that you have to setup a whole set
of techniques and protocols on your own and that
can be both exciting and exhausting. But | cannot
complain...My PI, Dimitris Kardasis, has made sure
that | get all the necessary training from the
experts. | attended a LAS course in Belgium, |
visited Dr Zannis’ lab in Boston for 2 months to be
trained on adenovirus-mediated gene transfer
technology and | also visited another lab in Leiden,
Netherlands to be trained on techniques used to
assess atherosclerotic plaque progression and bone
marrow transplantation in mice.

Q: Future plans?

A: When | finish my PhD thesis, | am planning to do
a PostDoc somewhere in Europe or in the US. Long-
term goals? Running my own lab...

Q: You had to setup several new techniques in
the lab, and you have also visited several labs
abroad as part of your training. What are the
main concerns about research conditions in
Greece?

A: The limited funding has always been an obstacle
for research development in Greece and things
have become even worse over the last years due to
the economical crisis. At some point, a big part of
the laboratory equipment in the Medical School
(PCR machines, freezers, centrifuges etc) had
broken down and there were no resources for

service. This caused a lot of frustration and
disappointment to both students and researchers.
And, of course, this can never work to one’s
advantage. Professors of the department, most of
which are members of the graduate program, had
made huge effort to restore or replace broken
equipment and have managed to attract funding for
this purpose. However, it took almost two years
before this funding could be exploited because,
unfortunately, this is how things work in Greece...

Q: If you had a chance to make 3 changes in the
research facilities, what would these be?

A: The first one would be to place someone in
charge of all the laboratory equipment in the
University. This person(s) would be responsible for
all maintenance work and repairs that would come
up. This would save both students and Pls from a
lot of time and effort and everyone would focus on
what they should be focusing on in the first place.
The second one would be a bigger and more
organized animal facility that would employ
qualified staff. Another thing would be to expand
access in scientific journals. A personal wish would
be having a “study room”, a room where there are
no phones, no people walking in and out, no
interruptions. You should stop me because there is
a long list of changes on my mind...

* % %

Meet Our Faculty

by Dimitris Kardassis

Sotirios Kampranis

Sotiris Kampranis joined the faculty of the Medical
School of the University of Crete in 2012 and he
contributes to the modules “Cancer Biology and
Therapy” and “Basic laboratory methodology” of
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our Graduate Program. He works in the field of
chromatin structure and regulation and he studies
the involvement of chromatin factors in human
disease.

Sotirios’s interest in chromatin structure and
function began when he was a Ph.D. student at
Leicester University (UK) working on the mechanism
of DNA topoisomerases under the guidance of Prof.
Tony Maxwell. Topoisomerases are essential
enzymes for the maintenance of the correct
chromatin structure that is constantly altered by
processes such as transcription, replication or
recombination. During his Ph.D. thesis, he studied
issues related to the mechanism of strand-passage
and to the modulation of topoisomerase activity by
small molecules or other proteins. Working on DNA
topoisomerases, he contributed seven first-author
publications, all in high-impact journals. Two of
them, published in “The Proceeding of the
National Academy of Sciences of USA”, address the
distinct mechanism of supercoiling by DNA gyrase
and describe a model that has since received wide
acceptance.

Following his graduation, Sotirios had to interrupt
his research career to serve for almost two years as
a chemist in the Greek Air Force. Following this
period, he stayed in Greece and worked on aspects
of oxidative stress and programmed cell death with
Dr. Antonios Makris at the Mediterranean
Agronomic Institute of Chania (MAICh), but his
burgeoning interest in chromatin structure soon led
him to the United States.

In April 2007, he joined the laboratory of Prof.
Philip Tsichlis at the Molecular Oncology Research
Institute (MORI) at Tufts Medical Center in Boston.
Philip Tsichlis is one of the pioneers of the
application of retrovirus-induced mutagenesis on
the identification of novel oncogenes and his lab
has identified several important genes; Akt
probably being the most well known. Another
important gene identified with a similar approach is
the histone demethylase Ndy1/KDM2B, which was
what attracted Sotiris’s attention and brought him
to MORI. In May 2008, a year after he joined Philip
Tsichlis’s lab, Sotirios was appointed as an
Instructor at the Tufts University School of Medicine
and set out to establish an independent program in
the role of chromatin structure and epigenetic
mechanisms in human disease. His focus turned
onto the histone demethylase PHF2, a gene also
identified as a common target of provirus
integration in MoMuLV-induced lymphomas and

which appears to be involved in B-cell leukemia and
in glioblastoma. To understand the role of PHF2 in
glioblastoma, he studied its involvement in neural
stem cell maintenance and differentiation.

Working on the involvement of histone
demethylases in cancer, Sotirios contributed to two
papers in “The Proceeding of the National Academy
of Sciences of USA” that describe the initial
isolation of the Ndy1/KDM2B gene and the
subsequent elucidation of its role in the Polycomb-
mediated repression of the critical tumor-
suppressor locus Ink4a-Arf, and to one seminal
paper in “Molecular Cell” that couples Ndy1/KDM2B
to FGF-2 signaling and provides us with one of the
first complete accounts of how a signal is
transferred from the extracellular environment to a
chromatin modifier and how this stimulus is
coupled to specific alterations in cell proliferation,
migration, and angiogenesis. Together with Philip

Tsichlis, Sotirios also contributed an extensive
review on histone demethylation and the
epigenetics of cancer in “Advances in Cancer
Research”.

Having now moved back to Greece and the UoC
Medical School, Sotirios’s current research interests
include: 1.The mechanisms by which deregulated
action of chromatin modifying proteins leads to the
establishment of aberrant transcription programs
that promote and sustain tumor growth. 2.
Structure and function relationships of chromatin
regulators and in particular histone demethylases,

and 3. The study of protein methylation/
demethylation beyond the strict chromatin
context.

* % %

Research Activities
by Aris Eliopoulos and Giorgos Bertsias

- The pleiotropic effects of CD40/CD40 ligand
interactions on bone marrow granulopoiesis

Hematopoiesis in the bone marrow (BM) is a
complicated process and members of the TNF/TNF-
Receptor family alter hematopoietic cell
proliferation,  survival, differentiation, and
apoptosis. Our Program student, Irene Mavroudi
from the Haemopoiesis Research Laboratory (led by
Helen Papadaki) investigated the role of
CD40/CD40L, members of the TNFR/TNFSF, on
human granulopoiesis. By using
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immunomagnetically sorted CD34°, CD34/CD33",
and CD34/CD33/CD15" BM cells, Irene and
colleagues showed that CD40/CD40L were
minimally expressed on all three cell populations,
but under the influence of TNFa, CD40 was induced
on the cell surface. Cross-linking of CD40 induced
apoptosis, further enhanced by FasL. CD40
activation in primary cells resulted in Fas up-
regulation, providing a mechanism for the CD40-
mediated apoptosis. Upon (CD40 ligation in
clonogenic assays from Chronic Idiopathic
Neutropenia (CIN) patients and healthy donors,
there was a significant decrease in the colony-
forming capacity of BMMCs from CIN patients,
presumably expressing high levels of CD40 in the
progenitor cells due to an inflammatory
environment in the BM, and this effect was
reversed upon CD40 blockade. When CIN patients’
and normal controls’ clonogenic assays were
initiated by supernatant cells of LTBMCs cocultured
with CD40L, there was an increase of colony
numbers in healthy controls and a decrease in CIN
patients. These data show that CD40/CD40L may
promote  granulopoiesis under  steady-state
conditions by inducing the stromal release of
granulopoiesis-supporting cytokines, whereas under
inflammatory conditions, they may affect the
granulocytic progenitor/precursor cell survival by
accelerating the Fas-mediated apoptosis.

[Mavroudi et al. J Leukoc Biol. 2011;89:771-83]
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- | dentiorp ofanovel microRNA signatures
linked to human lupus disease activity and
pathogenesis: miR-21 regulates aberrant T cell
responses through regulation of PDCD4
expression

MicroRNAs  (miRNAs) are potent negative
modulators of genes involved in several cellular
processes. A paper published in the Annals of
Rheumatic Diseases by our Program student Elias
Stagakis in Dimitrios Boumpas’ lab shows that by
screening the expression profile of 365 miRNAs in
peripheral blood mononuclear cells, 27-miRNAs
were significantly dysregulated in systemic lupus
erythematosus (SLE) patients compared to healthy
controls. In addition, 19 miRNAs correlated with
disease activity. miR-21 was upregulated in both T
and B lymphocytes of active SLE and correlated
with disease activity (r* =0.92). CD4 T cells from
S SLE patients
Lot had
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antago-miR-21 reversed the activated phenotype of
SLE T cells —namely, enhanced proliferation, IL-10
production, CD40L expression and their capacity to
drive B cell maturation into Ig-secreting plasma
cells. Consistent, miR-21 overexpression induced
normal T cells to acquire an activated ‘lupus-like’
phenotype. Investigation of putative gene-targets
showed that miR-21 negatively regulates PDCD4.
miRNAs represent potential biomarkers in SLE as
their expression reflects underlying pathogenic
processes and correlates with disease activity.
Upregulated miR-21 affects PDCD4 expression and
regulates aberrant T cell responses in human SLE.

[Stagakis et al. Ann Rheum Dis 2011;70:1496-1506]

- Pulmonary microRNA profiling in a mouse model
of ventilator-induced lung injury

During mechanical ventilation, lungs can be
exposed to high distending forces, which induce
inflammation and disruption of alveolar barrier
function, resulting in ventilator-induced lung injury
(VILI). Our Graduate Program student Eleni Vergadi
from Katerina Vaporidi’s lab studied the changes
induced by high tidal volume ventilation (HVTV) in
pulmonary expression of micro-RNAs (miRNAs) in
C57Bl/6 mice. Using a RT-PCR-based array in lungs
of mice, she identified 65 miRNAs whose expression
changed >2-fold upon HVTV. An inflammatory and a
TGF-B-signaling network were identified by in silico
pathway analysis. In the former, IL-6 and SOCS-1,
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regulated by miRNAs let-7 and miR-155,
respectively, appeared as central nodes. In the
latter network, SMAD-4, regulated by miR-146,
appeared as a central node. In situ hybridization in
paraffin-embedded sections from lungs of mice
subjected to HVTV showed increased miR-21
expression in epithelial cells, endothelial cells,
stromal myofibroblasts, as well as in alveolar
macrophages. The contribution of miRNAs to lung
injury was evaluated in HVTV mice treated with a
precursor or antagonist of miR-21. Lung compliance
was preserved only in mice treated with anti-miR-
21. These results show that HVTV induces changes
in miRNA expression in mouse lungs and that
modulation of miRNA expression can affect the
development of HVTV-induced lung injury.
[Vaporidi et al. Am J Physiol Lung Cell Mol Physiol
2012;303:L199-L207]
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- Detection of Herpes Simplex Virus Type-1 in
Patients with Fibrotic Lung Diseases

Chronic viral infection has been implicated in in
Idiopathic Pulmonary Fibrosis (IPF) for disease
initiation or exacerbation. Ismini Lasithiotaki, a
Graduate Program student in George Sourvinos’ lab,
used PCR to detect Herpes Simplex Virus type-1
(HSV-1), Cytomegalovirus (CMV) and Human Herpes
Virus -6, -7, -8 (HHV6, HHV7, HHV8) DNA in lung
specimens (4 controls, 11 IPF specimens) and
bronchoalveolar lavage fluid (BALF) pellet [6
controls and 20 fibrotic IPF (f-IPFs) samples. HSV-1
was detected in 1/11 specimens from IPF lung
tissue and in 2/20 samples of f-IPFs BALF whereas
the control group was negative. Primary cell
cultures from BALF were infected with wild-type
HSV-1 virus and qRT-PCR was employed for the
detection of gene transcription of specific axes
implicated in lung fibrosis. Primary cell cultures
were permissive to HSV-1, resulting in an

upregulation of the fibrotic growth factors TGFb1
and FGF, the angiogenetic markers SDF1a, SDF1b,
VEGF, FGF and the regulators of tissue wound
healing MMP9 and CCR7. Downregulation was noted
for the CXCR4 and MMP2 genes, while a different
response has been detected in healthy donors.
Finally, higher transcript levels of the innate
receptor TLR-3 were measured in the infected
cultures from IPF patients. These results implicate
HSV-1 in fibrotic IPF. Herpes virus infection with
HSV-1 induced transcription of molecular pathways
that promote fibrotic and angiogenetic processes,
suggesting a possible role in the pathogenesis of
lung fibrosis.

[Lasithiotaki et al. PLoS One 2012; 12(6): e27800]

- The Role of Platelet Factor 4 in Local and
Remote Tissue Damage in a Mouse Model of
Mesenteric Ischemia/Reperfusion Injury

Ischemia reperfusion (IR) injury is defined as tissue
damage occurring after a transient loss of blood
supply and subsequent return. During this process
an extensive activation of the inflammatory
response first locally and then to almost all remote
organs leading to tissue damage. Antonis loannou, a
Graduate Program student in George Tsokos’ lab,
investigated the contribution of platelets and their
products such as Platelet Factor 4 (PF4; CXCL4),
during IR injury. Abundant PF4 was detected by
immunohistochemistry in the lung vasculature and
in the intestinal villi of B6 mice that underwent
mesenteric IR injury compared to sham-operated
mice. PF4 expression in the villi was confined to
intestinal epithelial cells and was increased after
IR. PF4 deficiency protected mice from local and
remote tissue damage after 30 minutes of
mesenteric ischemia and 3 hours of reperfusion.
This protection was independent from Ig or
complement deposition in the tissues. However,
neutrophil and monocyte infiltration were
decreased in the lungs of PF4’" mice compared
with B6 control mice. Since PF4 is predominantly
synthesized in megakaryocytes and stored in
platelet granules, the researchers asked whether
platelet-derived PF4 accounts for mesenteric IR
injury. Platelet-depleted B6 mice transfused with
platelets from PF4”" mice displayed reduced tissue
damage. Transfusion of B6 platelets into platelet
depleted PF4”’" mice reconstituted damage in both
intestine and lung tissues. Conclusively, PF4 may
represent an important mediator of local and
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remote tissue damage and could represent a novel
therapeutic target in IR injury.
[Lapchak et al. PLoS One 2012; 7(7): €39934]

- Long-range genomic interactions epigenetically
regulate the expression of a cytokine receptor
Naive CD4+ T cells differentiate into T-helper type
1 (THy), TH, and THy; cells, depending on the
antigenic stimulus and the cytokine milieu they
encounter. Current research on the cytokine-
mediated signalling towards the polarization and
differentiation of T-helper cells lacks mechanistic
insights on the transcriptional regulation of
cytokine receptor genes. Chrysa Deligianni from
Charalambos Spilianakis’ lab used an in vitro
differentiation system of T-helper cells and studied
the sub-nuclear localization pattern of the Ifng
gene and its receptor gene loci IfngR1 and IfngR2
by DNA fluorescence in situ hybridization (DNA-
FISH). She found long-range  monoallelic
intrachromosomal interaction between the Ifng and
IfngR1 gene loci in undifferentiated CD4+ T cells
and TH; cells. Chromosome conformation capture
(3C) experiments revealed that the IfngR1 gene
promoter comes in close proximity with Ifng and
other downstream regulatory elements. This
interaction was not dependent on active
transcription since it was not affected by RNA
Polymerase Il blockade in IfngR1-expressing cells.
By chromatin immunoprecipitation, Chrysa found
that CTCF was recruited on the IfngR1 promoter. By
using bisulphite DNA modification she detected a
CpG-predicted IfngR1 promoter region that was
both non-methylated and methylated. These results
correlate well with the monoallelic expression of
IfngR1 and suggest that the non-methylated IfngR1
allele might allow CTCF and T-bet binding. These
data suggest that in non-differentiated T cells and
TH; cells there is a long range intrachromosomal
interaction where, upon looping out the intervening
sequences, IfngR1 comes in proximity to Ifng in
order to be expressed. Differential methylation in
the promoter of IfngR1 determines the T-bet- and
CTCF-specific binding, and sets a pattern of
monoallelic colocalization and positive
transcriptional regulation.

[Deligianni and Spilianakis. EMBO reports 2012; 13:
8193826]

- Defective transcription initiation causes
postnatal growth failure in a mouse model of
nucleotide excision repair (NER) progeria

Cellular DNA repair systems aim at counteracting
DNA damage. For bulky helix-distorting damage,
the principal mechanism is the nucleotide excision
repair (NER) pathway. Defects in NER have been
associated with cancer, developmental and
neurodegenerative  disorders. Our  Graduate
Program student Aria Sideri, together with
researchers in George Garinis’ lab, studied NER-
deficient Ercc1”’~ mice and found that they had
defects similar to mice carrying a liver-specific
transcription factor Il D (TFIID) defect (Taf10™"").
The phenotype resembled that of the Cockayne
syndrome and included attenuated growth,
resulting in cachectic dwarfism during the second
week of life and premature death, and “fatty
liver”. Ercct™’” and Taf10"’" liver transcriptomes
were similar and were associated with biological
processes that closely reflect the observed growth
defect. In vivo chromatin immunoprecipitation
assays showed that the ERCC1-XPF complex
interacts with TFIID and assembles with POL Il and
the basal transcription machinery on promoters of
genes that are critical for postnatal murine growth.

NER defects
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The researchers also found that recruitment of
ERCC1-XPF on gene promoters was accompanied by
promoter-proximal DNA demethylation and histone
marks associated with active hepatic transcription.
Together, ERCC1-XPF together with other NER
factors functions in the transcriptional activation of
developmental stage- and tissue-specific gene
expression. The presence of irreparable DNA lesions
may further aggravate the pathological outcome of
NER abnormalities.

[Kamileri et al. Proc Natl Acad Sci U S A. 2012;109:
2995-3000]

- R7BP Modulates Opiate Analgesia and Tolerance
but not Withdrawal.

The adaptor protein R7 family binding protein
(R7BP) modulates G protein coupled receptor
(GPCR) signaling and desensitization by controlling
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the function of regulator of G protein signaling
(RGS) proteins. R7BP is expressed in the brain and
modulates the membrane localization and stability
of RGS6, RGS7, and RGS9-2. The latter protein is a
potent negative modulator of opiate addiction and
promotes the analgesic tolerance to morphine.
Dimitra Terzi from Vana Zachariou’s lab showed
that both fentanyl and morphine significantly
enhance the association of RGS9-2 with R7BP.
Absence of R7BP increased sensitivity to the
locomotor activating actions of morphine. The
analgesic actions of morphine were assessed by the
hot plate assay, and R7BP’ mice showed greater
analgesic response to low morphine doses.
Although wild-type animals show a reduced
analgesic response to morphine by day 3 and
complete tolerance by day 5, R7BP”" mice show
maximal analgesic response by day 5. R7BP”’" mice
also developed tolerance at a much slower rate.
Opiate withdrawal was studied by administering
increasing doses of morphine, followed by injection
of the MOPR antagonist naloxone. Opiate
withdrawal signs were comparable between the
wild-type and knock-out mice. These data suggest
that interventions in R7BP may enhance the
analgesic effect of morphine and prevent
tolerance, without affecting withdrawal.
[Terzi et al. Neuropsychopharmacology. 2012; 37:
1005-12]

- Genetic Dissection of Neurotrophin Signaling
through the p75 Neurotrophin Receptor
Members of the TNF-receptor superfamily (TNFRSF)

engage different signaling pathways through
protein-protein interactions mediated by
intracellular death domains (DDs). The p75

neurotrophin receptor (p75"™"), is a key regulator of
trophic and injury responses in the nervous system.
losif Pediaditakis, a Graduate student in loannis
Charalambopoulos’ lab, performed alanine-scanning
mutagenesis and generated several p75"™® DD
mutants. The ability of wild-type and DD mutants
to induce activation of caspase-3 and apoptotic cell
death in response to proneurotrophins (pro-BDNF)
was tested in transfected HEK293 cells. Several
residues distributed throughout most of the DD
were involved in the ability of p75"™® to activate
caspase-3. JNK phosphorylation in response to pro-
NGF treatment was also assessed. One of the
mutants (P341A), although unable to activate
caspase-3, it retained the ability to induce JNK

phosphorylation. Pro-BDNF treatment induced
nuclear c-Jun  phosphorylation in  neurons
reconstituted with wild-type p75"™%, but not in the
P341A mutant. Four mutants showed a dramatic
impairment in NGF-dependent recruitment of RIP2
to p75"™® DD, which mediates NF-kB activation. The
third major signaling pathway regulated by p75"™
involves activation of the small GTPase RhoA by
constitutive binding of the p75"™® DD to Rho GDP
dissociation inhibitor (RhoGDI), and it was found
that RIP2 recruitment and RhoGDI release were
mechanistically linked, indicating that competition
for DD binding underlies crosstalk between NFkB
and RhoA pathways in p75"™® signaling. Collectively,
this study demonstrates that the major signaling
outputs of p75"™® are genetically separable at the
level of the receptor and it is possible to generate
p75"™ mutants that are selectively deficient in one
pathway but not others.
[Charalampopoulos et al.
27;2(6):1563-70]
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- High levels of p1106 PI3K expression in solid
tumor cells suppress PTEN activity, generating
cellular sensitivity to p1106 inhibitors through
PTEN activation

Class IA PI3K isoforms have divergent, non-
redundant cell biological roles. In untransformed
cells and tissues, p110a and p1108 are ubiquitously
expressed, whereas p1108 expression is highly
enriched in leukocytes. In a collaborative study
between the Departments of Biochemistry (led by
Evangelia Papakonstanti) and Obstetrics (led by
Antonis Makrigiannakis), our Graduate Program
student Niki Tzenaki found that pharmacological
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inhibition of p1108, but not of p110a or p1108,
induced PTEN activity in breast cancer cell lines,
without altering its expression. Down-regulation of
p1108 by RNA-inhibition induced PTEN activity,
whereas overexpression of p110d in NIH 3T3 cells
led to reduced PTEN activity. In cells expressing
high levels of p110d, the activity of PTEN is
generally suppressed and that on p1100 inhibition,
high expression of p1100 correlates with a higher
induction of PTEN activity. Indeed, inactivation of
p1100 led to PTEN activation, suppression of Akt
phosphorylation, and inhibition of cell
proliferation. Forced overexpression of p1108
reduced PTEN activity, resulting in increased Akt
phosphorylation.  Conclusively, the oncogenic
potential of p110d PI3K overexpression might at
least partially act through PTEN inactivation, and
that p1100-selective PI3K inhibitors can have a dual
antitumor mechanism, namely by directly inhibiting
p1104& signaling and by a broader inhibition of class
| PI3K activity through PTEN activation.

[Tzenaki et al. FASEB J. 2012; 26: 2498&508]

Research grants
by Christos Tsatsanis

* A consortium coordinated by Dr. D. Kardassis was
awarded a THALIS grant for the period 2012-2015 to
study the “Structure/function, regulation and
genetic variation of High Density Lipoproteins:
Novel biomarkers and therapies for patients with
Coronary Artery Disease”.

* The groups of Drs C. Stournaras, D. Kardassis and
G. Sourvinos participate in a Consortium funded
under the THALIS call to work on “Cell cycle
variations: comparing the stem cell and cancer cell
life cycles” for the period between 2012-2015

* The groups of Dr C. Tsatsanis and Dr A. Margioris
participate in a Consortium funded under the
THALIS call to work on the “Effects of Adipose
tissue on atherogenesis via Immunoregulation and
Immunomodulation” for the period between 2012-
2015

* Dr. G. Garinis was awarded an “Aristeia” grant to
work on “Tagging NER in development and disease”
for the period between 2012-2015

* Dr. C. Tsatsanis was awarded an ‘Aristeia” grant
to work on the “Regulation of Macrophage
Metabolism and its contribution in Metabolic
Inflammation” for the period between 2012-2015

* Dr. N. Tavernarakis was awarded an “Aristeia”
grant to work on “"Necrotic cell death mechanisms
and ageing-associated neurodegeneration” for the
period between 2012-2015

* An infrastructure grant under the FP7 call
‘REGPOT’ was awarded to the Medical School of the
University of Crete under the coordination of Dr. A.
Eliopoulos for “Enhancing University of Crete
Medical  School  Scientific  Excellence and
Translational Research Potential in Human
Diseases”, which supports the establishment of a
Genomics facility and a Stem Cell facility at the
Medical School of the University of Crete and the
recruitment of several researchers.

* Dr. D. Kardassis is a partner in a grant awarded
under the EU FP7-HEALTH-2012-INNOVATION-1
program titled “RESOLVE: A systems biology
approach to RESOLVE the molecular pathology of
two hallmarks of patients with metabolic syndrome
and its co-morbidities; hypertriglyceridemia and
low HDL-cholesterol” funded for the period
between 2013-2017.

* Dr Garinis is coordinating a consortium funded
under FP7-PEOPLE-2012-ITN- Marie Curie Host-
Driven Actions, focusing on “Joint training and
research network On Chromatin Dynamics and the
DNA Damage Response” for the period 2012-2016

* Dr Garinis is participating in a consortium funded
by FP7-PEOPLE-2012-ITN Marie Curie, focusing on
“The role of Chronic DNA damage in Ageing and
Age-related pathology”, for the period between
2012-2016

* Dr Garinis is a partner in a consortium funded
under FP7-PEOPLE-2012-ITN- Marie Curie program
titled “MARie CuRle AGEing Network” for the period
2012-2016
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News from abroad
by Vassilis Zannis

SYMPOSIUM OF THE GREEK BIO-SCIENTISTS IN
NEW YORK

The Association of the Greek Bio-Scientists residing
in the USA organized on October 15 and 16, 2011
the 2" Pan-American Conference at Columbia
University in New York entitled: “From the basic to
applied research with the help of new
technologies“.

One hundred distinguished scientists from all
parts of the USA participated and presented their
work in this symposium that attracted a large
number of graduate students and some faculty of
our program who work in universities or research
institutes in New York . The General Consuls of
Greece and Cyprus were also present as well.

Two members of the Organizing Committee are
graduates of the joint Graduate Program
“Molecular Biology and Biomedicine” of the
Departments of Biology and Medicine of the UoC
and IMBB-FORTH. Dr. Thomas Thomou (President of
the Association) and Kostas Drosatos (President of
the Organizing Committee).

During the Conference, two scientists received
awards. One was Dr. Vassilis Zannis for promoting
his contribution to the education of Greek medical
and graduate students in the U.S Bio-scientists from
Boston University and the University of Crete and
the other was Dr. Haralambos Gavras for his
pioneer research in hypertension.

Dr. Zannis presented the students exchange
program between the Medical School of the
University of Crete and Boston University School of
Medicine as well as the MD-PhD Graduate Program
of the Medical School .

We quote here below part of this presentation:
“The Medical School of the University of Crete and
Boston University School of Medicine have
developed a student exchange program that started
in 2001. As a faculty of both medical schools, I
have been assigned to facilitate and sustain the
exchange of medical students between Boston and
Crete.

During the last ten years, 110 select Greek
students have come to Boston and an equal nhumber
(over 130) American medical students (including 5
American Greek students) have gone to Crete for
one or two month clinical electives. The Greek

students who visited Boston felt that the American
medical education system is the best in the world
and the benefit they derived was unique. The
American students who visited Crete felt that they
also benefited by their exposure to the Greek
culture, the medical education and clinical practice
in Greece.

The results of the exchange program have been
impressive. A large percentage of the Greek
students who participated have pursued clinical
training or research fellowships or graduate studies
in the United States or in Europe.

A major advancement last year has been that
we worked out an agreement with the Dean of
Boston University Medical School, Dr Karen H.
Antman, that allows the Greek students who come
to BU to register and take full credit. Taking credit
from an elite U.S. medical school will enhance
tremendously the chances of the Greek students to
pursue clinical training or academic careers in the
US or in Europe.

The objective of this program in combination
with the novel MD-PhD program of the medical
school of Crete, is to create the next generation of
leaders in medicine and biomedical sciences
and/or in academic medicine in Greece and also
contribute to the educational opportunities for
American-Greek students. The only obligation that
the participating students have towards the
program is to succeed and help other students to
succeed in the future.

The program became possible with a minimal
cost because several medical schools and affiliated
hospitals in the New England area, including Boston
University, Harvard University, Brown University
and St. Elizabeth’s Hospital waived the tuition
requirements for the visiting Greek students.
Equally important was the support of the Hellenic
College which provided free room and board for the
visiting students for the first two years and the
Hellenic Cardiac Fund which provided financial
support for the third year. During the next five
years, the program was supported by small
donations by individuals and the Faculty of the
Medical School of the University of Crete. Finally,
during the last five vyears, the Pan-Cretan
Association of America has provided an annual
support of $3.000.

I still have few more years of active career
in academia that will permit me to maintain this
program. However, long-term survival of the
program requires permanent support. The goal is
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to raise a minimum of $10.000 per year on a
permanent basis that will cover the cost for clinical
training of the ten most qualified Greek medical
students that are selected for this program.

| firmly believe that investment in young people
to realize their potential is a noble cause that
merits support. Our expectation is that an
investment of $1.000 today may be converted into
a bright career of a new scientist within the next
15 years that will contribute to the medical
sciences and will benefit the society”

Vassilis  Zannis is Professor of Medicine/
Biochemistry at Boston University School of
Medicine and Professor Emeritus at the Medical
School of the University of Crete

Participants of the Symposium of the Greek Bio-
Scientists at Columbia University (Oct 15- 16, 2011).
Front row: Costas Drosatos, Zoe Tambakaki, Costas

Stratakis, Vassilis Zannis, Thomas Thomou. Back rows:
Dimitris Iliopoulos, lordanis Karagiannidis, Panagiotis
Fotakis, Antonis loannou, Giorgos Koukos, Andreas

Kateifides, Angelos Economopoulos, Kostianna Sereti

Graduate Program News
by Christos Tsatsanis

Meetings

* COST Action BM0904 (HDLnet), chaired by Dr
Dimitris Kardassis, organized its 2nd Annual Joint
Working Group Meeting in Barcelona, Spain,
January 26-27 2012. Organizers were Dr Dimitris
Kardassis and Dr Francisco Blanco-Vaca of the
Department of Clinical Biochemistry of the

Autonomous University of Barcelona. The Meeting
took place at the auditorium of Izasa Co. and was
attended by 50 participants/members of HDLnet.

* COST Action BM0904 (HDLnet), chaired by Dr
Dimitris Kardassis, in collaboration with the Spanish
Atherosclerosis Society (SEA), the CIBER of Diabetes
and Associated Metabolic Diseases and the
Department of Biochemistry of the Autonomous
University of Barcelona organized an International
Workshop on High Density Lipoproteins entitled:
“HDL: from Biology to Clinical Practice”. The
Workshop took place at Casa de Convalescencia,
Aula Magna of Barcelona on January 25th 2012. All
speakers were members of HDLnet and the

Workshop was attended by 100 participants.

COST BM0904 Wor kshop i n
Biology to Clinical Prac t i dJaruary 25, 2012). Left
to right: Dr Diego Gomez Coronado-Caceres, Dr Dimitris
Kardassis, Dr Arnold von Eckardstein, Dr Anne Tybjaerg-
Hansen, Dr Francisco Blanco-Vaca, Dr Laura Calabresi, Dr
Markku Savolainen, Dr Jerzy-Roch Nofer, Dr Juan-Pedro
Botet

* The 2™ “Inflammation, Cancer and novel
therapeutics” Summer school and Conference was
successfully organized by Dr. A. Eliopoulos and Dr
C. Tsatsanis supported by the FP7 programs ‘INFLA-
CARE’, ‘TACIT’ and ‘Trans-POT’, with participation
of renowned scientists in the field
(www.inflacare2012.gr). The summer school took
place on the 24"-27™ of September 2012 in Crete.
Students of our graduate program attended the
summer school and had the opportunity to interact
with all participants and scientists of the consortia.

* The kickoff meeting of the ‘TransPot’ program
was organized by Dr. A. Epiopoulos and took place
on February 2012 at the Medical School of the
University of Crete with participation of faculty
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members and students of our graduate program. It
provided an opportunity to interact and exchange
ideas with the purpose to organize collaborative
research projects between the members.

* Dr Dimitris Kardassis in collaboration with Dr Jan
Albert Kuivenjoven from the Groningen Medical
Center in Netherlands organized a very successful
Summer Training School on HDL in Groningen on
August 30" - September 1%, 2012. The School
included lectures on all aspects of HDL such as HDL
physiology, metabolism, genetics, epidemiology
and novel therapeutics. It was attended by 25
trainees from 11 different European countries. It
was supported by COST Action BM0904 (HDLnet).

Awards 0 Distinctions - Promotions

* Dr. N. Tavernarakis was awarded the
“Empeirikeion Foundation Academic Excellence
Prize” for his contribution in research.

* Dr G. Garinis was awarded the “EMBO Young
Investigator Award” from the European Molecular
Biology organization, an award given to
acknowledge and promote excellence among young
investigators in Europe.

* Dr C. Zouboulis has been elected Chair of the
Honours and Awards Committee of the “European
Academy of Dermatology and Venereology (EADV)’
and of the Guidelines Committee for Hidradenitis
suppurat iva / Acne inversa of the “European
Dermatology Forum (EDF)”.

* The work of our graduate students A.
Demetriadou, K. Pavlaki and E. Simantirakis from
the Team of the Haemopoiesis Research Lab at the
University of Crete Medical School, in reference to
the investigation of “The role of NFY transcriptional
factor in the biology of BM Mesenchymal Stem
Cells”, has been awarded as one of the six best oral
presentations during the Annual Conference of the
Hellenic Society of Haematology, November 2012.

* From the same group, Dr Maria Velegraki has been
awarded with the “Phaedon Phessas” award for
young researchers by the Hellenic Society of
Haematology during the Annual Conference,

November 2012, for her work on investigating “The
effect of HMGB1 protein on Toll-like receptor-4
activation and cytokine secretion in the BM of
patients with Myelodysplastic Syndrome, due to
insufficient clearance of apoptotic cells”.

* Qur graduate student Dr. E. Vergadi was awarded
the Gardiki-Kouidou award at the 63™ Congress of
the Hellenic Society of Biochemistry and Molecular
Biology, Held at FORTH in Heraklion.

* Qur graduate students Dr. K. Pavlaki,-Dr. E.
Vergadi, Mr. |. Pediaditakis, Dr. S. Tousa, Mr. D.
Kanellis and Dr. N. Goulidaki received the
Manassaki scholarship from the University of Crete,
to support their studies towards a PhD.

Visitors from abroad

This semester, our visitors from abroad who gave
lectures in our graduate courses included:

* Diomedes E. Logothetis, PhD

Professor and John D. Bower Chair, Department of
Physiology and Biophysics, Medical College of
Virginia Campus, Virginia Commonwealth
University, USA

* Stephen Farmer, PhD

Department of Biochemistry, School of Medicine,
Boston University, USA

* Paul F. Pilch, PhD

Department of Biochemistry, School of Medicine,
Boston University, USA

* Konstantin Kandror, PhD

Department of Biochemistry, School of Medicine,
Boston University, USA

* James Kirkland, MD

Robert and Arlene Kogod Centre on Aging, Mayo
Clinic, Rochester, Minnesota, USA

* Triantafillos Liloglou, PhD

Biomarkers Croup Leader, Cancer Research Centre,
School of Cancer Studies, University of Liverpool,
UK

* Aristidis Moustakas, PhD

Department of Medical Biochemistry and
Microbiology, BioMedical Center, Uppsala
University, and Ludwig Institute for Cancer

Research Ltd, Uppsala University, Sweden
* Marianne Jansson, PhD
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Department of Lab Medicine, Section of Medical

Microbiology, Lund University, Sweden

* %

New graduate students

Class of 2011-2012

1 Konstantinos Fragkiadakis, MD, University of

Crete Medical School

1 Petros loannou, MD, University of Crete

Medical School

91 loannis Lykakis, MD, University of Crete

Medical School

1 Andreas Patsalos, BSc in Biology, University of

Crete

1 Antonios Pikoulas, BSc in Biology, University of

Crete

1  Emmanuel Theodorakis, MD, University of

Crete Medical School

9 Maria Troullinaki, BSc in Biology, University of

Crete

1 Niki Tzenaki, BSc in Biology, University of

Crete

1 Artemis Varidaki, BSc in Biology, University of

Crete

1 Amalia Zampoulaki, MD, University of Crete

Medical School

9 Vasiliki Zarkou, BSc in Biology, University of

Athens

Class of 2011-2012
First row: A. Patsalos, A. Pikoulas, I. Lykakis, E.
Theodorakis, P. loannou. Second row: A. Varidaki,
V. Zarkou, A. Zampoulaki, N. Tzenaki, Prof. V.
Zannis, M. Troullinaki, K. Fragkiadakis.

Class of 2012-2013

1 Stella Baliou, BSc in Biology, University of
Crete

1 Sofia Gialesaki, BSc in Biology, University of
Athens

9 Stefania Kapetanaki, MD, University of Crete
Medical School

1 Afroditi Katsarou, BSc in Biology, University of
Thessaloniki

1 Konstantinos Mintzas, BSc in Biology, University
of Patras

Class of 2012-2013

First row: Prof. V. Zannis, S. Gialesaki, S. Baliou.
Second row: S. Kapetanaki, A. Katsarou, K. Mintzas,
V. Zarkou (2" year student)

Graduation ceremonies

Graduat ion ceremony of 12.04.2011

-Despina Theriou (Master)
-Nikolaos Orphanos (Master)
-Aggelos Economopoulos (PhD)
-Giorgos Michas (PhD)

Graduat ion ceremony of 1 5.07.2011

-Giorgos Konstantinou (Master)
-Olympia Gatzima (Master)
-Adrianna Lazaridou (Master)
-Andreas Kateifidis (PhD)
-Maria Savvaki (PhD)
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Adrianna Lazaridou (left), Olympia Gatzima (middle)

Maria Savaki with the Dean, Prof O Zoras
Graduation ceremony of 15.07.11

Graduation ceremony of 15.07.11

Graduat ion ceremony of 1 5.12.2011

-bristea Sideri (Master)
-Antonis loannou (Master)
-Aristea Batsali (Master)
-Vassilis Vazgiourakis (PhD)
-Irene Mavroudi (PhD)
-Charis Fillipakis (PhD)
-Elias Stagakis (PhD)

Vassilis Vazgiourakis taking the oath at the
graduation ceremony of 15.12.12

Graduat ion ceremony of 24.07.2012

-Melissa Beck (Master)

-Anthi Demetriadou (Master)
-Maria Stratinaki (Master)
-Konstantinos Nikolaou (PhD)
-Konstantina-loanna Sereti (PhD)

Graduat ion ceremony of 11.12.2012

-Dimitris Theofilatos (Master)
-Emmanouel Simantirakis (Master)
-Melina kavousanaki (PhD)

Alumni News
by Sotiris Kampranis

This year, the Editorial Board of ARISTEIA decided
to introduce a new column in our Newsletter under
the title “Alumni News”. This is an initiative to
establish a connection and to encourage the
continuing communication between faculty and
students. To this end, we have started a LinkedIn
group for the Alumni of the program and we have
already invited as many as we had contact
information for to join. There has been quite a
response and the group already has more than
thirty members. If you are an alumnus of the
program and have not done it already, please join
and spread the word to other alumni that you
remain in touch with.

The link to the Alumni group is:
http://www.linkedin.com/groups/Alumni-
graduate-program-Molecular-Basis-4796511/about

This new column in the ARISTEIA newsletter will
report on the whereabouts of past students of the
program. In this issue, we begin with some of the
old-timers.

Vassiliki Zacharioudaki (Class of 2003-2004) is now
a postdoctoral researcher at Vrije Universiteit
Brussel (VUB).

Giorgos Trichas (Class of 2003-2004) after
obtaining his Ph.D. and doing a short Post-doc at
Oxford University, worked as a business
development manager in Queen Mary Innovation
Ltd, before joining the Welcome Trust in London,
UK as a business analyst.

Evangelia Kourepini (Class of 2003-2004) carries
out postdoctoral research in Vily
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Panoutsakopoulou’s group at the Biomedical
Research Foundation of the Academy of Athens
(BRFAA), Greece.

Sofia Mavridou (Class of 2003-2004) works at
Novartis in Greece.

George Bertsias (Class of 2004-2005) is a Lecturer
in Rheumatology at the University of Crete Medical
School and a Physician at the Heraklion University
Hospital. George is also a faculty member of our

Graduate program and a member of the Editorial
Board of the “ARISTEIA” newsletter.

Angelos Economopoulos (Class of 2003-2004)
completed his Ph.D. at Boston University Medical
School in 2011 and now he is a post-doc in UCLA
Konstantina-loanna Sereti (Class of 2004-2005)
completed her Ph.D. at Boston University, USA, in
July and is now a post-doc at UCLA.

University of Crete Medical School

ARISTEIA the semiannual Newsletter of the Graduate Program: “The Molecular Basis of Human Disease” of the

Editorial Board Dimitris Kardassis, PhD; George Bertsias, MD/PhD; Aris Eliopoulos, PhD; Sotiris Kampranis, PhD;
Christos Tsatsanis, PhD; Vanna Zachariou, PhD; Vassilis I. Zannis, PhD.

Contact:Mary Adamaki, Tel: 2810-394786; e-mail: adamaki@med.uoc.gr

Newsletter website: http://aristeiamolecularmedicine.wordpress.com/
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