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Welcome
Traditionally, the countries of Central and Eastern Europe (CEE) have strong
ties to U.S. funding agencies like the National Institutes of Health (NIH) and the
National Science Foundation (NSF). The Fogarty International Center (FIC) of the
NIH facilitates and supports much of the collaborative research between U.S.
scientists supported by the NIH and investigators in Central and Eastern Europe. At
the same time, as the structure, roles and needs are changing for these countries in
Europe, it may be timely to consider new approaches and models for strengthening
collaboration.
Participants have been invited from Bulgaria, Czech Republic, Croatia,
Estonia, Hungary, Latvia, Lithuania, Macedonia, Poland, Romania, Serbia and
Montenegro, Slovak Republic, Slovenia, Turkey, Ukraine, and the USA. We have
put together an inventory of NIH projects in the region, based on a search of several
databases, and were pleased to learn that the NIH currently supports more than 150
collaborative research and training projects involving CEE (including a number of
multi-site trials). This figure speaks to the significant investment of funding,
expertise, and potential upon which to find synergies and to build effective
networks.
The purpose of the meeting is to bring together researchers from the CEE
region and their U.S. counterparts in order to highlight some of the successful
research collaborations, in several priority areas, which are supported by both NIH
as well as CEE national governments, the EU, and others. The meeting will also
attempt to stimulate a dialogue on how the collective collaboration could be
strengthened through strategic, thematic as well as interdisciplinary, regional
networking, and possibly new bridging mechanisms, in the context of the
continuing transition in this region (e.g., EU accession).
The reaction to and interest in this meeting among grantees, their CEE partners,
and the NIH institutes have been overwhelmingly positive. In particular, the FIC,
NCI, NIMH, and NIEHS have expressed strong support for such a meeting, and
have agreed to send representatives and to provide travel support for a significant
number of NIH-supported researchers from the CEE region. Furthermore, we hope
that as the value of such networking can be demonstrated, the organization of
regular networking and status review meetings of this type, perhaps alternating
between CEE cities, could be considered.
The meeting will consist of both plenary sessions as well as a series of
roundtables on several priority areas, including cancer, reproductive health,
cardiovascular disease, neuroscience/brain research, functional genomics and
proteomics, cell biology, infectious diseases, environmental health, and behavioral
health studies. The agenda can be reviewed at the website www.varimed.hu (see
"Conference" section).
Natalie Tomitch
Edward Prunchunas
Sandor G. Vari
Fogarty International
Cedars-Sinai Medical
VARIMED Ltd.,
Center, National Institutes
Center, Los Angeles,
Budapest, Hungary
of Health, USA
California, USA
on behalf of the Organizing Committee
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WORKSHOP GOALS


Continue work already underway and identify new avenues of regional
cooperation between U.S. and Central and Eastern European (CEE) scientists
in life sciences, with facilitation by NIH and FIC;



Consider what types of collaborations would be useful to bridge CEE national
and/or European Union-funded research activities with NIH-funded research
and training;



Reach out to new prospective sources of excellent science;



Investigate new approaches to provide support and consider the development
of new types of grant mechanisms by NIH and FIC (“glue” and/or “bridge”
grants, thematic networks) to strengthen U.S. and CEE scientific relations and
to mutually enhance Research and Technology Development benefits;



Implement a broader base for a Small Business Innovation Research-type
grant to bring promising research results from CEE into the development
phase and make a product.

SCOPES OF ROUNDTABLES


Review of existing program/collaboration.



How did collaboration begin? (met through conference, mutual interest…



Key outcomes of collaboration (publications, increased capacity, new
methods, IP, etc.)?



Gaps in research (knowledge, way of thinking, resources, and methods)?



Pros/cons of collaboration, from both scientific and logistical/organizational
perspectives (complementary expertise, access to new or previously
unavailable information/new research methods or facilities, access to new
geographical area/population, training of young researchers, networking, etc.)



Are PIs familiar with similar/related research in CEE countries? Are PIs
considering extending collaboration to other neighboring countries (including
EU member states)?



What other organizations should be brought in to this forum in the future?
(NGOs and foundations, World Bank, EU, other funding organizations, etc.)



Recommendations for future ways to enhance collaboration and networking,
both specific and general?
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¾
¾
¾

A “bridge grant to create a permanent thematic networking
structure?
A “glue” grant to create inter-institutional linkages?
A “Bridges in Life Sciences” forum for NIH and other related
grantees to meet regularly in different European cities?

GENERAL INFORMATION
Participation: by invitation only
Fees: There are no registration fees for this workshop
Refreshments: Morning coffee, lunch and afternoon coffee will be provided to
participants at the workshop venue on the workshop days
Official language: English
Equipment: Laptop computers PIII with CD ROM, floppy drive (3/4) Windows
and Office 2000 Pro UK
Presentation: PowerPoint presentations should be ready on laptop, CD or floppy
(3/4). It is possible to use own laptop computer or copy to the laptop computers
provided by the organizers one hour before the plenary or Roundtable sessions.
Parking: 18 Euro/ 24 hours
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Day 1 – October 8, 2003
Time

Topic(s)

09:00 – 09:10

Welcome and Introduction

09:10 – 09:30

US Hungarian scientific cooperation in
the health research field
Needs for Regional Collaborations

09:30 – 09:50
09:50 – 10:10

10:10 – 10:30

10:30 – 10:50
10:50 – 11:10

11:10 – 11:30
11:30 – 12:00
12:00 – 13:00
13:00 – 14:30

14:30 – 14:45
14:45 – 16:15
16:15 – 16:30
16:30 – 18:00

Strategic View: Opportunities for
Expanded Collaboration between USA
and CEE
Regional view of US-CEE
Collaboration: Czech model for
transition from U.S.-Czech Science &
Technology Fund
COFFEE BREAK
New Approaches to Collaboration:
Exploratory research and research
capacity building collaboration
Benefits of networking in life science
collaboration
Summary Discussion
Feedback of the participants
LUNCH BREAK
Roundtable No1
Cardiovascular diseases (CVD)
Roundtable No2
Reproductive health (REP)
Roundtable No3
Cancer research (CAN)
Roundtable No4
Infectious diseases (INF)
COFFEE BREAK
Roundtables continue

Speakers /
Location
Andras Berta
Natalie Tomitch
Jozsef Mandl
Peter Nemeth
Natalie Tomitch

Simona
Lauerova

Calvin Hobel

Sandor G. Vari
Natalie Tomitch
Andras Berta
Conference
Room No1
Conference
Room No2
Conference
Room No3
Conference
Room No4

Conference
Rooms 1-4
Coffee Break/Prepare for R/T Reports
Plenary Session;
Natalie Tomitch
Wrap-up; Reports of the Roundtables
Peter Nemeth
Conference
Room No1
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Day 2 – October 9, 2003
Time

Topic(s)

10:00 – 10:15
10:15 – 11:30

Plenary Session: Welcome and
Introduction
General Training Session;
Grantsmanship
COFFEE BREAK
General Training Session continues

11:15– 11:30

COFFEE BREAK

08:30 – 08:40
08:30 – 10:00

11:30 – 12:00

Entrepreneurship in Life Sciences

12:00 – 12:30

Summary Discussion: Feedback of the
participants
LUNCH BREAK
Roundtable No5
Neuro / brain research (NBR)
Roundtable No6
Roundtable #6 Genetics of diseases,
functional genomics and proteomics and
cell biology (FGP)
Roundtable No7
Environmental health sciences (ENV)
Roundtable No8
Behavioral Health Care Research
(BEH)
COFFEE BREAK
Roundtables continue

12:30 – 13:30
13:30 – 14:45

14:45 – 15:00
15:00 – 16:15
16:15 – 16:30
16:30 – 18:00

19:30 – 21:00

Speakers /
Location
Janos Lonovics
Natalie Tomitch
Christopher
Schonwalder
Christopher
Schonwalder

Ben Prickril
Natalie Tomitch
Janos Lonovics
Conference
Room No1
Conference
Room No2
Conference
Room No3
Conference
Room No4

Conference
Rooms 1-4
Coffee Break/Prepare for R/T Reports
Plenary Session Wrap-up
Natalie Tomitch
Reports of the Roundtables Summary
Ferenc Paulin
Discussion and Conclusions
Room No1

Reception: Share your excellent ideas and we will offer the
best Hungarian wines
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Day 3 – October 10, 2003
TECHNOLOGY TRANSFER SEMINAR
Topic(s) and Questions To Answer
Introduction To The Day

Start / End
08:20 – 08:30

Background/Historical Perspective –
Review Relation Between CSMC &
Hungarian Partners
Strategic View - What is the Future Of
IP ? Where Can We Go With Our
Consortium? What Is Possible?
MORNING BREAK
Finance /Economics – How To
Generate $’s Through A Robust IP /
Technology Transfer Program
Morning Wrap-up
LUNCH BREAK
Roundtable #1: Invention Disclosures
& Patenting Issues
Break / Transition
Roundtable #2: Industry Relationships

08:30 – 09:30

Break / Transition
Roundtable #3: Financial Aspects Of
Technology Transfer
Break / Transition
Roundtable #4: Research
Collaboration / Innovation
Management
Seminar Wrap-up
Review highlights of the day
Review initial goals for both attendees
and CSMC

09:30 – 10:30

10:45 – 11:45
11:45 – 12:00

13:00 – 13:50
13:50 – 14:00
14:00 – 14:50

James Laur
Richard
Katzman
10:30 – 10:45
Edward
Prunchunas
James Laur
Sandor Vari
12:00 – 1:00
Edward
Prunchunas
Richard
Katzman

14:50 – 15:00
15:00 – 15:50

James Laur

15:50 – 16:00
16:00 – 16:50

Carlos Encinas

17:00 – 17:30
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Speakers
Edward
Prunchunas
Sandor Vari
James Laur

Edward
Pruchunas
Sandor Vari

BRIDGES IN LIFE SCIENCES ORGANIZING COMMITTEE
International
Natalie Tomitch, MPH, MBA
Program Officer for Russia and the New Independent States (NIS) and Central and
Eastern Europe (CEE), Division of International Relations, Fogarty International
Center, National Institutes of Health (FIC/NIH), USA
Edward Prunchunas
Senior Vice President for Finance and Chief Financial Officer
Cedars-Sinai Medical Center, Los Angeles, California, USA
Calvin J. Hobel, MD, PhD
Professor, Miriam Jacobs Chair, Department of Obstetrics & Gynecology
Cedars-Sinai Medical Center, Los Angeles, California, USA
Prof. Dr. Robert Mahley
Professor of Pathology and Medicine,
The J. David Gladstone Institutes at University of California, San Francisco
Agnes Rupp, Ph.D.
Senior Research Economist
National Institute of Mental Health (NIMH/NIH), USA
Thomas Cook , Ph.D.
Professor of Occupational and Environmental Health
Center for International Rural and Environmental Health, University of Iowa, USA
Sandor G. Vari, MD
International Research Network Liaison, Burns and Allen Research Institute,
Department of Academic Affairs, Cedars-Sinai Medical center, Los Angeles,
California, USA
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Local
Dóra Groó MD, PhD., MBA
Director, Hungarian Science and Technology Foundation (HSTF), Budapest,
Hungary
László Kopper, MD, Ph.D. DSc
Deputy Vice Rector, Semmelweis University Budapest
Professor & Chairmen 1st Institute of Pathology and Experimental Cancer Research,
Budapest, Hungary
Ferenc Paulin, MD, Ph.D., DSc
Vice Dean of Medical Faculty, Director of 2nd Dept. of Obstetrics and Gynecology,
Faculty of Medicine, Semmelweis University, Budapest, Hungary
Andras Berta, MD, Ph.D.
Dean of the Medical Faculty,
Professor & Chairman Department of Ophthalmology, Medical Faculty, University
of Debrecen, Hungary
Laszlo Matyus, MD, PhD
Vice Dean of Medical Faculty
Professor Department of Biophysics and Cell Biology, Medical Faculty, University
of Debrecen Hungary
Lajos Kemeny, MD, Ph.D.
Chairman of Committee for Contract Research
Professor Department of Dermatology, Faculty of Medicine, University of Szeged,
Hungary
Peter Nemeth, MD, Ph.D.
Professor & Chairman Department of Immunology and Biotechnology, Faculty of
Medicine, University Pecs, Hungary
Péter Szekeres, MD, Ph.D.
Head of the Strategic Project Planning and Quality Control Institute
University of Pécs, Faculty of Medicine, Pécs, Hungary
Ferenc Godo, MD, MBA
Director, VARIMED Kft., Budapest, Hungary
Laszlo Szerenyi & GyulaMarkovics
Praxis Medical System Kft., Miskolc, Hungary
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Time
09:00 – 09:10

09:10 – 09:30

09:30 – 09:50

09:50 – 10:10

10:10 – 10:30

10:30 – 10:50
10:50 – 11:10

Day 1 – October 8, 2003
PLENARY SESSION
Topic(s) and Issues for Discussion
Welcome and Introduction
 What is the agenda and goals for
the day

Speakers
Natalie Tomitch
Fogarty International
Center, USA
Andras Berta
University of
Debrecen, Hungary
Jozsef Mandl
Ministry of Health,
Social and Family
Affairs

US Hungarian scientific cooperation
in the health research field
 Highlights of collaborative
research and training activities
 What has been accomplished
through the existing funding
opportunities?
Needs for Regional Collaborations
Peter Nemeth
 What are some critical success
University of Pecs,
factors and key elements to make
Faculty of Medicine,
this partnership more successful?
Hungary
Natalie Tomitch
Strategic View:
Fogarty International
 Opportunities for Expanded
Center, USA
Collaboration between USA and
CEE
 What are some mechanisms for
expanding US-CEE collaboration
and potential new models?
 What are the potential mutual
benefits of expanded
collaboration and networking?
Simona Lauerova
Regional view of US-CEE
Czech-U.S. Science
Collaboration: Czech model for
and Technology
transition from U.S.-Czech Science &
Program
Technology Fund
 How could any organization
benefit from EU and USA
collaborations?
COFFEE BREAK
Calvin Hobel
New Approaches to Collaboration:
Cedars-Sinai Medical
Exploratory research and research
Center (CSMC),
capacity building collaboration
USA
 How a capacity building
collaborative between US
Medical Centers and Universities
and institutions in CEE will
provide platform to improve our
understanding of the “complex”
scientific issues?
11

11:10 – 11:30

11:30 – 12:00

12:00 –13:00

Benefits of networking in life
science collaboration
 What is needed to make
partnerships more successful?
 Can we project the potential
benefit a Hungarian / CEE &
USA collaboration?
Summary Discussion
 Feedback of the participants

LUNCH BREAK
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Sandor G. Vari
CSMC, USA and
VARIMED Ltd,
Hungary

Natalie Tomitch
Fogarty International
Center, USA
Andras Berta
University of
Debrecen, Hungary

ROUNDTABLE DISCUSSIONS
Roundtable #1: Cardiovascular diseases (CVD)
Chairs
13:00 – 14:30
Roundtable #1: Cardiovascular diseases (CVD)
Central and Eastern European medical centers have features
that make them uniquely attractive to serve in
cardiovascular clinical trials. The standard of care and
emphasis of evidence-based management are characteristics
important for all clinical sites. However, sites that have
Robert H Jones
well-structured systems of care are well suited for
Andrzej
integrating the protocol of a clinical trial with standard
Rynkiewicz
clinical care practices. Additionally, waiting lists at
Ferenc Horkay
institutions for diagnostic and therapeutic decisions provide
an environment conducive to deliberation on participation
in clinical trials by patients and their physicians. This
roundtable will focus on specific opportunities and
Thomas P.
challenges to sites desiring to participate in clinical research
Bersot
trials sponsored by the National Institutes of Health.
Erhan Palaoglu
Experiences in site recruitment and patient enrolment in the
Zoltan
Surgical Therapy for Ischemic Heart Failure (STICH) Trial
Prohaszka
will be used as an example of other similar NIH trials to
provide concrete examples for discussion. This trial
evaluates the relative value of intensive medical and
modern surgical therapies for patients with advanced
ischemic cardiomyopathy. Additionally, this trial
incorporates a number of noninvasive studies in the
standard trial protocol and offers additional noninvasive
studies for centers voluntarily participating in ancillary
studies.
14:30 – 14:45
Coffee break
14:45 – 16:15 Roundtable #1: Cardiovascular diseases
(CVD) continues
16:15 - 16:30
Coffee Break/Prepare for R/T Reports
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Roundtable #2: Reproductive health (REP)
Chairs
13:00 – 14:30
This roundtable will support the development of an
Calvin Hobel
exploratory research and capacity-building collaboration
Ferenc Paulin
between U.S. health care and research facilities and Central Marcej Kurpisz
and Eastern European Countries (CEE’s) to provide new
information to improve our understanding of the “complex”
perinatal problem of low birth weight (LBW). The
development of a complex disease is influenced both by
William Britt
environment, particularly such lifestyle factors as smoking,
Stipan Jojic
diet, and exercise level and by genetics, specifically the
Dusan Popovac
combined effects of what may be subtle alterations in
several genes. Thus, multiple conditions that may have
multiple causes and associated conditions (risk factors)
interact to cause suboptimal health. Low Birth Weight
(LBW) newborns is the leading cause of death and
morbidity of foetus and newborns in the world, of
handicapped children and of serious illness in adulthood. It
is composed of three major etiologic categories: (1)
Spontaneous preterm labour, (2) Foetal growth retardation
(IUGR) mainly as a consequence of insufficient supply of
nutritients and oxygen and (3) Pre- eclampsia
14:30 – 14:45
Coffee break
14:45 – 16:15 Roundtable #2: Reproductive health
(REP) continues
16:15 - 16:30
Coffee Break/Prepare for R/T Reports
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Roundtable #3: Cancer research (CAN)
Chairs
13:00 – 14:30
Participants will discuss ongoing research and review the
most sophisticated molecular and clinical tools currently
available to develop new diagnostic and treatment strategies
Snorri
can revolutionize cancer care. The major advances in
Thorgeirsson
molecular-genetic techniques combined with highLászló Kopper
throughput technologies allow undertaking significant
molecular epidemiological studies to drive future clinical
Kenneth A.
practice throughout the rest of the century. Researchers are
Mundt
confident that the scientific and clinical community can
Jan Lubinski
form a collaborative between USA and CEC which will
provide a developmental and incremental pathway from the
bedside to the laboratory and back with improved targeted
therapies for both prevention and therapy in different
deadly malignancies like lung cancer. Lung cancer will be
the 5th cause of death in the world in 2020. In Europe it
already kills more people than the total deaths from breast,
colon and prostate cancers. Lung cancer is an enormous
part of the price paid by the community for the tobacco
epidemics.
14:30 – 14:45
Coffee break
14:45 – 16:15 Roundtable #3: Cancer Research (CAN)
continues
16:15 - 16:30
Coffee Break/Prepare for R/T Reports
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Roundtable #4: Infectious diseases (IFN)
13:00 – 14:30
Infectious diseases remain major causes of morbidity and
mortality throughout the world. HIV/AIDS, tuberculosis,
hepatitis C and cryptosporidium parvum are the focus of
specific research projects that will be presented by
participants of this roundtable as examples of current
research collaborations. Using these examples, the group
will discuss the barriers experienced, key support
mechanisms and future research plans. In addition, this
roundtable will engage in a discussion of the importance of
the development of a sustainable human resource and
infrastructure for supporting infectious disease research,
including: 1) identifying research questions which will
receive support from the scientific community; 2)
identifying new research partners and collaboration
between the US and Central and Eastern European
scientists; 3) developing methods for obtaining support
from key in-country policy makers and health
professionals; 4) suggesting procedures for developing
strong research plans and methods, i.e. obtaining the needed
expertise; 5) addressing ethics and patient safety; 6)
identifying approaches to provide support for research and,
7) training future scientists.
14:30 – 14:45
14:45 – 16:15 Roundtable #4: Infectious Diseases
(IFN) continues

16:15 - 16:30

Chairs
Claudia A.
Kozinetz
Katarina
Mikusova
Jozsef Tozser

Coffee break
Holly Hagan
Cestmir Altaner
Akos
Somoskovi
Coffee Break/Prepare for R/T Reports

16:30 – 18:00
Plenary Session
Wrap-up
Reports of the Roundtables
Summary Discussion

Natalie Tomitch
Fogarty
International
Center, USA
Peter Nemeth
University of
Pecs, Faculty of
Medicine,
Hungary
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Time
08:30 – 08:40

Day 2 – October 9, 2003
PLENARY SESSION
Topic(s) and Issues for Discussion
Plenary Session:
Welcome and Introduction
 What is the agenda and goals for the
day

08:30 – 10:00

General Training Session
Grantsmanship
 Grants-writing (general and NIHspecific)
 How? What? To whom?

10:00 – 10:15
10:15 – 11:30

COFFEE BREAK
General Training Session (cont’d)
Grantsmanship
 Grants-writing (general and NIHspecific)
 How? What? To whom?
COFFEE BREAK
Entrepreneurship in Life Sciences
 Why bring promising research
results into the development phase,
and make a product?
 How find the financial resources
(Agencies) and the industrial partner
(Companies)?
 With whom? (eligibility,
organizational criteria, investigator
criteria, site criteria)
 What should be changed to have a
better opportunity for CEE
participation?
Summary Discussion
 Feedback of the participants

11:15– 11:30
11:30 – 12:00

12:00 – 12:30

12:30 – 13:30

LUNCH BREAK
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Speakers
Natalie Tomitch
Janos Lonovics
Head of the Albert
Szent-Gyorgyi
Medical and
Pharmaceutical
Center
University Szeged
Christopher
Schonwalder
Senior
Environmental
Health Advisor to
the Director,
Fogarty
International
Center, National
Institutes of Health,
US
Christopher
Schonwalder

Ben Prickril
Technology
Transfer Branch
National Cancer
Institute
National Institutes
of Health, US

Natalie Tomitch
Janos Lonovics

ROUNDTABLE DISCUSSIONS
Roundtable #5: Neuro / brain research (NBR)
13:30 – 14:45
As evidenced in the appended abstracts, the collaborative
efforts fostered by the Fogarty International Center of the
United States National Institutes of Health have resulted in
numerous high-quality Neuroscience research programs
throughout Central and Eastern Europe. These
Neuroscience activities span the field of contemporary
Neuroscience, employing multiple state-of-the-art in vivo
and in vitro approaches to address questions of basic
science, pre-clinical, and clinical interest. Of particular
interest is the fact that many of these studies incorporate
structural, functional, cellular, and molecular endpoints in
higher order animals, subhuman primates, and humans.
Through these approaches, the Central and Eastern
European Neuroscience communities are pursuing multiple
areas of inquiry focusing on agonist-receptor interactions,
signal transduction pathways, the modulation of pain,
somatosensory integration, visual perception, and the
perceptual organization of sound. These basic science
endeavors are complemented by parallel preclinical and
clinical studies in the areas of multiple sclerosis,
Parkinson’s disease, cortical malformation, and traumatic
brain injury. The goals of this Roundtable are broad based
and will attempt to address scientific and administrative
issues of immediate relevance to both the Central and
Eastern European Neuroscience community and the Fogarty
International Center of the United States National Institutes
of Health. The Roundtable is intended to update the
Central and Eastern European communities on ongoing
Neuroscience research supported, in part, by the Fogarty
International Center. It is anticipated that the dialogue
resulting from this Roundtable will lead to new scientific
interchanges and collaborations. It is hoped that new and
enhanced basic science, preclinical, and clinical studies will
follow these collaborations, ultimately benefiting the
scientific community and peoples of the United States and
Central and Eastern Europe. Lastly, via this Roundtable
discussion, it is anticipated that the Fogarty International
Center will gain new insight into the most appropriate
approaches and model systems needed to further enhance
scientific collaboration between Central and Eastern
European Scientists and their U.S. collaborators.
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Chairs
John Povlishock
Andras Buki
Gregor Majdic

Daniel Javitt
George Karmos
Stojan
Aleksievski

Spine research:
 Demineralized bone matrix, bone morphogenetic
proteins, and gene therapy as they apply to tissue, disc,
and cartilage regeneration and bone healing for
J. Patrick
degenerative spinal disorders
Johnson
 Spinal biomechanics as they relate to metallurgy,
M. Tamas Doczi
biomaterials and synthetics
Juraj Steno
 Non-fusion surgical alternatives to traditional fusion
procedures for spinal disorders
 Computerized minimally invasive/image guidance
techniques for surgical applications
 Scoliosis /spinal deformity - neural and biomechanical
origins as they apply to management
14:30 – 14:45
Coffee break
15:00 – 16:15 Roundtable #5: Neuro / brain research
(NBR) continues
16:15 - 16:30
Coffee Break/Prepare for R/T Reports

Roundtable #6: Genetics of diseases, functional
Chairs
genomics and proteomics and cell biology (FGP)
13 :30 – 14 :45
Participants will create a fertile ground to discuss the needs Ashok S. Bhagwat,
of multiple laboratories in Europe and USA collecting
László Dorgai
genomics and postgenomics data and willing to get a better
Jacek Kuznicki
insight into the heterogeneity of diseases to improve patient
care. Large groups of patients with standardize laboratory,
genomics, proteomics, clinical, and histological information
across Europe and USA could provide a rational approach
to improve the medical treatment of these disorders.
Participant will review cutting age research in the genetic
origin of diseases, and they will review ongoing
investigations in functional genomics and proteomics,
computer simulation and bioinformatics and cell biology to
get a better insight in disease prognosis and pathogenesis.
14:30 – 14:45
Coffee break
14:45 – 16:15 Roundtable #6 Genetics of diseases,
functional genomics and proteomics and cell biology
(FGP) continues
16:15 - 16:30
Coffee Break/Prepare for R/T Reports
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Roundtable #7: Environmental health sciences (ENV)
13 :30 – 14 :45
Environmental factors are hypothesized to associate with
many untoward health effects of unknown etiology. Among
them are birth defects and developmental abnormalities;
cancer; and various neurological diseases. There appears to
be a definite genetics component (susceptibility) involved in
many low-level chronic exposure scenarios resulting in
disease. Access to well-defined populations, geographic
and genetic, with records of measurable exposures to
environmental agents is the key to finding cause-effect in
these associations. NIH and FIC environmental programs
have supported good collaborative research and training
with CEE researchers, while taking advantage of the unique
challenges and data that CEE presents. New collaborative
opportunities will be discussed.

Chairs

Thomas Cook
Ivan Ciznar

14:30 – 14:45
Coffee break
14:45 – 16:15 Roundtable #7: Environmental Health
Thomas Cook
Sciences (ENV) continues
16:15 - 16:30
Coffee Break/Prepare for R/T Reports
Roundtable #8: Behavioral Health Care Research
(BHS)
13:30 – 14:45
Roundtable participants with expertise and interest in health
care research focusing on mental health, tobacco, alcohol
and drug abuse will share their vision and experience in
how to build an interdisciplinary international research
network, to include pre-clinical and clinical researchers,
behavioral and social scientists, epidemiologists, and health
economists. Collaboration in cutting-edge research,
training, and practice in behavioral health has high public
health relevance in the region and in the US to reduce the
enormous economic burden imposed by mental and
addictive disorders and their medical co-morbidities on
individuals, communities and societies, as measured by the
Disability Adjusted Life Years (DALYs) index. Future
research and research training partnerships related to
behavior, lifestyle and social determinants of health will
also be explored.

Chairs

Agnes Rupp
Nikolay Tomov

14:30 – 14:45
Coffee break
14:45 – 16:15 Roundtable #8 Behavioral Health Care
Research (BHS) continues
16:15 - 16:30
Coffee Break/Prepare for R/T Reports
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16:30 – 18:00
Plenary Session
Wrap-up; Reports of the Roundtables
Summary Discussion and Conclusions

Natalie Tomitch
Fogarty
International
Center
(FIC/NIH), USA
Ferenc Paulin
Vice Dean
Faculty of
Medicine
University
Semmelweis,
Budapest
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TECHNOLOGY TRANSFER SEMINAR

Organized and sponsored by Cedars-Sinai Medical Center, Los Angeles,
California, USA
GOALS OF SEMINAR PRESENTATION FOR ATTENDEES:


Obtain information on how to develop a viable IP/Technology Transfer
operation;



Identify the resources required to introduce and sustain a tech transfer
function for their organizations;



Assess the economic benefits of committing to development of a
technology transfer function;



Stimulate thinking of attendees regarding what science they have
underway that would be appropriate candidates as IP development.

GOALS FOR CSMC IN PROVIDING SEMINAR:


Continue work already started to build a stronger relationship with
selected health care institutions located in Hungary and other central
European countries that leads to scientific exchange and business
partnerships;



Reach out to new prospective sources of excellent science and technology
to develop strong candidates for IP to be developed through CSMC;



Enable CSMC to expand its current patent portfolio with new IP based on
science developed in Hungary and other central European medical
research centers;



Set CSMC up as a preferred partner for the attendees regarding
development and commercialization of their IP.
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Day 3 – October 10, 2003
TECHNOLOGY TRANSFER SEMINAR PROGRAM
Topic(s) and Questions To Answer
Introduction To The Day
Who is CSMC?
What is the agenda and goals for the day
Background/Historical Perspective – Review
Relation Between CSMC & Hungarian
Partners
What is the consortium and who are its
members?
How has the membership evolved over the
past 2 years?
What were the original goals of the initial
agreement?
What has been accomplished during the
term of the existing agreement?
What collaborative activities have been
planned and completed?
Strategic View - What is the Future Of IP ?
Where Can We Go With Our Consortium?
What Is Possible?
What is happening in the U.S. and/or
worldwide regarding development of IP and
growth in tech transfer?
What are models of success in the United
States?
How is success being measured?
What are the critical success factors for
these models?
What are the key elements of the new
proposed partnership agreement?
How will each participant benefit under
the new agreement?
What is possible in the future – Future
options for a tech transfer partnership?
What would be some next steps to
implement the new consortium agreement?
MORNING BREAK

Start / End
08:20 – 08:30

08:30 – 09:30
Sandor
Vari
James Laur

09:30 – 10:30
James Laur
Richard
Katzman

10:30 – 10:45
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Speakers
Edward
Prunchunas

Topic(s) and Questions To Answer
Finance /Economics – How To Generate $’s
Through A Robust IP / Technology Transfer
Program
 What has been the success of the CSMC IP
/ Tech Transfer Program (Patents Files,
Awards, Licensing Agreements, $’s)?
 What is the typical economic arrangement
between PI’s and CSMC?
 What types of economic models might be
developed between CSMC and consortium
members? (Simple patents to freestanding
spin-off companies.)
 Can we project (As an example) the
economic upside potential between a
Hungarian / Central European participant
& CSMC?
 What s needed to make this partnership
economically successful?
 What are the risks (if any) of a new IP
development company?
Morning Wrap-up
 What were the key takeaways from the
morning sessions?
What will be covered in the afternoon sessions?
LUNCH BREAK
Topic(s) and Questions To Answer
Roundtable #1: Invention Disclosures &
Patenting Issues
 What is the process (model) used to
complete an invention disclosure and file a
patent application?
 How is potential IP identified?
 How do we work W/PI’s to identify
opportunities?
 How long does it take to move an
application through the system?
 What are the challenges faced with trying
to obtain a patent?
 What are the differences between patents
and copyrights?
 How does the copyright process work and
when can/should it be applied?
Break / Transition

13:50 – 14:00

Topic(s) and Questions To Answer

Start / End
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Start / End

Speakers

10:45 – 11:45

Edward
Prunchunas
James Laur

11:45 – 12:00

12:00 – 1:00
Start / End
13:00 – 13:50

Sandor
Vari

Speakers
Edward
Prunchunas

Speakers

Roundtable#2: Industry Relationships
How are industry contacts identified?
Which of the major bio-tech, “pharma”,
device companies are interested in
devices, vs. drugs vs. Other?
 What types of relationships/partnerships
are being developed?
 Are there any great success stories that can
be identified that yielded the partners
significant economic rewards?
 What are the range of relationships
possible between holders of IP and
industry?
Break / Transition
Roundtable#3: Financial Aspects Of
Technology Transfer
 How are licensing deals structured?
 What is the range of options regarding
royalty payments vs. equity participation?
 Are there examples of IP deals that can be
discussed?
 What seems to be the direction from a
legal perspective and how does that impact
the financial relationship?
Break / Transition
Roundtable#4: Research Collaboration /
Innovation Management
 Who are the potential or possible
inventors and/or owners?
 Do they have established procedures to
deal with inventions?
 Do they have established code of ethics
(industrial relation) to deal with
inventions?
 Do they have any policy for income
sharing could be a result of a patent
licensing?



Seminar Wrap-up
 Review highlights of the day
Review initial goals for both attendees and
CSMC
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14:00 – 14:50

Richard
Katzman

14:50 – 15:00
15:00 – 15:50

James Laur

15:50 – 16:00
16:00 – 16:50

17:00 – 17:30

Carlos
Encinas

Edward
Pruchunas
Sandor
Vari

OVERVIEW OF THE GRANTS
Bridges in Life Sciences Roundtable #1 Cardiovascular Diseases (CVD)
RT Summary
Central and Eastern European medical centers have features that make them
uniquely attractive to serve in cardiovascular clinical trials. The standard of
care and emphasis of evidence-based management are characteristics important
for all clinical sites. However, sites that have well-structured systems of care
are well suited for integrating the protocol of a clinical trial with standard
clinical care practices. Additionally, waiting lists at institutions for diagnostic
and therapeutic decisions provide an environment conducive to deliberation on
participation in clinical trials by patients and their physicians. This roundtable
will focus on specific opportunities and challenges to sites desiring to
participate in clinical research trials sponsored by the National Institutes of
Health. Experiences in site recruitment and patient enrolment in the Surgical
Therapy for Ischemic Heart Failure (STICH) Trial will be used as an example
of other similar NIH trials to provide concrete examples for discussion. This
trial evaluates the relative value of intensive medical and modern surgical
therapies for patients with advanced ischemic cardiomyopathy. Additionally,
this trial incorporates a number of noninvasive studies in the standard trial
protocol and offers additional noninvasive studies for centers voluntarily
participating in ancillary studies.
Chairpersons:
Session 1
Thomas P. Bersot, M.D., Ph.D. Associate Investigator, Gladstone Institute of
Cardiovascular Disease
Professor of Medicine, University California, San Francisco, USA
Erhan Palaoglu, Ph.D., Chief, Clinical Laboratory, American Hospital, Istanbul,
Turkey
Zoltan Prohaszka, MD, 3rd Department of Medicine, Semmelweis University,
Budapest, Hungary
Session 2
Robert H Jones, MD, Department of Surgery, Division of Cardiovascular and
Thoracic Surgery, Duke University School of Medicine
Andrzej Rynkiewicz, M.D., Clinical Cardiology Centre, First Department of
Cardiology, Gdansk, Poland
Ferenc Horkay, MD, PhD, DSc, George Gottsegen National Institute of
Cardiology, Budapest, Hungary
Participants:
Erhan Palaoglu, Ph.D., Chief, Clinical Laboratory, American Hospital, Istanbul,
Turkey
Andrzej Rynkiewicz, M.D., Clinical Cardiology Centre, First Department of
Cardiology, Gdansk, Poland
Janusz Zaslonka, MD, Principal Investigator, Lead Surgeon, Institute of
Cardiology, Department of Cardiology, Medical University Lodz, Poland
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Mieczyslaw Pasowicz, M.D., Ph.D., General Director, John Paul II Hospital,
Krakow, Poland
Oguz K. Baskurt, MD, PhD, Vice Rector, Akdeniz University, Professor and
Chairman, Department of Physiology,
Akdeniz University Faculty of Medicine Kampus, Antalya, Turkey
Pawel Buszman, MD, Silesian Centre for Cardiology, Gornoslaskie Centrum
Kardiologii, Katowice, Poland
Invited participants:
Frenc Horkay, MD, PhD, DSc, George Gottsegen National Institute of
Cardiology, Budapest, Hungary
Papp Lajos, MD, PhD, DSc, University of Pécs, Faculty of Medicine,
Department of Cardiology, Pecs, Hungary
István Édes, M.D., Ph.D., D.Sc., University of Debrecen Medical & Health
Science Centre, Department of Cardiology, Debrecen, Hungary
Istvan Preda, MD, DSc, Head, National Health Center, Department of
Cardiology
Peter Kupcsulik, MD, PhD, DSc, 1st Department of Surgery, Semmelweis
University, Budapest, Hungary
Gyorgy Fust, MD, PhD, 3rd Department of Medicine, Semmelweis University,
Budapest, Hungary
Laszlo Cervenak, PhD, Research Group on Atherosclerosis and
Metabolism , Hungarian Academy of Sciences
Zoltan Borocz, MD, 3rd Department of Medicine, Semmelweis University,
Budapest, Hungary
Zoltan Nagy, MD 1st Department of Surgery, Semmelweis University Budapest,
Hungary

NIH GRANTS IN CENTRAL AND EASTERN EUROPE
Genetic Determinants: Low HDL, High TGs, Obesity
5R01HL071027-02
NHLBI
Abstract: DESCRIPTION (provided by applicant): Over the past 10 years,
extensive studies have been conducted in Turkey to determine the risk factors
for heart disease. Studies involving approximately 10,000 Turkish men and
women from six different regions of Turkey have established that this
population is unique in several ways. The Turks have the lowest plasma levels
of high density lipoprotein cholesterol (HDL-C) of almost any population in the
world (75 percent of the men and 50 percent of the women have HDL-C levels
<40 mg/dl). The mean HDL-C levels are 10-15 mg/dl lower than those in
Western European or American populations. In addition, Turks, especially
Turkish women, have a tendency toward obesity [38.8 percent of the women
have body mass index (BMI) >30 kg/M2], and both men and women have a
tendency toward hypertriglyceridemia. The low HDL-C, however, is
independent of obesity or hypertriglyceridemia. Samples from this wellcharacterized population provide a unique opportunity to explore the genetic
determinants associated with the high prevalence of low HDL-C,
27

hypertriglyceridemia, and obesity (characteristics of the metabolic syndrome).
This project will analyze DNA from frozen blood samples to investigate new
candidate gene targets that may provide insights into the abnormalities
characterizing this population. The samples and extensive biodata are available
on all 10,000 participants. In Specific Aim 1, we will identify polymorphisms in
acyl CoA:diacylglycerol acyltranferase (DGAT)- I and -2 and in ATP-binding
cassette A I (ABCA I) genes that are associated with differences in BMI, HDLC, and triglyceride concentration, and other parameters such as blood pressure.
These studies will focus significantly on promoter and coding sequence
polymorphisms in DGAT-I and -2 and ABCAL In Specific Aim 2, we will
determine whether the polymorphisms have functional significance by using a
luciferase reporter system to determine expression of polymorphic forms of
DGAT and ABCAI, a cholesterol efflux measurement to determine the
functional significance of ABCAI coding sequence polymorphic sites, and a
triglyceride synthesis assay to determine the functional significance of DGAT-I
and -2 polymorphic sites. The polymorphic site association studies will be
performed on DNA samples from three subgroups of Turks: (a) individuals
likely to have the metabolic syndrome, (b) individuals with isolated low HDL-C
(normal triglycerides), and (c) normolipidemic unaffected controls.
Thesaurus Terms:
genetic polymorphism, genetic susceptibility, human population genetics,
insulin sensitivity /resistance, metabolism disorder, syndrome
cardiovascular disorder risk, diabetes mellitus genetics, gender difference,
genetic mapping, high density lipoprotein, hyperlipidemia, obesity, racial
/ethnic difference
Middle East, clinical research, human genetic material tag, human tissue,
reporter gene, tissue /cell culture
US PI
Robert W. Mahley, M.D., Ph.D.
Professor of Pathology and Medicine
University of California, San Francisco
Tel: 415-826-7500
Fax: 415-285-5632
E-mail: rmahley@gladstone.ucsf.edu
Thomas P. Bersot, M.D., Ph.D.
Associate Investigator, Gladstone Institute of Cardiovascular Disease
Professor of Medicine, University of California, San Francisco (UCSF)
P. O. Box 419100
San Francisco, CA 94141-9100
Tel: 415- 695-3714
Fax: 415- 431-4022
E-mail: tbersot@gladstone.ucsf.edu
Turkey
Erhan Palaoglu, Ph.D.
Chief, Clinical Laboratory
American Hospital
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Guzelbache Sok. No. 20
Nisantasi 80200
Istanbul, Turkey
Fax: 0 212 311 2190
Email: kep@amerikanhastanesi.com.tr

Surgical Treatment for Ischemic Heart Failure (STICH) Trial
1U01HL 69015-01 , NHLBI
Abstract: DESCRIPTION (provided by applicant): The Surgical Treatment for
Ischemic Heart Failure (STICH) multicenter international randomized trial
addresses two specific primary hypotheses in patients with clinical heart failure
(HF) and left ventricular (LV) dysfunction who have coronary artery disease
(CAD) amenable to surgical revascularization: 1) Coronary artery bypass
grafting (CABG) with intensive medical therapy (MED) improves long-term
survival compared to MED alone; 2) In patients with anterior LV dysfunction,
surgical ventricular restoration (SVR) to a more normal LV size improves
survival free of subsequent hospitalization for cardiac cause in comparison to
CABG alone. Important secondary endpoints include morbidity, economics,
and quality of life. Core laboratories for cardiac magnetic resonance (CMR),
echocardiography (ECHO), neurohormonal/ cytokine/genetic (NCG), and
radionuclide (RN) studies will ensure consistent testing practices and
standardization of data necessary to identify eligible patients and to address
specific questions related to the primary hypotheses. Over three years, 50
clinical sites will recruit 2,800 consenting patients with HF, LV ejection
fraction (EF) <.35, and CAD amenable to CABG. These patients first will be
characterized by angina intensity or presence of left main coronary stenosis as
appropriate for only surgical therapy or either medical or surgical therapy. All
patients will be evaluated further for appropriateness of SVR indicated by an
end-systolic volume index (ESVI) >60 ml/m2 and akinesia >35% of the anterior
LV wall. The 600 patients estimated to be eligible for SVR but ineligible for
randomization to medical therapy will be evenly randomized to CABG with or
without SVR. Of the 2,200 consenting patients eligible for medical or surgical
therapy, the 1,600 not SVR eligible will be evenly randomized between MED
only and MED with CABG. The remaining 600 patients also eligible for SVR
will be randomized between three treatments of MED only, or MED + CABG,
or MED + CABG + SVR. Registries of clinical information will be maintained
on eligible patients who decline trial entry. At four-month intervals for a
minimum of three years, all randomized patients will be followed by a clinical
visit and registry patients will be followed by telephone. Appropriate subgroups
of randomized patients will have core laboratory studies repeated at specified
follow-up intervals. In the patients randomized to MED with or without CABG,
CABG with MED is hypothesized to demonstrate a >20% reduction in the
primary endpoint of all-cause death with an 89% power from the projected 25%
three-year mortality for MED. In the SVR-eligible patients, CABG + SVR is
hypothesized to show a 20% advantage with 90% power in the endpoint of
survival free of hospitalization for cardiac cause projected to be 50% at three
years in patients receiving CABG without SVR. Definition of efficacy of
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potential therapies and their mechanisms of benefit by the STICH Trial is
certain to inform future choice of therapy and thereby extend and improve the
quality of lives of millions of patients who now suffer from ischemic HF.
Thesaurus Terms: biomedical facility, data management, heart failure, heart
revascularization, human therapy evaluation, myocardial ischemia /hypoxia
cardiovascular disorder chemotherapy, clinical trial phase II /III /IV,
cooperative study, coronary bypass, coronary disorder, heart dimension /size,
quality of life echocardiography, human subject, magnetic resonance imaging,
patient oriented research
US PI:
Robert H Jones, MD
Department of Surgery
Division of Cardiovascular and Thoracic Surgery
Duke University School of Medicine
2986, Durham, North Carolina, 27710 USA
Tel: 919-668-8357
Fax: 919-668-7039
E-mail: jones060@mc.duke.edu
Poland
Andrzej Rynkiewicz, M.D.
Clinical Cardiology Centre
First Department of Cardiology
7, Debinki Street
80-211 Gdansk, Poland
Tel/fax: 48-58-346-1201
E-mail: arynk@amg.gda.pl
Janusz Zaslonka , MD
Principal Investigator, Lead Surgeon
Institute of Cardiology, Department of Cardiology
Medical University Lodz
Kniaziewlcza 1/5
Lodz 91-347, Poland
Tel: 48 42-633-1558
Fax: 48 42-633-1558
E-mail: bjegier@mnc.pl
Drozoz@Ptkardio.pl
Mieczyslaw Pasowicz, M.D., Ph.D.
General Director
John Paul II Hospital
Pradnicka Str. 80
31-202 Krakow, Poland
Tel: 48-12-614-2001
Fax: 48-12-614-2266
E-mail: m.pasowicz@szpltaljp2.krakow.pl
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In Vivo Correlates of Altered Red Blood Cell Aggregation
1R03TW 01295-01A2
FIC
Abstract: DESCRIPTION (provided by applicant) This Fogarty International
Research Collaboration Award (FIRCA) proposal has been designed to expand
and enhance the parent grant entitled "Hemorheology Studies Related to In
Vivo Blood Flow," (HL 15722, H.J. Meiselman, PI), and to enhance, expand
and increase the research capacity of the foreign scientist (Dr. Oguz K. Baskurt)
and the foreign institution (Akdeniz University, Antalya, Turkey). The parent
grant is focussed on the in vitro hemorheological behavior and RBC
aggregation mechanisms of normal and pathologic human blood, whereas both
Dr. Baskurt's expertise and this FIRCA proposal deal with the use of animal
blood and in vivo blood flow studies. This proposal and the parent grant thus
share common long-range goals related to the physiological correlates of altered
RBC aggregation, yet employ complementary methodologies to achieve these
objectives. The specific aims of this FIRCA proposal are: 1) to evaluate the
effects of altered RBC aggregation on in vivo flow resistance, via the use of an
in situ guinea pig hind limb system and an isolated rat heart preparation, in
order to test the hypothesis that there is an optimal level of RBC aggregation
which minimizes overall resistance to blood flow; 2) to determine the effects of
altered RBC aggregation on rat heart trans-mural myocardial hematocrit
distribution to test the hypothesis that there is an optimal level of RBC
aggregation which preserves the normal physiological gradient; 3) to evaluate
the effects of plasma viscosity on in vivo flow resistance in order to test the
hypothesis that increased plasma viscosity modulates the influence of enhanced
RBC aggregation. Note that an unique and important aspect of the proposed
studies is the use of the PI's recently developed technique for modifying RBC
aggregation via covalent binding of polymers to the RBC surface; this new
method does not require foreign polymers or proteins to be added to native
plasma and thus allows RBC aggregation and medium viscosity to be varied
independently. Successful completion of the major aims of this program will
provide quantitative information relevant to the effects of both enhanced and
decreased RBC aggregation on vascular resistance and hematocrit distribution,
and should offer therapeutic insight into clinical states associated with abnormal
red cell aggregation.
Thesaurus Terms: cell aggregation, erythrocyte, hemodynamics
blood /lymphatic pharmacology, blood cell count, blood flow measurement,
blood viscosity, blood volume, cooperative study, copolymer, dextran, heart,
limb, oxirane, oxygen transport, polyethylene glycol, vascular resistance
guinea pig, laboratory rat, tissue /cell culture
US PI
Herbert Meiselman, MD, PhD
University of Southern California,
Department of Physiology and Biophysics
2250 Alcazar Street, CSC-219
Los Angeles, CA 90033, USA
Tel: 323-442-1268
Fax: 323-442-2283
email: meiselma@hsc.usc.edu
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Turkey
Oguz K. Baskurt, MD, PhD
Vice Rector, Akdeniz University
Professor and Chairman
Department of Physiology
Akdeniz University Faculty of Medicine
Kampus, Antalya
07070 Turkey
Tel : 90 242 227 5996
Fax : 90 242 227 5384
E mail: baskurt@akdeniz.edu.tr
http://www.akdeniz.edu.tr/~baskurt

Occluded Artery Trial (OAT)
U01HL62509-01A1
NHLBI
Abstract: Background. The benefits of establishing early coronary reperfusion
in acute myocardial infarction (MI) have now been unequivocally established.
However, current pharmacological strategies fail to achieve effective
reperfusion in 30% or more of patients, and many patients with occluded infarct
arteries do not meet current criteria for use of these agents. Early angioplasty,
an effective reperfusion method, is available to a small proportion of potentially
eligible US acute MI patients. Hence, a substantial number of acute MI patients
pass the time when reperfusion therapy has any documented benefit (12-24
hours) with a persistently closed infarct vessel. Several lines of experimental
and clinical evidence suggest that late reperfusion of these patients could
provide clinically significant reductions in mortality and morbidity. Hypothesis:
The central hypothesis of the Occluded Artery Trial is that opening an occluded
infarct artery 3-28 days after an acute MI in high-risk asymptomatic patients
(ejection fraction less than 50% or proximal occlusion of a large coronary
artery) will reduce the composite endpoint of mortality, recurrent MI, and
hospitalization for NYHA class IV congestive hear failure (CHF) over an
average three year follow-up. Specific aims. The study will be a prospective
clinical trial with 3,200 patients randomly allocated in equal proportions to two
treatments arms over two years. One treatment will consist of conventional
medical management (including aspirin, beta blockers, ACE inhibitors, and risk
factor modification). The experimental treatment will consist of conventional
medical therapy plus percutaneous coronary intervention and coronary stenting.
Clinical outcomes will be compared using an intention-to-treat analysis. We
have one primary specific aim: 1) To compare the composite outcome of allcause mortality, non-fatal MI and hospitalization of NYHA class IV CHF based
on an average three year follow-up among patients assigned to the two
treatments. We have three secondary specific aims: 1) To compare the
individual components of the study composite primary endpoint in the two
treatment arms. 2) To compare the medical costs of the two treatments and
assess the cost effectiveness of percutaneous revascularization in the study
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population. 3) To compare health-related quality of life in the two treatment
groups. Operations. The oat clinical coordinating center moved to new york
university school of medicine in New York city in june 2003. The Data
Coordinating Center (DCC) is at the Maryland Medical Research Institute. The
Economics and Quality of Life Coordinating Center is at Duke University. The
Angiographic Core Laboratory is at the University of British Columbia.
Thesaurus Terms:
artery occlusion, human therapy evaluation, intraluminal angioplasty,
myocardial infarction
ACE inhibitor, aspirin, beta adrenergic agent, blood vessel prosthesis,
cardiovascular disorder epidemiology, combination therapy, cooperative study,
health care cost /financing, heart disorder chemotherapy, quality of life,
reperfusion, clinical research, human subject
US PI
Judith S. Hochman, MD
New York University School Of Medicine
550 1ST AVE
New York, NY 10016, USA
Tel: 1 212-263-6927
Fax: 1 212-263-7129
E-mail: JUDITH.HOCHMAN@MED.NYU.EDU
Staci Abramsky, MPH
OAT Project Manager
VAMC of Manhattan
423 East 23rd Street
VA 15 North Room 15145
New York NY 10010 USA
Tel: 1 212-263-4225
Fax: 1 212-263-4137
E-mail: STACI.ABRAMSKY@MED.NYU.EDU
Poland
Pawel Buszman, MD
Silesian Centre for Cardiology
Gornoslaskie Centrum Kardiologii
ul. Ziolowa 45
Katowice, Poland
Tel: 48-32-202-3060
Fax: 48322023060
E-mail: pbuszman@ka.onet.pl
Krystyna Loboz Grudzien, MD
Szpital im. Marciniaka
Oddzial Kardiologii I Chorob Wcwnetrznych
ul. Traugutta 116
Wroclaw, Poland 50-420
Tel: 48-71-342-73 05
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Fax: 48713427305
E-mail: kloboz@wp.pl
Slovakia
Viliam Fridrich, MD
Slovak Institute of Cardiovascular Disease
Pod Krasnou horkou Str. No. 1
Bratislava, Slovakia 83348
Tel: 421-7-5-93-0275
Fax: 421-2 54788739
E-mail: viliam.fridrich@slovanet.sk
Calcium Signaling in the Cardiac Excitation-Contracting Coupling Unit
1R03TW 05543-01
FIC
Abstract: This research will be done primarily in Slovak Republic as an
extension of NIH grant # ROl HL52620. The overall goal of this proposal is to
elucidate the mechanisms of calcium signaling in dyads of mammalian cardiac
muscle cells. These structures, representing excitation-contraction coupling
units, contain clusters of L-type calcium channels (the excitation unit) in
apposition to clusters of ryanodine receptor calcium release channels (the
release unit) functionally coupled by calcium ions. The feed-forward calcium
signaling steps are important for activation of calcium release by excitation, the
feedback calcium signaling steps are important for inactivation of calcium
current and calcium release, and their relationship to the topology of channels in
the excitation-contraction coupling unit will be determined. To this end,
measurements of the kinetics of whole-cell calcium currents, whole-cell
calcium transients, and dyadic calcium release events during stimulation and
during recovery from inactivation will be carried out. The properties of the
excitation-contraction coupling unit, such as calcium channel gating and
permeation, the fraction of active calcium channels, and the rate of calcium
binding to the ryanodine receptor, will be manipulated. Quantitative analysis of
the kinetics of calcium current and calcium release in parallel will be used to
estimate parameters of calcium signaling critical for control of gradation and
efficiency of excitation-contraction coupling. Computer simulations of
experiments on channel clusters that interact by way of calcium signaling will
be used to ascertain possible mechanisms and to design experiments with high
predictive power. Understanding the regulation of cardiac E-C coupling is
important since it might become a strategic site for therapeutic intervention in
cardiac muscle dysfunctions. Furthermore, defining mechanisms of calciumbased interaction between channels in co-localized clusters has a broader
significance for understanding processes such as synaptic transmission,
neuroendocrine secretion and regulation of vascular tone.
Thesaurus Terms: biological signal transduction, calcium channel, cardiac
myocyte, heart contraction, heart function
calcium flux, heart electrical activity, sarcoplasmic reticulum
computer simulation, laboratory rat, mathematical model, voltage /patch clamp
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US PI
Sandor Gyorke, PhD
Texas Tech University Health Sciences Center
Health Sciences Center
Lubbock, TX 79430, USA
Tel: 1- 806-743-2531
Fax: 1- 806-743-1512
E-mail: sandor.gyorke@ttuhsc.edu
Slovakia
Alexandra Zahradnikova, PhD
Institute of Molecular Physiology and Genetics
Slovak Academy of Sciences
Vlarska 5
833 34 Bratislava, Slovakia
Tel: +4212 5477 5484
Fax: +4212 5477 3666
E-mail: alexandra.zahradnikova@savba.sk

Bypass Angioplasty Revascularization Investigation II (BARI-II)
5U01HL 61744-02
NHLBI
Abstract: The revised Bypass Angioplasty Revascularization Investigation
(BARI) II study proposes to evaluate treatments for Type 2 diabetic patients
with angiographically proven coronary artery disease and stable angina or
ischemia. For this rapidly growing patient population with very poor prognosis
and quality of life, revascularization has been less beneficial than in
nondiabetics. Using a factorial design, BARI II will compare revascularization
combined with aggressive medical anti-ischemia treatment to aggressive
medical anti-ischemia treatment alone; simultaneously, BARI II will compare
two glycemic control strategies, insulin sensitization versus insulin provision.
All patients will have target HbA1c values < 7.5%, and uniform control of
hypertension, dyslipidemia and obesity following recommended guidelines. A
total of 2,600 patients will be recruited, randomized, treated, and followed at 30
clinical centers. Five-year mortality will be the primary endpoint analyzed by
intention-to-treat. The Coordinating Center (CC) will assume responsibility for
overall trial operations including clinical site selection, data management using
an Internet system, and statistical analysis. Within the CC will be operational
units for the management of diabetes control, lipids and hypertension. Detailed
data on potential mechanisms of macrovascular events will be collected with
centralized evaluations of ECGs, lipids and HbA1c levels. A fibrinolysis core
laboratory will explore the effect of glycemic control strategy on the
progression and mechanism of vasculopathy, including changes in PAI-1
activity and gene expression. The investigators will evaluate the relative
economic costs associated with revascularization approaches and diabetes
control (Separate application for the ECG Core, the Fibrinolysis Core and the
Economics Core complement this lead application). This 7-year application
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includes a 6-month protocol finalization phase, 2 years of patient recruitment
and an additional 4.5 years of follow-up. BARI II aims to answer critical
scientific questions regarding treatment efficacy in Type 2 diabetic patients
with stable CAD. The investigators further expect that this collaborative effort
will translate into a new practical clinical paradigm that will be used for
treatment of Type II diabetic patients.
Thesaurus Terms:
blood glucose, coronary bypass, coronary disorder, diabetes mellitus therapy,
heart revascularization, human therapy evaluation, insulin, myocardial ischemia
/hypoxia, noninsulin dependent diabetes mellitus
angina pectoris, clinical trial phase II /III /IV, cooperative study, fibrinolysis,
heart disorder chemotherapy, insulin sensitivity /resistance, longitudinal human
study, nonsurgical revascularization
clinical research, human subject
US PI
Katherine M. Detre, MD
University of Pittsburgh at Pittsburgh
350 Thackeray Hall
Pittsburgh, PA 15260, USA
Tel: 1-412-624-5595
Fax: 1-412-624-7397
E-mail: detre@edc.pitt.edu
Czech Republic
Vladimir Stanek, MD
Institute for Clinical and Experimental Medicine (IKEM), Prague
Address:
Tel:
Fax:
E-mail: Vladimir.stanek@medicon.cz
Petr Neuzil, MD and Stepanka Stehlikova, MD
Na Homolce Hospital
Address;
Tel:
Fax
E-mail: stepanka.stehlikova@homolka.cz
E-mail: petr.neuzil@homolka.cz

Pathogenesis of Spontaneous Hypertension
1R03TW 01236-01A1
FIC
Abstract: The spontaneously hypertensive rat (SHR) is the most widely studied
animal model of high blood pressure. This strain, like many humans with
essential hypertension, exhibits insulin resistance and dyslipidemia as well as
increased blood pressure. However, the primary mechanisms We found that
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transferring a piece of chromosome 4 form the normotensive Brown Norway
(BN) rat onto the genetic background of the SHR improves insulin sensitivity,
lipid levels, and blood pressure (BP) rat onto the genetic background of the
SHR improves insulin sensitivity, lipid levels, and blood pressure (BP) in the
SHR-chr 4 congenic strain. A deletion in the Cd36 gene that encodes a fatty
acid transporter has been found to be responsible for the SHR defects in fatty
acid/lipid metabolism associated with this region of chromosome 4. However,
molecular and physiologic studies indicate that the mutant form of Cd36 is not
likely to be responsible for the effect of this chromosome region on BP and
insulin resistance. In the current studies, we propose to derived and phenotype
multiple recombinant congenic sublines to genetically dissect the association of
insulin resistance and hypertension and further investigate the clustering of
multiple cardiovascular in this model.
Thesaurus Terms: disease /disorder proneness /risk, genetic marker,
hypertension, pathologic process
blood pressure, carbohydrate metabolism, chromosome, disease /disorder
model, essential hypertension, fatty acid metabolism, genetic mapping,
genotype, hyperlipidemia, hypertriglyceridemia, hypolipidemia, insulin
sensitivity /resistance, mutant, phenotype, quantitative trait loci
spontaneous hypertensive rat
New Experimental Models of Hypertension
2R01HL 056028-06
NHLBI
Abstract: DESCRIPTION: The spontaneously hypertensive rat (SHR) is the
most widely studied experimental animal model of essential hypertension.
Although the SHR has been an important experimental tool for studying
mechanisms of blood pressure (BP) regulation, the research value of this strain
has been seriously compromised by problems with the so-called normotensive
control strain of Wistar-Kyoto (WKY) rats. The SHR and WKY strains differ
throughout the entire rodent genome, not just at loci involved in the
pathogenesis of hypertension. Thus, it is unclear whether any of the multiple
biological differences reported between the SHR and WKY strains are
mechanistically and or genetically linked to the strain differences in BP; many
of these differences may not be relevant to the pathogenesis of hypertension. In
the current studies, the investigators will derive novel strains of SHR that will:
1) help to solve many of the problems associated with experimental studies in
the traditional SHR model and 2) enable them to begin to isolate specific
chromosome regions involved in the primary pathogenesis of spontaneous
hypertension. To accomplish these goals, they will create multiple congenic
strains of SHR and normotensive BN rats. Each of these new strains will differ
from the SHR progenitor strain or BN progenitor strain with respect to a single
chromosome region. Radiotelemetry techniques will be used to measure BP in
these strains, and the congenic strains will enable them to definitively identify
which chromosome regions are contributing to the pathogenesis of spontaneous
hypertension. Finally, they will distribute these strains to other investigators
also interested in studying pathophysiologic mechanisms whereby selected
chromosome regions may influence cardiovascular function and BP.
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Thesaurus Terms: animal breeding, disease /disorder etiology, disease
/disorder model, essential hypertension, genetic strain
blood pressure, gene mutation, spontaneous hypertensive rat
telemetry
US PI:
Theodore W. Kurtz, MD, PhD
University Of California San Francisco
Medical Center
500 Parnassus Ave
San Francisco, CA 94122, USA
Tel: 1-415-353-1979
Fax: 1-415-476-9625
E-mail: kurtzt@labmed2.ucsf.edu
Czech Republic
Michal Pravenec, Ph.D
Czech Academy of Sciences
Address:
Tel:
Fax:
E-mail: pravenec@biomed.cas.cz

A New Allosteric Model of Hemoglobin: Pressure and Comp*
1R03TW 005924-01
FIC
Abstract: Understanding the structure-function relationships of hemoglobin
(Hb) is of great biomedical significance. The two-state allosteric model of
Monod, Wyman, and Changeux (MWC) has long been used to provide a
description of a wide variety of structural, equilibrium and kinetic data on
cooperative oxygen binding to Hb. Recent work performed under the abovementioned parent grant has challenged the fundamental assumption underlying
the MWC model and stating that oxygen affinity is primarily determined by the
quaternary structure. Work performed in my laboratory shows that an extended
MWC allosteric model is required to fully account for the variation of oxygen
binding isotherms induced by allosteric effectors. This proposal aims at
investigating features of the extended MWC model suggested by our ligand
binding studies using a combined experimental and computational approach
designed to complement our previous work using HbA hybrids. It features a
high-resolution FLN laser spectroscopy experimental approach which will be
used - not only for the acquisition of vibronically-resolved spectra - but also to
perform pressure studies. The essential originality of this proposal resides in the
application of a spectroscopic technique designed to monitor hydrostatic
pressure as a thermodynamic parameter combined to a computational approach
aimed at modeling the effect of binding allosteric effectors on the Hb tertiary
and quaternary structure. The Hungarian laboratory (Fidy) will carry out the
high-resolution spectroscopy experiments and pressure studies as well as the
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computational work. The synthesis of the required HbA hybrids will be done in
my laboratory (Yonetani) as well as the FT-Raman experiments.
Thesaurus Terms:
hemoglobin, hemoprotein structure, hydrostatic pressure, molecular dynamics,
structural model
Europe, chemical binding, chemical kinetics, chemical stability, chromophore,
conformation, cooperative study, heme, hemoglobin A, intermolecular
interaction, ligand, linear energy transfer, myoglobin, porphyrin, protein
structure function, structural biology, thermodynamics, vibration
Raman spectrometry, clinical research, laser spectrometry, statistics /biometry
US PI
Takashi Yonetani, PhD
University Of Pennsylvania
3451 Walnut Street
Philadelphia, PA 19104, USA
Tel: 1-215-898-8787
Fax: 1- 215-898-8559
E-mail: yonetani@mail.med.upenn.edu
Hungary
Judit Fidy, MD, PhD, DSc
Institute of Biophysics and Nuclear Biology
Puskin u. 9.
1088 Budapest, VIII.
Tel: 36-1-266-2755
Fax:
E-mail: judit@puskin.sote.hu

Regulation of Cardiac Substrate Metabolism During Stress
Abstract: Post-ischemic reperfused myocardium has impaired pyruvate
oxidation, accelerated fatty acid oxidation, and decreased contractile work and
mechanical efficiency. Pyruvate is oxidized by pyruvate dehydrogenase (PDH)
which is strongly inhibited by its product, acetyl CoA and NADH. Acetyl CoA
and NADH are also the product of beta-oxidation of fatty acids, thus fatty acid
oxidation inhibits pyruvate oxidation. Pharmacological stimulation of PDH or
inhibition of fatty acid oxidation improves contractile recovery from myocardial
ischemia. The rate of fatty acid oxidation in cardiomyocytes is primarily
controlled by the activity of carnitine palmitoyl transferase I (CPT I). CPT-I is
inhibited by malonyl CoA, which is synthesized in the cytosol by acetyl CoA
carboxylase (ACC). Reperfused isolated rat hearts have low ACC activity and
malonyl CoA, suggesting that this mechanism is responsible for the high rate of
fatty acid oxidation and inhibition of carbohydrate oxidation after ischemia. It
was recently demonstrated in isolated rat hearts that ACC activity is increased
2-fold by the nitric oxide second messenger cGMP. This suggests that elevated
No levels would result in an increase in malonyl-CoA concentration, inhibition
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of CPT-1 activity, a fall in the rate of fatty acid oxidation, and a reciprocal
increase in flux through PDH. Thus elevated No production during postischemic reperfusion might be clinically beneficial due to less fatty acid
oxidation greater flux through PD, and less lactate production and hydrogen ion
accumulation. The purpose of this grant is to test the general hypothesis that
NO stimulation of cGMP production in the heart activates ACC and results in
greater malonyl-CoA inhibition of fatty acid oxidation and reciprocal
stimulation of pyruvate oxidation. Studies will be performed in the laboratory
of Dr. Andrzej Beresewicz using isolated rat hearts under aerobic, ischemic and
post-ischemic conditions, with measurement of glucose and fatty acid uptake
and oxidation. Dr. Beresewicz has extensive experience with NO pharmacology
and biochemistry, and with isolated rodent preparations, but has not worked in
the field of myocardial substrate metabolism. Dr. Stanley's lab has expertise in
myocardial substrate metabolism and in all of the related biochemical
techniques, however he has not first hand experience with isolated perfused rat
hearts with NO biochemistry. Dr. Beresewicz has extensive experience with
myocardial substrate. This project will combine Dr. Beresewicz's expertise in
No and the isolated rat heart with Dr. Stanley's expertise in cardiac substrate
metabolism.
Thesaurus Terms:
acetyl coA carboxylase, cyclic GMP, fatty acid metabolism, malonyl coA,
myocardium, nitric oxide carnitine, enzyme activity, glucose metabolism, heart
contraction, myocardial ischemia /hypoxia, oxidation, pyruvate, pyruvate
dehydrogenase, reperfusion, transferase Poland, laboratory rat
US PI
William Stanley, MD, PhD
Case Western Reserve University
10900 Euclid Ave
Cleveland, OH 44106
Tel: 1-216-368-5585
Fax: 1- 216-368-3852
E-mail: wcs4@po.cwru.edu
Poland
Andrzej Beresewicz, MD, PhD
Centrum Medyczine Ksztalcenia Podyplomowego Warsaw
Clinical Physiology Institute
Marymoncka 99
Warsaw Poland, 01-813
Tel: Fax:
E-mail: aberesew@cmkp.edu.pl

Intermembrane Transfer of Cholesterol Hydroperoxides
1R03TW 001386-01 A1
FIC
Abstract: DESCRIPTION Cholesterol (Ch), the most prominent sterol of
mammalian cells, is located predominantly in the plasma membrane, where it
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comprises 40-45 mol percent of the total lipid. Like other unsaturated lipids, Ch
can be oxidized under conditions of cytotoxic oxidative stress. Among the
oxidation products, cholesterol hydroperoxides (ChOOHs) are highly important
because they can undergo iron-catalyzed 1-electron reduction, thereby
triggering chain peroxidation reactions which expand the boundaries of
membrane oxidative damage. Alternatively, ChOOHs may undergo glutathionedependent 2-electron reductive detoxification if a selenoperoxidase (SePX) is
encountered. Superimposed on these alternate fates (which are under study in
the parent project) is the possibility that ChOOHs can move (or be transferred)
from one membrane to another, either within or between cells. Little is known
about this prospect. In this proposal to investigate ChOOH transfer, two
hypotheses will be tested: (i) ChOOHs, being more polar than Ch, will
translocate relatively rapidly from donor to acceptor membranes, and this can
be enhanced by a sterol carrier protein; (ii) ChOOH transfer can be hazardous to
an acceptor if its antioxidant capabilities are overwhelmed. The specific aims of
the project are to examine: (i) spontaneous intermembrane transfer of ChOOHs
(ii) sterol carrier protein-mediated intermembrane transfer of ChOOHs, and (iii)
spontaneous vs. protein-facilitated transfer to mammalian cells and its cytotoxic
consequences. The studies will involve, liposomal membranes, erythrocyte
membranes, aortic endothelial cells, selenium and iron manipulation, and two
unique analytical techniques developed during past interactions between the
Principal Investigator and Co-investigator: high performance liquid
chromatography with mercury cathode electrochemical detection, and high
performance thin layer chromatography with radioimaging detection. In
addition to strengthening collaborative ties between the host and foreign
laboratories, these studies will provide insights into previously unrecognized
ways by which cells might be exposed to the prooxidant/cytotoxic effects of
ChOOHs. The work is biomedically significant because disorders such as
atherogenesis and neurodegeneration are associated with lipid peroxidation, and
ChOOH transfer may promote this process.
Thesaurus Terms:
cholesterol, hydrogen peroxide, lipid peroxide, membrane transport protein
cell membrane, cooperative study, cytoprotection, cytotoxicity, detoxification,
erythrocyte membrane, free radical, iron, liposome, oxidative stress, peroxidase,
peroxidation, reduction, selenium, vascular endothelium
high performance liquid chromatography, thin layer chromatography, tissue
/cell culture
US PI
Albert W. Girotti, PhD
Department of Biochemistry
Medical College of Wisconsin
8701 Watertown Plank Road
Milwaukee, WI 53226
Tel: 1- 414-456-8432
Fax: 1- 414-456-6510
E-mail: agirotti@mcw.edu
Poland
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Wiltold Korytowski, PhD
Jagiellonian University, Krakow
Address:
Tel:
Fax:
E-mail: uwitek@mol.uj.edu.pl

Magnesium in Coronaries (MAGIC)
NO1HC 85155
NHLBI
Abstract: This proposed study will determine whether early treatment with
intravenous magnesium will reduce short-term mortality of high risk patients
with suspected acute myocardial infarction (presenting with ST elevation on the
ECG). Treatment will be administered sufficiently early to reduce reperfusion
injury. The primary endpoint will be all-cause 30 days mortality. To define the
mechanisms of benefit from magnesium treatment and assess the tolerableness
of magnesium, secondary endpoint will include the development of cardiogenic
shock, ventricular fibrillation, congestive heart failure, and conduction delay
that requires the placement of a temporary pacemaker. To accomplish this
objective, the contractor will conduct a multicenter, placebo-controlled, double
blind trial that will randomize approximately 10,400 patients with suspected
acute myocardial infarction. Patients who do not receive thrombolytic therapy
or primary angioplasty (PTCA) will be randomized if they can begin their
magnesium infusion within 6 hours of the onset of symptoms. Patients greater
than or equal to 65 years of age undergoing reperfusion therapy (either with
thrombolytics or PTCA) will be eligible provided magnesium can be
administered before or at the same time as the reperfusion therapy. Patients will
be stratified at randomization based on whether or not they receive reperfusion.
Details of the study design, including entry criteria, randomization procedures,
and analyses which will be incorporated in the protocol will be developed by a
Steering Committee that will include the New England Research Institutes.
Thesaurus Terms:
cardiovascular disorder chemotherapy, drug screening /evaluation, human
therapy evaluation, magnesium ion, myocardial infarction
clinical trial phase II /III /IV, disease /disorder onset
clinical research, human subject
US PI
Sonja M. McKinlay, MD
New England Research Institute
9 Galen St.,
Watertown, MA 02472
Tel: 617-923-7747
Fax: 617-926-8246
E-mail: sonjam@neri.org
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Sergei Varshavsky, MD, PhD
Chairman and CEO
EVIDENCE Clinical and Pharmaceutical Research
960 N. San Antonio Road, Suite 271,
Los Altos, CA 94022 USA
Tel.: 1-650- 948-5307;
Fax: 1-650- 948-5317
E-mail: Sergei.Varshavsky@evidence-cpr.com
URL: www.evidence-cpr.com
Pyotr G Platonov, MD, PhD
Department of Cardiology
Lund University Hospital
SE-221 85 Lund, Sweden
Tel: +46 46 17 24 35
Fax: +46 46 15 78 57
CEE partners
Estonia: Jaan Eha, MD, Mustamae Hospital
Latvia: Fjodor Kochkarev, MD; Hospital Bikour Holim, Riga
Lithuania: Algimantas Kirkutis, MD; Klaipeda University
Bulgaria: Milen Vrabevski, MD; Comac Medical Center, Varna
Czech Republic: Jiri Spac, MD; University Hospital St. Ann, Brno
Slovakia: Jan Murin, University Hospital Bratislava
Hungary:
Matyas Keltai, MD
George Gottsegen National Institute of Cardiology
Haller u.29.
Budapest. H- 1096, Hungary
Tel/fax: 36-1-215 2139
E-mail: keltai@kardio.hu

EU PROJECT
ATHERNET
European Commission 5th Framework Programme,
Quality of Life and Management of Living Resources
ATHERNET is a scientific programme organized for national and international
networking of novel approaches for studies on atherosclerosis. The project is
financially supported by the European Commission 5th Framework Programme,
Quality of Life and Management of Living Resources.
According to the proposal "Centre of Excellence" the aim of the project is to
facilitate the integration of the Centre (Research Laboratory, IIIrd Department
of Internal Medicine, Semmelweis University) into the European Research
Area. To achieve this aim the main activities in the ATHERNET include:
• bilateral cooperation between the Centre and Danish, Finnish, Dutch and
French EU centres and a German firm
43

•

networking for organization of prospective studies in cohorts of patients
with atherosclerotic vascular diseases in several Hungarian clinical settings
• long-term training and skills-building of PhD students and young
researchers
• organize workshops, meetings and an international conference in Hungary
The mission of the ATHERNET is to help young researchers to get integrated
in high quality international research by training, skills-building and
networking. The mission will be achieved by strengthening of existing bilateral
cooperation and by networking between the Centre and other centres in EU
countries.
Peter Kupcsulik, MD, PhD, DSc, 1st Department of Surgery, Semmelweis
University Budapest, Hungary
Participants:
Zoltan Prohaszka, MD
Research Laboratory, 3rd Department of Medicine
Semmelweis University
Kútvölgyi St.4
H- 1125 Budapest, Hungary
Tel.: +36-1-212-9351
Fax: +36-1-225-3899
E-mail: Prohoz@kut.sote.hu
Istvan Preda, MD, DSc,
Head, National Health Center,
Department of Cardiology
E-mail: preda@hiete.hu
George Fust, MD, DSc,
Head, Research Laboratory
IIIrd Department of Medicine
Semmleweis University
E-mail: fustge@kut.sote.hu
Laszlo Cervenak, PhD
Research Group on Atherosclerosis and Metabolism
Hungarian Academy of Sciences
E-mail: cela@kut.sote.hu
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Bridges in Life Sciences Roundtable #2 Reproductive health (REP)
Roundtable Summary
This roundtable will support the development of an exploratory research and capacitybuilding collaboration between U.S. health care and research facilities and Central and
Eastern European Countries (CEE’s) to provide new information to improve our
understanding of the “complex” perinatal problem of low birth weight (LBW). The
development of a complex disease is influenced both by environment, particularly such
lifestyle factors as smoking, diet, and exercise level and by genetics, specifically the
combined effects of what may be subtle alterations in several genes. Thus, multiple
conditions that may have multiple causes and associated conditions (risk factors) interact
to cause suboptimal health. Low Birth Weight (LBW) newborns is the leading cause of
death and morbidity of foetus and newborns in the world, of handicapped children and
of serious illness in adulthood. It is composed of three major etiologic categories: (1)
Spontaneous preterm labour, (2) Foetal growth retardation (IUGR) mainly as a
consequence of insufficient supply of nutritients and oxygen and (3) Pre-eclampsia.
Chair persons:
Session 1
Dr. Calvin Hobel Cedars-Sinai Medical Center, Los Angeles, CA USA
Dr. Ferenc Paulin Semmelweis University Budapest, Hungary
Dr. Marcej Kurpisz, MD, Ph.D. , Institute of Human Genetics Polish Academy
of Science Unit of Reproductive Biology, Poznan, Poland
Session 2
Dr. William Britt University of Alabama Birmigham, USA
Dr. Stipan Jojic Faculty of Medicine, University of Rijeka, Croatia
Dr. Dusan Popovac, Department of Clinical Pharmacology, Pharmacology and
Toxicology, School of Medicine, University of Belgrade, Serbia and,
Montenegro
Participants:
Joseph H. Graziano, Ph.D. , Associate Dean for Research, Professor of
Environmental Health Sciences Mailman School of Public Health and Professor
of Pharmacology, College of Physicians & Surgeons
Artur J. Jakimiuk, MD, PhD, Department of Surgical Gynecology, University
School of Medicine
Sonja Vuckovic, MD, PhD, Department of Clinical Pharmacology,
Pharmacology and Toxicology, ,School of Medicine, University of Belgrade,
Serbia and Montenegro
Irva Hertz-Picciotto, MD, PhD, Professor, Department of Epidemiology &
Preventive Medicine, University of California, Davis, California, USA
Invited Participants:
Dorota Darmochwal-Kolarz, MD, Ph.D., Department of Obstetrics and Perinatology,
Medical Academy in Lublin, Lublin, Poland
Decebal Hudita, MD,. PhD DrSc, The Department of Obstetrics and Gynecology
of “Dr. I. Cantacuzino” Hospital, “Carol Davila” University of Medicine and Pharmacy,
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Bucharest, Romania
Rostyslav Stoika, PhD, Head and Professor, Department of Regulation of Cell
Proliferation, Institute of Cell Biology, National Academy of Sciences of
Ukraine
NIH GRANTS IN CENTRAL - EASTERN EUROPE
CNS Maldevelopment and Perinatal Infection
1R01HD 044721-01
NICHD
Abstract: Perinatal infections, including intrauterine viral and parasitic infections are
major causes of central nervous system (CNS) disease in infants and children. In some
instances, such as congenital human cytomegalovirus (HCMV), these infections occur
relatively frequently. Current estimates suggest that congenital HCMV is the most
common viral cause of CNS disease and mental retardation in the United States.
Although HCMV is a well described causes of perinatal infections, the pathogenesis of
this infection is poorly understood. Studies in humans have been limited to
observational studies and current animal models have provided few clues to the
mechanism of CNS disease. We have developed a small animal model of perinatal
infection that recapitulates several of the more distinct findings of CNS HCMV
infection. In particular, we have shown that non-lytic viral infection of the brain is
associated with maldevelopment of the newborn brain, including cerebellar hypoplasia
and loss of normal granular neuron migration. Disease induction in these animals
appears to require both virus replication in the brain and an inflammatory infiltrate in the
meninges and parenchyma. In this proposal we will define the mechanisms of disease,
including loss of normal cerebellar development, that are associated with CNS virus
infection. These studies will provide a greater understanding of the pathogenesis of
perinatal infections and could lead to improved therapy of these potentially treatable
causes of mental retardation.
US PI:
William Britt, MD
University Of Alabama at Birmingham
UAB Station
Birmingham, Al 35294
Tel: 205-934-2441
Fax: 205-975-6549
E-mal: wbritt@peds.uab.edu
Croatia
Stipan Jonjic, MD
Professor & Chair
Department of Histology and Embryology
Faculty of Medicine, University of Rijeka
B. Branchetta 20
51000 Rijeka. Croatia
Tel: +385 51 651 206 / 651 170
E-mail: jstipan@medri.hr
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Insulin Signaling in Theca Cells from Polycystic Ovaries
1R01HD 41610-01A1
NICHD
Abstract: DESCRIPTION (provided by applicant): Polycystic ovary syndrome (PCOS)
is the most common reproductive endocrine disease in women of reproductive age.
Approximately three-quarters of women with anovulatory infertility have PCOS, thus
accounting for approximately one-third of women with secondary amenorrhea and
approximately 90% of women with oligomenorrhea. Other consequences of PCOS are
hirsutism, markedly increased incidence of recurrent early pregnancy loss, an estimated
11-fold increased risk of myocardial infarction between the ages of 50-61 years, and an
increased risk of endometrial cancer at a young age. A consistent finding in women with
PCOS is that the ovaries produce abnormally high amounts of androgens. There is good
evidence to conclude that elevated androgens interfere with selection of dominant
follicles and cause PCOS. Importantly, there is an association between insulin resistance
and the androgen excess of PCOS. It is clear that insulin can stimulate ovarian androgen
production, but a paradox exists: how can insulin hyperstimulate ovarian thecal
androgen production in an insulin resistant woman? One of two hypotheses could
explain the seeming paradox. Either the ovarian theca cells are not insulin resistant in
insulin resistant women or there are distinct insulin signaling mechanisms regulating
glucose metabolism and androgen production in theca cells. The purpose of the
proposed studies is to determine if ovarian theca cells are insulin resistant in insulin
resistant women, to explore the intracellular signaling mechanisms by which insulin
regulates androgen biosynthesis, and to determine if there are differences in the
concentrations and/or activities of key molecules mediating insulin action in theca cell
from polycystic ovaries. To accomplish these goals, we will measure the sensitivity of
skeletal muscle and ovarian theca cell glucose uptake in response to insulin to determine
the relative sensitivity of these tissues to insulin in insulin sensitive and insulin resistant
women with and without PCOS. We have established a human theca cell culture model
in which we can examine the molecular details of insulin signaling. Importantly,
increased androgen production and steroidogenic enzyme mRNA over-expression
persist in the cultured cells in vitro. We propose to use this model to systematically
determine the intracellular signaling pathway for insulin stimulation of CYP 17
activities and mRNA expression and then to compare the concentrations and activities of
the signaling molecules between regularly cycling control women and women with
PCOS. The results of these studies are expected to yield specific molecular targets for
novel therapies to treat women with PCOS.
Thesaurus Terms:
graafian follicle, insulin sensitivity /resistance, ovarian cyst, polycystic ovary syndrome
androgen, glucose metabolism, glucose transport, hormone regulation /control
mechanism, steroid hormone biosynthesis
clinical research, female, human subject, patient oriented research, tissue /cell culture
US PI:
Denis Magoffin, MD, PhD
Department of Obstetrics & Gynecology
Cedars-Sinai Medical Center
8635 West 3rd Street, Suite 160W
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Los Angeles, CA 90048
Tel: +1 310-423-3365
Fax: + 1 310-423-0140
E-mail: magoffin@cshs.org
URL: www.cshs.org
Poland:
Artur J. Jakimiuk, MD, PhD
Department of Surgical Gynecology
University School of Medicine
8 Jaczewski St.
20-090 Lublin
Poland
Tel: (81) 7425426,
Fax: (81) 7425508
E-mail: jakimiuk@yahoo.com

Environmental lead, reproduction and infant development
2R01ES 03460-12 (renewal)
NIEHS
Abstract: This abstract is not available on CRISP!
US PI:
Joseph H. Graziano, Ph.D.
Associate Dean for Research
Professor of Environmental Health Sciences
Mailman School of Public Health
and Professor of Pharmacology
College of Physicians & Surgeons
Tel: 212-305-1678
Fax: 212-305-3857
E-mail; jg24@columbia.edu
Serbia and Montenegro
Dusan Popovac, MD, PhD
School of Medicine, University of Belgrade
Avalska 2, 11000 Belgrade, Serbia and Montenegro
Tel: 381 11 2432390 or 381 063 312649
Fax: 381 11 2432390
E-mail: dusanpmd@eunet.yu
Sonja Vuckovic, MD, PhD
Address: Department of Clinical Pharmacology, Pharmacology and
Toxicology,School of Medicine, University of Belgrade, 11129 Belgrade,
Serbia and Montenegro
Tel: 381 11 3444894
Fax: 381 11 2432 390
e-mail: sonya@beotel.yu
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Vulnerability of the Fetus/Infant to Polycyclic Aromatic Hydrocarbons, Particulate
Matter and Environmental Tobacco Smoke
3R01ES 10165-03S1
NIEHS
Abstract: DESCRIPTION (Adapted from the Applicant's Abstract): There is growing
concern about adverse developmental effects in infants and young children from
prenatal exposure to environmental air pollutants, including polycyclic aromatic
hydrocarbons (PAH), particulate matter (PM2.5), and environmental tobacco smoke
(ETS). The proposed study combines expertise in molecular epidemiology and
biomarkers, state-of- the-art pollutant monitoring techniques' and a strong theoretical
framework to guide assessment of the impacts of these pollutants on fetal and child
growth and development The specific aims are: 1. To test the hypothesis that prenatal
exposure to airborne polycyclic aromatic hydrocarbons (PAH) adversely affects fetal
growth and early childhood growth and development, after controlling for non-PAH
components of PM2.5 ETS, nutritional status (essential fatty acids and antioxidants) and
other potential confounders; 2. To explore whether non-PAH components of PM2.5, and
ETS have an independent effect on birth outcomes and childhood growth and
development, after controlling for PAH, and to explore possible interactions between
PAH, PM2.5 and ETS; and 3. To estimate the relative contribution of ambient PAH
pollution vs. ETS and other indoor PAH sources to a) personal PAH exposure and PAHDNA adducts and b) impairment of fetal growth and early child development. To
achieve these aims, the international team of researchers will carry out a prospective
cohort study of 400 nonsmoking pregnant women living in Krakow, Poland, and will
follow their newborns for 12 months postnatally. Fetal growth will be assessed at birth
by weight, length head circumference, and size for gestational age. Childhood growth
and developmental outcomes will be measured using the Fagan Test and the Bayley
Scales. Strengths of the research include the combination of personal inhalation
monitoring of PAH and PM2 5 with biomarkers (umbilical cord blood levels of PAHDNA adults, cotinine, essential fatty acids antioxidants and lead) to estimate in utero
exposure to the pollutants of interest and potential confounders. The Polish cohort
provides a valuable model for study since emissions from coal burning and traffic are
relatively high. However, the results will be broadly applicable since exposures to PAH,
ETS and PM25 during pregnancy are common in virtually all industrialized regions of
the world It is anticipated that this research will provide relevant data to policymakers
concerned with protecting the health of young children.
Thesaurus Terms:
air pollution, carbopolycyclic compound, child physical development, embryo /fetus
toxicology, epidemiology, infant human (0-1 year), particle, passive smoking
DNA damage, adduct, air sampling /monitoring, antioxidant, biomarker, body physical
characteristics, dietary lipid, environmental exposure, environmental toxicology,
gestational age, human birth weight, longitudinal human study, outcomes research,
prenatal stress Poland, clinical research, human pregnant subject
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US PI:
Frederica P. Perera, PhD
Professor of Public Health
Director, Columbia Center for Children's Environmental Health
Address: ?
Tel: 212-304-7280
Fax: 212-544-1943
E-mail: fpp1@columbia.edu
Poland
Wieslaw Jedrychowski, MD
Jagiellonian University
Department: ?
Tel: ?
Fax: ?
Tel: 48 12 4 23 10 03
E-mail: myjedryc@cyf-kr.edu.pl

Gene Expression in the Bovine Preimplantation Embryo
1R03TW 05530-01
FIC
Abstract: This research will be done primarily in the Czech Republic at the Institute
of Animal Physiology and Genetics as an extension of NIH grant R37 ND 22681.
The mammalian oocyte is the cornerstone for a wide range of promising
technologies such as assisted reproduction (human and animal), preservation of
genetic diversity, and cell therapies through stem cell technologies. An increasing
demand for mature oocytes could be secured by an abundant source of oocytes
provided by abattoir ovaries. The current in vitro procedures, however, are not
satisfactory as evidenced by the poor developmental potential of the resulting in
vitro matured oocytes. This is especially true for the oocytes derived from the
numerous small antral follicles. The first Specific Aim of our project is to enhance
the developmental competence of these oocytes by establishing a new method that is
based on a two-step culture procedure. In this method the oocytes are reversibly
inhibited from undergoing maturation by culturing them in the presence of
butyrolactone I (BL I), a specific inhibitor of cdk kinases. Following an extended
period of culture the oocytes are then matured and fertilized in vitro; the extended
culture period appears to foster the acquisition of developmental competence that is
dramatically reduced if the oocytes are matured immediately following their
collection. The second Specific Aim will determine the suitability of RNA
interference, RNAi, to assess gene function in the bovine embryo derived from the
two-step culture procedure. The second Specific Aim will determine the suitability
of RNA interference, RNAi, to assess gene function in the bovine embryo derived
from the two-step culture procedure. In these experiments double-strand RNA
(RNAi), will be injected into 1-cell bovine embryos and its ability to promote the
selective degradation of the targeted mRNAs (polo-like kinase, p55 Cdc, a critical
subunit of the anaphase-promoting complex, and securin, whose destruction is
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required for sister chromatid separation) will be assessed by RT-PCR. In addition,
studies will be conducted to determine the concentration- and time-dependence of
this effect, as well as defining the minimum length of RNAi that is required to
promote the degradation of the targeted mRNA.
Thesaurus Terms:
egg /ovum, embryo /fetus, embryogenesis, gene expression, mammalian
embryology
DNA methylation, DNA replication, cell cell interaction, chromatin, developmental
genetics, double stranded RNA, protein kinase
Europe, cow, embryo /fetus culture, laboratory mouse, polymerase chain reaction
US PI:
Richard Schultz, MD, PhD
Patricia Williams Professor
Department of Biology
University of Pennsylvania
415 South University Avenue
Philadelphia PA 19104-6018
Tel. # 215 898-7869
FAX # 215 898-8780
E-mail rschultz@mail.sas.upenn.edu
http://www.bio.upenn.edu/faculty/schultz/
Czech Republic:
Jan Motlik, MD, PhD
Institute of Animal Physiology and Genetics
Address:
Tel:
Fax:
E-mail: motlik@iapg.cas.cz

Early Childhood Development and PCB Exposures in Slovakia
1R01CA 96525-01
NCI
Abstract: DESCRIPTION: Polychlorinated biphenyls (PCBs) and 2,3,7,8tetrachlorinated dibenzo-dioxin (TCDD) are neurodevelopmental and immunologic
toxicants in experimental animals treated prenatally. Associations with neurobehavioural
deficits are found in some but not all epidemiologic studies of environmental exposures,
with data suggesting the prenatal period to be the most sensitive. Additionally, the risk
of intrauterine growth retardation increases with higher environmental PCB exposures,
and several reports suggest a more potent effect in male babies. The proposed study will
therefore evaluate prenatal and postnatal PCB and dioxin exposures in relation to
immune markers at birth and in early childhood, to intrauterine and early childhood
growth, and to early neurobehavioral development. It will be conducted in the Slovak
Republic, where a chemical plant that manufactured PCBs improperly discharged large
quantitites of contaminated waste into the surrounding area. A total of 1200 births in
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years 2001-2003 will be enrolled in two districts, half from the district with high
contamination of PCBs, and the other half from a district with lower contamination
levels. The study will parallel a European Union-funded study of adults and school-age
children in the same two districts. The project will be one of the first to evaluate a wide
battery of immune parameters in an epidemiologic study, including lymphocyte
immunophenotypes, thymic size, post-vaccination antibody titers, aand morbidity. It will
also be the largest to-dat to evlaute neurobehavioral development. Other unique features
include the evaluation of hearing loss at birth, the measurement of hydroxy and
methylsulfone metabolites of PCBs, and a population which includes about 1/3 Gypsies.
Thesaurus Terms:
dioxin, embryo /fetus toxicology, environmental toxicology, halobiphenyl /halotriphenyl
compound
European, cord blood, human milk, immunotoxicity
Europe, clinical research, human subject
US PI
Irva Hertz-Picciotto
Phillippa Savage, Grants Manager
Med: Epidemiology & Preventive Medicine
TB 168, #111
One Shields Avenue
University of California
Davis, CA 95616
phone: (530) 752-8532
fax: (530) 752-3239
E-mail: psavage@ucdavis.edu
Slovak Republic:
Dr. Tomas Tmovec
Institute of Preventive and Clinical Medicine
Address:
Tel:
Fax:
E-mail:

EUROPEAN NETWORK
Building a US/Eastern European Collaborative for LBW
FIC HEED 2003 not funded - resubmission
TW 03-005 Health, Environment and Economic Development
Abstract:
This application will support the development a exploratory research and capacitybuilding collaborative between Cedars-Sinai Medical Center/University of California at
LA (CSMC/UCLA) and five Eastern European Countries (EEC’s) to provide new
information to improve our understanding of the “complex” perinatal problem of low
birth weight (LBW). LBW is the second leading cause of perinatal morbidity and
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mortality in the world. A CSMC/UCLA/EEC’s collaborative was established on
November 16, 2002 in Budapest Hungary at a meeting hosted by Professor Ferenc
Paulin at the Semmelweis University, 2nd Department of Obstetrics and Gynecology and
Sandor Vari, a research scientist at Cedars- Sinai Medical Center and the managing
director of Varimed Ltd who is coordinating the activities of this collaborative.
Representatives from CSMC/UCLA met with representatives from Hungary, Poland,
Ukraine and Romania to formulate plans for building a research collaborative. The
meeting focused on the problem of low birth weight and presentations/discussions
focused on the three components of the LBW problem: preterm birth, fetal growth
restriction (IUGR), and preeclampsia. It was determined that between the various
institutions represented, there were specific research skills in place at the various
institutions each focusing on single pathophysiologic mechanisms (Maternal stress and
preterm birth) (blood flow and implantation and IUGR) (immunology and
preeclampsia). Each research unit had plans for directing more attention toward genetic
determinants of each of these three clinical entities. In addition the participants
understood that a collaborative must also begin to assess how the environment interacts
with different genetic profiles of our different populations. It became obvious that a
collaborative research effort between the members of this new collaborative would
maximize progress toward improving outcome by a collaborative research effort.
A recent follow-up collaborative meeting was held in London on January 10, 2003
with plans to integrate our Eastern European Collaborative with other European
countries to develop networks of excellence (NOE) by integrating the research
capacities of network partners to advance knowledge in specific areas. Representatives
from the United Kingdom, United States, France, Finland, Belgium, Austria, Germany,
Hungary, Poland, Ukraine, Romania, Sweden, and Switzerland attended this meeting.
US PI
Calvin Hobel, MD, Ph.D.
Vice Chair, Department of Obstetrics & Gynecology
Miriam Jacobs Chair, Cedars-Sinai Medical Center
Professor, Obstetrics/Gynecology & Pediatrics
UCLA School of Medicine
8635 West 3rd Street, Suite 160W
Los Angeles, CA 90048
Tel: +1 310-423-3365
Fax: + 1 310-423-0140
E-mail: HobelC@cshs.org
URL: www.cshs.org
CEE Collaborators
Hungary
Ferenc Paulin, MD, PhD, D.SC
2nd Department Ob/Gyn Semmelweis University Budapest
Budapest Ulloi ut 78/a
Hungary, H-1087
Tel: +36-1-313-7856
Fax: +36-1- 333-4934
GSM: +36-30-498-1827
E-mail: paulin@noi2.sote.hu
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Poland:
Dorota Darmochwal-Kolarz, MD, Ph.D.
Department of Obstetrics and Perinatology,
Medical Academy in Lublin
Jaczewskiego 8
Lublin, Poland, 20-950
Tel: +48 81 742 52 35
Fax: +48 81 742 52 35
E-mail: dorotak@mp.pl
Marciej Kurpisz, MD, Ph.D.
Institute of Human Genetics Polish Academy of
Science Unit of Reproductive Biology
Strzeszynska 32, 60-479 Poznan, Poland
Tel: +48 61 823 3011
Fax: +48 61 823 3235
E-mail: kurpimac@man.poznan.pl
Romania:
Decebal Hudita, MD,. PhD DrSc
The Department of Obstetrics and Gynecology
of “Dr. I. Cantacuzino” Hospital,
“Carol Davila” University of Medicine and Pharmacy,
Bucharest, Romania,
Ion Movila Street, no 5-7, sector 2, Bucharest 70266 Romania
Tel: +40 1-210 2806,
Fax: +40-1-310 1213; +40-1-210 6435
E-mail: ammr@go.ro
Ukraine
Rostyslav Stoika, PhD
Head and Professor
Department of Regulation of Cell Proliferation
Institute of Cell Biology, National Academy of Sciences of Ukraine
Drahomanov Street 14/16
79005, Lviv, Ukraine
Tel: (380-322) 72-0087, Fax: (380-322) 72-1648
mailto:stoika@biochem.lviv.ua
EU United Kingdome
Professor Dr. Elizabeth Ettorre
Department of Sociology, University of Plymouth,
Drake Circus, Plymouth PL4 8AA, Devon, United Kingdom
Tel: +44 175 223 3223
Fax: +44 175 223 3201
E-mail: eettorre@plymouth.ac.uk
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Bridges in Life Sciences Roundtable #3 Cancer research (CAN)
Roundtable Summary
Participants will discuss how cancer care can be revolutionized by
implementing the most sophisticated molecular and clinical tools currently
available to develop new diagnostic and treatment strategies. The major
advances in molecular-genetic techniques combined with high-throughput
technologies allow undertaking significant molecular epidemiological studies to
drive future clinical practice throughout the rest of the century. Researchers are
confident that the scientific and clinical community can form a collaborative
between USA and CEC which will provide a developmental and incremental
pathway from the bedside to the laboratory and back with improved targeted
therapies for both chemoprevention and therapy.
Co-chairs:
Snorri Thorgeirsson, MD, PhD Laboratory of Experimental Carcinogenesis,
(NCI/NIH), USA
Kenneth A. Mundt, PhD Applied Epidemiology, Inc. USA
László Kopper, MD, PhD, DSc 1st Institute of Pathology and Experimental
Cancer Research
Jan Lubinski, MD, PhD Pomeranian Medical Academy Szcsecsin, Poland
Participants:
Lubomir P. Turek, M.D.Professor of Pathology and Director, Molecular and
Tumor Virology Program,Holden Comprehensive Cancer Center, Carver
College of Medicine of The University of Iowa, Iowa City, U.S.A.
Daniela Tarabcáková, MD, PhD, National Institute of Health , Kosice, Slovak
Republic
Sona Keseláková, MD. PhD, National Institute of Health , Kosice, Slovak
Republic
Thom, Dipl.rer.soc., Bochum, Germany
Sergiusz Jozwiak, MD, PhD , Professor and Head of Child Neurology, The
Children’s Memorial Health Institute, Warszawa, Poland
Ashok S. Bhagwat, PhD, Department of Chemistry, Wayne State University,
Detroit, MI, USA
Janusz M. Bujnicki, Ph.D. Bioinformatics Laboratory, International Institute of
Molecular and Cell Biology, Warsaw, Poland
Jan Lubinski, MD, PhD, Director of the Hereditary Cancer Center, Pomeranian
Academy of Medicine, Szczecin, Poland.

NIH GRANTS IN CENTRAL - EASTERN EUROPEAN
PAHs and Cancer Planning a Study in the Slovak Republic
1R03CA 101508-01
NCI
Abstract: DESCRIPTION (provided by applicant): Developing a
comprehensive and realistic plan to study the cancer risks associated with
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occupational and environmental exposure to polycyclic aromatic hydrocarbons
(PAHs) is proposed. Previously untapped quantitative PAH occupational and
community-based exposure data have been and continue to be gathered and
maintained by government scientists in Kosice, Slovak Republic. Data also
include cytogenetic aberration test results on hundreds of exposed and nonexposed volunteers. Although PAHs are considered carcinogenic, the
epidemiological literature is inconsistent in regards to which cancer risks are
elevated and at what exposure level. There is a deficit of quantitative data on
individual PAH congeners and cancer risk. The following Specific Aims are
proposed to determine whether the existing data are appropriate to address these
key research questions in a well-designed epidemiological study: 1) to evaluate
existing demographic, work history, and health information data available on
coke plant employees and community members that have been monitored for
PAH exposure; 2) to assess existing PAH exposure data including both
industrial hygiene measures and community air monitoring results; 3) to
establish and document procedures for future follow-up of cohort members for
cancer incidence and cause of death, as well as obtaining population reference
rate data; and 4) to prepare a comprehensive research plan that identifies, to the
extent permitted by the existing data, one or more epidemiological studies of the
relationships between individual and mixtures of PAH congeners and risk of
cancer of the lung, bladder and other sites. Existing data will be computerized,
evaluated for completeness and quality, and assessed for their potential
epidemiological research use. Based on this assessment, a research database will
be developed as well as a detailed research plan, which will serve as a
foundation for additional epidemiological research applications.
Thesaurus Terms:
carbopolycyclic compound, chemical carcinogen, environmental exposure,
experimental design, neoplasm /cancer epidemiology, occupational hazard
bladder neoplasm, data collection methodology /evaluation, lung neoplasm
Europe, clinical research, human data
US PI
Kenneth A. Mundt, Ph.D.
Applied Epidemiology, Inc.
Box 2424
Amherst, MA 01004
Tel:1-413-256-3556
Mob: -413.537.0424
Fax:- 413.256.3503
E-mail: kmundt@appliedepidemiology.com
Slovakia
Daniela Tarabcáková, MD, PhD
National Institute of Health
Ipelská 1
042 20 Kosice, Slovak Republic
Tel: +420 55 622 7783
Fax: +420 55 643 6319
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E-mail: ppl-odbor@szuke.sk
Sona Keseláková, MD. PhD
National Institute of Health
Ipelská 1
042 20 Kosice, Slovak Republic
Tel: +420 55 622 7783
Fax: +420 55 643 6319
e-mail: ppl-odbor@szuke.sk
Germany
*Thomas Birk, Dipl.rer.soc.
Vosskuhlstr. 41
44797 Bochum, Germany
Tel. +49-234-791922
Fax +49-234-791713
mobile +49-160-90929746
e-mail: TBirk@appliedepidemiology.com
*Associate and manager for Dr. Mundt’s European projects

Comprehensive Mutation Analysis of TSC1 and TSC2 in TSC and Related
Disorders
1R21CA 86248-01
NCI
Abstract: The goals of this proposal are to develop robust, sensitive, and high
throughput methods for mutation analysis for the tumor suppressor syndrome,
tuberous sclerosis complex (TSC). These methods will be immediately useful
for clinical purposes but will also be valuable research tools for analysing the
molecular pathology in TSC and related disorders. The technology developed
during this project will be directly applicable to the study of genetic variation in
other disorders as well. TSC is a familial tumor syndrome characterized by the
development of benign tumors (hamartomas) in multiple organs. Although it is
inherited in an autosomal dominant pattern, the majority of new cases (about 65
percent) are sporadic without antecedent family history. Penetrance is high but
expression is variable with both severely and mildly affected individuals.
Organs most frequently involved are the brain, skin, kidneys and heart.
Neurologic morbidity from seizures, mental retardation and behavior disorders
is common. Two disease genes, TSC1 and TSC2 have been identified recently.
Unfortunately the development of a genetic test has been hindered by the large
size of the two genes and the diversity of the mutation spectrum in TSC. The
R21 portion of this grant focuses on the development and optimization of a
series of 3 assays which will allow for high throughput comprehensive genetic
analysis for TSC. The R33 portion of this proposal focuses on using
comprehensive mutation analysis for TSC to collect genotype and clinical data
on a large cohort of TSC patients. Comprehensive mutation detection methods
will also be used to study the role of TSC1 and TSC2 in related disorders as
well as in TSC lesions and related non-TSC tumors. There is currently much
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demand from TSC patients and families for comprehensive mutation analysis
for family planning and prenatal diagnosis, diagnosis confirmation, and
prognostic information. The proposed plan of study will address this issue as
well as help elucidate the role of TSC1 and TSC2 in the molecular pathology of
TSC lesions and non-TSC tumors.
Thesaurus Terms:
autosomal dominant trait, diagnosis design /evaluation, gene deletion mutation,
genetic disorder diagnosis, tuberous sclerosis
family genetics, mental disorder diagnosis, nervous system disorder diagnosis
clinical research, genetic screening, high performance liquid chromatography,
high throughput technology, human subject
US PI:
Sandra Lynn Dabora, MD, PhD
Brigham And Women's Hospital
75 Francis Street
Boston, MA 02115
617-278-0394
617-734-2246
E-mail: sdabora@rics.bwh.harvard.edu
Poland
Sergiusz Jozwiak, MD, PhD
Professor and Head of Child Neurology
The Children’s Memorial Health Institute
Al.DZieci Polskich 20
04-736 Warszawa,
Fax. +4822 8157402
E-mail; jozwiak@czd.waw.pl

Discovering New Human DNA Repair Genes by Bioinformatics
1R21CA 86248-01
NCI
Abstract: DESCRIPTION (provided by applicant): The completion of the
human genome sequence presents unprecedented opportunities and challenges
to biologists. While the access to complete sequences of genes whose protein
products are well known provides new opportunities for testing hypotheses, the
availability of sequences of genes with no known function poses critical
challenges. To develop a model for how to predict functions of uncharacterized
genes using bioinformatics, we will search the human genome for new DNA
repair genes and then confirm their identity by testing the putative repair
proteins for the predicted biochemical activities. The R21 part of the proposal
will use mainly homology based methods to search for potential human DNA
glycosylases. These tools will include development of improved sequence
profiles of glycosylase families and utilization of these profiles along with the
structural information for threading analysis of the human proteome. The R33
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part of the proposal will use non-homology based methods including
identification of catalytic centers and an associative search for DNA
glycosylases in other known DNA modifying enzymes. Additionally, two other
classes of DNA repair enzymes will be included in our search. This work will
be a collaboration between three research groups; one with expertise in the
development bioinformatics tools, a second group with extensive experience in
application of this software and the last group with expertise in the biochemistry
of DNA repair enzymes. While the first two groups will establish the necessary
computer hardware, develop new software and perform the analysis that will
predict new DNA repair genes, the latter group will set-up the necessary
biochemical tests for the putative repair enzymes, clone the corresponding
cDNAs into Escherichia coli and test them for activity. This integrated
prediction-validation approach should be superior to a purely bioinformatics or
a purely biochemical approach and may serve as a paradigm for searching
biochemical functions in genomes of all organisms.
Thesaurus Terms:
DNA repair, N glycosidase, functional /structural genomics, informatics
biochemistry, complementary DNA, computer program /software, computer
system design /evaluation, enzyme activity, interdisciplinary collaboration,
nucleic acid chemical synthesis, protein sequence, proteomics
biotechnology, human genetic material tag, molecular cloning
US PI
Ashok S. Bhagwat, PhD
Department of Chemistry
Wayne State University
443 Chemistry
Detroit, MI 48202-3489
Tel. 1-313-577-2547;
Fax 1-313-577-8822
E-mail: bhagwat@chem.wayne.edu
Poland
Janusz M. Bujnicki, Ph.D.
Bioinformatics Laboratory
International Institute
of Molecular and Cell Biology
Trojdena 4
02-109 Warsaw
Poland
Tel: +48-22 668 5384
Fax: +48-22 668 5288
E-mail: iamb@genesilico.pl
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Characterization of a novel familial clear cell renal carcinoma locus
1R03TW 001247-01
FIC
Abstract: Occurrence of early onset, multi-focal and bilateral kidney cancers in
first degree relatives led Fred Li and colleagues to show that clear cell renal
cancer in that family segregated with a balanced chromosome translocation,
t(3;8) involving the short arm of chromosome 3. We used the chromosome
breakpoints of the translocation, in conjunction with loss of heterozygosity
studies, to positionally clone the FHIT gene and characterize its structure and
expression in a large variety of cancer types, including RCC. The FHIT gene, at
the FRA3B fragile region is a target of tobacco carcinogens and FHIT protein
expression is lost at the early squamous metaplasia stage of bronchial preneoplasia. Our collaboration with members of the Genetics and Pathology
Department of the Medical Academy at Szczecin, which began before 1990,
was important in development of the FHIT study and is critical in our planned
collaboration. Jacek Podolski and colleagues in Szczecin discovered a second
familial clear cell RCC-associated chromosome translocation and has completed
preliminary positional cloning of the involved chromosome regions during his
Fogarty fellowship in the PI's laboratory. During the extension of this
collaborative study we propose to: isolate and characterize the genes altered by
the translocation breaks; determine tissue specific of expression and
characterize the structure and expression of the full length gene(s) in normal
cells and cells carrying the translocation; determine if the gene structure and
expression is altered in sporadic RCCs and other cancers; express recombinant
protein in pro-karyotic (for anti-serum production) and eukaryotic cells for
study of biological effects; study expression of the candidate gene product in
cancer tissue sections by immunohistochemistry. The long term goal is to
understand the role of the candidate gene(s) in initiation and progression of clear
cell renal carcinoma and determine diagnostic or prognostic usefulness.
Thesaurus Terms:
chromosome translocation, family genetics, genetic disorder, neoplasm /cancer
genetics, renal cell carcinoma
DNA damage, complementary DNA, loss of heterozygosity
Poland, artificial chromosome, cell line, fluorescent in situ hybridization, human
tissue
US PI
Dr. Kay Huebner
Thomas Jefferson University
Kimmel Cancer Center
BLSB Rm. 1008
233 S. Tenth St.
Philadelphia, PA 19107
Phone: 215-503-4656
Fax: 215-923-4498
e-mail: huebner@mail.jci.tju.edu
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Poland
Jan Lubinski, MD, PhD
Director of the Hereditary Cancer Center,
Pomeranian Academy of Medicine,
ul.Polabska 4, 70-115
Szczecin, Poland.
Tel: (48-91)466 1532, (48-91)466 15 44
Tel/Fax: (48-91)466 15 33, (48-91)466 15 53, (48-91)466 15 42
Email: lubinski@sci.pam.szczecin.pl

FIRCA Breast Cancer Case-Control Study in Slovakia
R03TW 006137-01
FIC
Abstract: DESCRIPTION (provided by applicant) This research will be done
primarily in Slovakia as a FIRCA supplement to NIH grant # P01 CA82267
(Project 4). Breast cancer is the most commonly diagnosed cancer in women in
SIovakia, and the leading cause of death. There are emerging data that fetal,
early childhood and adolescent exposures related to growth, body mass and
physical activity may be associated with the risk of breast cancer. We propose to
evaluate these questions in a hospital-based case-control study in western
Slovakia. Cases (N=250) will be women aged 20-70 years who are first
diagnosed with invasive breast cancer from 1/1/2003 through 6/30/2005 and are
residents of Trnava or Senica districts at the time of diagnosis. Cases will be
rapidly ascertained through surveillance of the district hospitals in Trnava and
Senica. Controls (N=250) will be women with no history of breast cancer, aged
20-70 years, and who are residents of Trnava or Senica district. Controls will be
frequency matched to cases by age group and district, and will be randomly
selected from the primary care medical practices in each district. Participants
will complete a standardized in-person interview and provide a blood sample.
Through interviews and abstraction of medical/population records, we will
collect data on fetal exposures (birthweight, birth length, gestational age,
twinning/zygosity, pre-eclampsia, etc.), childhood anthropometrics (height and
weight at various ages), and adolescent exposures (anthropometrics, age at
menarche). We will also collect data on other key breast cancer risk factors,
including reproductive and adult anthropometric variables, in order to evaluate
confounding. Genomic DNA will also be collected from peripheral blood, and
banked in order to conduct future studies on the role of common genetic
polymorphisms in candidate genes, as well as gene-environment interactions, in
the etiology of breast cancer. There is sufficient statistical power to test the a
priori hypotheses of interest. We have assembled an international research team
for this study. This study will address an important scientific question in breast
cancer etiology, and these data would be expected to better inform the primary
prevention of the disease. This study will also develop infrastructure and
experience in Slovakia for the conduct of cancer epidemiology studies, and
generate the necessary preliminary data for expansion of this research effort.
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Thesaurus Terms:
breast neoplasm, cancer risk, environmental exposure, neoplasm /cancer
epidemiology
body composition, disease /disorder etiology, gene environment interaction,
gene expression, genetic polymorphism, genetic susceptibility, medical record,
neoplasm /cancer invasiveness
blood chemistry, clinical research, female, human subject, interview, women's
health
US PI
James R. Cerhan, MD, PhD
Associate Professor of Epidemiology
Department of Health Sciences Research
Mayo Clinic
200 1st Street SW
Rochester, MN 55905
Phone: 507.538.0499 Fax: 507.266.2478
e-mail: cerhan.james@mayo.edu
Slovak
Gabriel Gulis, PhD
Trnava University
Address: ?
Trnava, Slovakia
Tel:
Fax:
E-mail: ggulis@health.sdu.dk
Maria Dusinska, PhD.
Department of Experimental and Applied Genetics
Institute of Preventive and Clinical Medicine
EU Centre of Excellence in Environmental Health
Limbova 12, 833 03 Bratislava, Slovakia
Tel: +421 2 59369270; +421 903 248151
Fax: +421 2 59369270
E-mail: dusinska@upkm.sk
________________________________________________________________
Database Support for the Chernobyl Thyroid Study in Ukraine
N02CP 21000
NCI
Abstract: This abstract is not available on the CRISP
Thesaurus Terms: There are no thesaurus terms on file for this project.
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International Training & Research in Envir. and Occup. *
3D43TW000653-07S1
FIC
Abstract: This abstract is not available on the CRISP
Thesaurus Terms: There are no thesaurus terms on file for this project.
Daniel O. Hryhorczuk, MD
Great Lakes Center for Environmental Safety and Health,
University of Illinois School of Public Health
University Of Illinois At Chicago
Suite 304 AOB, M/C 672
Tel; 1 312-996-7887
Fax: 1 312-413-7369
E-mail: dhryhorc@uic.edu
Olexander Zvinchuk, MD, PhD (No available contact information)
Institute of Endocrinology and Metabolism Branch,
Univ of Illinois SPH, Data Management Center

Risk of Colon Cancer in A-T Families
1U01CA 76513-01A2
NCI
Abstract: Our overall objective is to determine whether subjects who are
heterozygotes for mutation in the gene presently identified as a cause of ataxiatelangiectasia (ATM) have a higher that expected risk of cancer, with a primary
focus on breast cancer. Specific aims are the following. 1. Collaborate with
investigators in Canada, Costa Rica, Germany, Israel, Italy, Poland, Turkey, and
the United States of America, who have already identified ATM families, to a)
obtain a reported history of cancer in patients, grandparents and aunts and
uncles of A-T cases, b) verify these reported cancers, and c) determine ATM
carrier status in these relatives by one of two ways: 1) if the specific ATM
mutation in the proband is already known (285 of the 588 families), we will take
advantage of this pre-existing information, and use a mutation specific assay
such as an ASO or restriction enzyme to identify ATM heterozygotes and the
specific mutation they carry; 2) if the mutation is not known, we will determine
carrier status by use of haplotypes. Participating centers have collectively
identified 588 A-T families to date. 2. Conduct statistical analyses to determine
whether ATM heterozygotes in these families have an excess risk of cancer
(greater than expected for the appropriate source population), with a primary
interest in breast cancer. We anticipate that an analysis combining all known
data sets will be necessary to address questions of heterogeneity in an
informative manner and propose the beginnings of such an effort here. The
primary analysis will include all subjects, regardless of whether their ATM
status was defined by a specific mutation or by haplotypes. For the 285 families
with known mutations, we will determine if there is evidence of heterogeneity
by type of mutation. If there is such evidence, we will consider seeking either
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supplemental funds or support in a future competitive renewal to test for
mutations in the remaining families. If there is not such evidence, no further
testing will be done in the remaining families. We propose no new mutation
screening in the current proposal. We believe this is a scientifically defensible
compromise and hope that it will allow us to begin this important study.
Thesaurus Terms:
ataxia telangiectasia, breast neoplasm, cancer risk, family genetics, genetic
screening, genetic susceptibility cooperative study, gene mutation, genetic
carrier, genotype, neoplasm /cancer genetics clinical research, human data,
human genetic material tag, human subject, statistics /biometry
US PI
Haile, Robert, MD, PhD
Lauren Gerstmann Assiciate to Dr. Haile
USC/Norris Comprehensive Cancer Center
Tel: 1-323-865-0495
Fax: 1- 323-865-0140
E-mail: haile@hsc.usc.edu
E-mail: lcherman@usc.edu
Poland
Ewa Bernatowska, MD
Children's Memorial Health Institute
Turkey
Ozden Sanal, MD
Hacettepe University

Use of Antidepressants and Risk of Breast Cancer
5R03CA094745-02
NCI
Abstract: DESCRIPTION (provided by applicant): Diagnosis of depression is
increasing in the United States, and women are twice as likely as men to suffer
from depressive symptoms. With the advent of the selective serotonin reuptake
inhibitors (SSRIs), antidepressant use has increased dramatically during the
1980s and 1990s, and the types of antidepressants prescribed have changed.
Recent evidence that antidepressants can reduce the occurrence of menopausal
hot flashes has led to predictions that antidepressant use may increase still
further, particularly among women who are reluctant to take hormone
replacement therapy due to concerns about breast cancer risk. Thus, better
understanding of any possible role of antidepressants in breast cancer etiology is
of substantial and growing public health importance. Initial concern about a role
of antidepressants in human carcinogenesis was sparked by reports of increased
occurrence of mammary tumors in rats administered tricyclic antidepressants or
SSRIs. Epidemiologic findings have been inconsistent, but have not dispelled
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this concern. Two recent studies reported an elevated risk of breast cancer
among users of some antidepressants; however, the class or type of
antidepressant associated with increased risk differed. These studies were
limited by the potential for error in self-reported drug use, and by relatively
small numbers of exposed women. We propose to conduct a population-based,
case control study to examine the association between antidepressant use and
risk of breast cancer within the Group Health Cooperative of Puget Sound
(GHC). Approximately 3,652 women diagnosed with first primary breast cancer
(3,080 with invasive disease) during 1990-2000 and 7,304 randomly selected,
matched controls will be included. Antidepressant use will be ascertained
through the GHC pharmacy database, and information on potential confounding
factors will be obtained from risk factor surveys routinely administered by
GHC. The large study size and broad, recent interval of diagnosis years of cases
will allow examination of the type, timing, and duration of use of
antidepressants overall, classes of drugs (e.g., SSRIs or tricyclics), and
individual drugs such as fluoxetine and paroxetine. Use of the pharmacy
database will provide unbiased and complete exposure data relative to previous
studies based on self-reported drug use.
Thesaurus Terms:
antidepressant, breast neoplasm, cancer risk, neoplasm /cancer epidemiology
chemical carcinogen, depression, psychological aspect of cancer
clinical research, female, human subject, women's health
US PI
Mary Anne Rossing, MD, PhD
Fred Hutchinson Cancer Research Center
BOX 19024, 1100 Fairview Ave N
Seattle, WA 98109
Tel: 1-206-667-4630
Fax: 1- 206-667-5948
E-mail: mrossing@fhcrc.org
Estonia
Mati Rahu, MD
Institute of Experimental and Clinical Medicine
Estonia

Breast Cancer Gene-Diet Interactions in Polish Women
1R03CA092838-01A1
NCI
Abstract: DESCRIPTION (provided by applicant): Polish women experience a
breast cancer (BC) incidence one-third that of US women, yet recent studies of
Polish immigrants to the West show BC mortality rates for immigrants similar
to the rates of the host country. In 1997, the National Cancer Institute funded a
five-year study entitled: "Breast Cancer in Women of Polish Ancestry," to study
the major determinants of this disparity. We are currently in the process of
65

conducting this study, known in the field as the Polish Women?s Health Study
(PWHS). It consists of two parallel, population-based case-control studies of 2079 years old incident BC cases in two populations: 1) Polish-born immigrants
(Cook County and Detroit Metropolitan Area, US), and 2) Polish-natives
(Gliwice, Katowice, Poznan, Bialystok, Poland). The main dietary hypothesis of
the PWHS is that consumption of cruciferous vegetables, a staple component of
the traditional Polish diet, reduces BC risk. A major known risk factor for
developing BC is a woman?s lifetime exposure to estrogen (ES). Experimental
animal and biochemical studies have shown that metabolites of cruciferous
vegetables, including indole-3-carbinol (I3C), indolo[3,2-b]carbazole (ICZ) and
isothiocyanates, can, in certain situations, inhibit the carcinogenic effects of ES
in in vitro assays and the development of mammary cancer in experimental
animals. To investigate the pathway of action of cruciferous vegetables in
humans, we propose to extend the currently funded PWHS to examine the role
of specific polymorphisms in genes involved in ES metabolism, as well as the
levels of urinary ES metabolites in the development of BC. Cruciferous
vegetable metabolites have the potential to regulate expression of the genes and
their polymorphisms, which, in turn, may alter ES metabolism in favor of the
less estrogenic metabolite (detectable in urine) and thus decrease BC risk. To
accomplish this goal, we need to collect: 1) "mouthwash" buccal cell samples to
isolate the DNA to analyze for polymorphisms, and 2) 60 ml urine samples to
measure ES metabolites. Thus, the specific aim of this proposal is to collect and
store "mouth-wash" buccal cell samples and 60 ml urine samples from 800 BC
cases and 800 controls already participating in the PWHS in Poland.
Scientifically, the PWHS provides us with a unique opportunity to examine the
possible contribution of genetic factors involved in ES metabolism and their
interaction with cruciferous vegetables in a population that has a wide range of
cruciferous vegetable consumption.
Thesaurus Terms:
Poland, breast neoplasm /cancer diagnosis, cancer risk, gene environment
interaction, neoplasm /cancer genetics, nutrition aspect of cancer, racial /ethnic
difference
Cruciferacae, biomarker, estrogen, genetic polymorphism, genetic
susceptibility, sample collection, steroid hormone metabolism, urine
clinical research, human genetic material tag, human subject, interview,
nutrition related tag, questionnaire, urinalysis
US PI
Dorothy R. Pathak, MD, PhD
Michigan State University
East Lansing, MI 48824
Tel: 1-517-353-0772 x-441 or 617-713-4524
Fax: 1-517-353-7700
E-mail pathak@msu.edu
Poland
Jadwiga Charzewska, MD
National Food and Nutrition Institute
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HPV and Risk of Oral Cancer in the Czech Republic
1R03TW001500-01
FIC
Abstract: In this application for a three-year Fogarty International Award, we
will compare HPV infection and other lifestyle factors as risks of oral cancer in
the Czech Republic to those of the Iowa population (parent grant). The specific
aims of the Fogarty grant are to: 1. Determine the prevalence of HPV DNA in
oral cytology specimens of oral cancer cases and age-frequency matched
controls as evidence of current HPV infection and assess HPV infection and
other, lifestyle factors as a risk factor for oral cancer in the Czech Republic in
comparison to similar data in Iowa. 2. Assess the presence, expression and
integration of HPV genes in cancers and genetic changes in cellular tumor
suppressor gene pathways (p53, p14-ARF, and INK4A) in HPV+ and HPVtumors in the Czech Republic in comparison to similar data in Iowa. 3.
Determine whether "ever" HPV infection is a risk for the development of oral
cancer in general, including HPV- oral carcinomas. The association between
infection with mucosal oncogenic HPV types and oral carcinogenesis will be
better understood by including an additional approach to HPV diagnosis: the
detection of anti-HPV antibodies in serologic assays as evidence of history of
HPV infection. Evidence of past infection as detected by seropositivity for
antibodies against HPV virus-like particles (VLPs) will be correlated with the
detection of present HPV infection in the oral cavity by HPV DNA analysis in
cytologic specimens and tumors. The Czech lab has unique qualifications in
HPV serology research and development, which is still evolving, and in its
application to human studies. Their serology assessment of patients for oral
cancer risk associated with HPV will enhance the potential findings and would
be one of the first groups to do so for oral cancer. They also will provide a
uniquely different population from that of Iowa for the study of risks and
potentially HPV prevalence associated with oral cancer.
Thesaurus Terms:
Europe, cancer risk, high risk life style, human papillomavirus, neoplasm
/cancer epidemiology, oral pharyngeal neoplasm, virus infection mechanism
antiviral antibody, carcinogenesis, carcinoma, cooperative study, gene
expression, oral mucosa, p53 gene /protein, tumor suppressor gene, virus DNA,
virus genetics, viruslike particle
clinical research, human subject, polymerase chain reaction, questionnaire,
serology /serodiagnosis, statistics /biometry, tissue /cell culture
Sereopidemiologic Study of HPV and Oral Cancer
3R01DE 13110-03S1
NIDCR
Abstract: Evidence from our recently conducted molecular epidemiology study
of oral cancer suggests HPV is an independent risk factor in the development of
these tumors. Human papillomavirus (HPV) infection is causally associated
with greater than 95 percent of carcinomas of the cervix and is often found in
67

other genital cancers as well as in laryngeal cancers. Because of the link
between HPV and these tumors, early identification of the virus may provide a
crucial marker of high-risk susceptibility and for early detection. In our recent
study of oral cancer, cancer cases were significantly more likely to be detected
with HPV in cytology specimens from the oral cavity compared with those of
matched healthy controls: 30 percent v. 18 percent. Over 24 percent of the
cancer cases compared with only 11 percent of the controls were infected with
oncogenic mucosal HPV types whereas there was no difference between cases
and controls in the frequency of detecting nononcogenic-mucosal (1 percent in
cases or controls) or nonmucosal types (4 percent each group). Based on the
results of our current study, we propose here to focus on the association between
oral cancer and potential molecular and genetic mechanisms that are involved in
HPV-induced carcinogenesis: viral gene presence and expression, viral load,
susceptibility to viral infection and/or carcinogenesis due to p53 polymorphism,
and alterations in viral gene expression by mutagenesis and/or integration. The
aims of this study are to: 1) determine whether oral carcinomas harbor and
express DNA genomes of oncogenic mucosal HPV types and whether HPV
types/variants found in oral cancer biopsies match those in oral cytology
specimens as potential markers in clinical screening; 2) characterize the
potential influence of polymorphism in the tumor suppressor gene p53 on the
susceptibility to HPV infection and/or oral carcinogenesis; and 3) evaluate the
potential role of altered HPV gene expression due to mutations in the viral
control region or due to viral DNA integration in the cellular genome in oral
cancer development and progression. This study (a collaboration between
clinicians, molecular epidemiologists and pathologists who are members of the
U. Iowa Cancer Center) will elucidate the molecular and genetic mechanisms
involved in HPV-associated carcinogenesis in the oral cavity and identify
potential markers of early diagnosis and/or prognostic indicators of oral cancer.
Thesaurus Terms:
cancer risk, genetic susceptibility, human papillomavirus, neoplasm /cancer
genetics, oral pharyngeal neoplasm, pathologic process, viral carcinogenesis
biomarker, comorbidity, gene expression, gene mutation, genetic
polymorphism, p53 gene /protein, prognosis, viremia, virus genetics, virus
integration
biopsy, clinical research, cytology, human subject, nucleic acid hybridization,
polymerase chain reaction, site directed mutagenesis, southern blotting
US PI
Elaine M. Smith, MD, PhD
University of Iowa
Iowa City, IA 52242
Tel: 1-319-335-7498 or (319) 384-5014
Fax: 1-319-335-9200
E-mail: elaine-smith@uiowa.edu
Lubomir P. Turek, M.D.
Professor of Pathology and
Director, Molecular and Tumor Virology Program,
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Holden Comprehensive Cancer Center,
Carver College of Medicine of The University of Iowa
Pathology-ML1117
200 Hawkins Drive
Iowa City, IA 52242
U.S.A.
Office Phone/Voice Mail: +1-319-339-7177
Office FAX: +1-319-339-7178
E-mail:lubomir-turek@uiowa.edu
Czech Republic
Dr. Ruth Tachezy
Dept. of Experimental Virology
Inst. Hemat. & Blood Transfusion
w +420 (2) 2197-7222
f +420 (2) 2197-7392
E-mail: Rutach@csearn.Bitnet.cz
bobisek@hotmail.com
Dr. Vladimir Vonka
Professor and Director
Dept. Exp. Virol.,
Inst. Hemat. & Blood Transfusion
U nemocnice 1
CZ-12820 Praha 2
CZECH REPUBLIC
Tel: +420 (2) 2197-7383
Fax: +420 (2) 2197-7392
E-mail vonka@uhkt.cz
Multi-Disciplinary Investigations of Environmental Causes of Cancer
N02CP 11003
NCI
Abstract: This abstract is not available on the CRISP
Thesaurus Terms: There are no thesaurus terms on file for this project.
US PI
Jeanne Rosenthal, PhD
Westat, Inc.
Poland
Jolanta Lissowska, MD, PhD
Maria-Sklodowska-Curie Memorial Cancer Center
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Bridges in Life Sciences Roundtable #4 Infectious Diseases (INF)

Rondtable Summary
Infectious diseases remain a major causes of morbidity and mortality
throughout the world. HIV/AIDS, tuberculosis, hepatitis C and
cryptosporidium parvum are the focus of specific research projects that will be
presented by participants of this roundtable as examples of current research
collaborations. Using these examples, the group will discuss the barriers
experienced, key support mechanisms and future research plans. In addition,
this roundtable will engage in a discussion of the importance of the
development of a sustainable human resource and infrastructure for supporting
infectious disease research, including: 1) identifying research questions which
will receive support from the scientific community; 2) identifying new research
partners and collaboration between the US and Central and Eastern European
scientists; 3) developing methods for obtaining support from key in-country
policy makers and health professionals; 4) suggesting procedures for
developing strong research plans and methods, i.e. obtaining the needed
expertise; 5) addressing ethics and patient safety; 6) identifying approaches to
provide support for research and, 7) training future scientists.
Co-chairs:
Session 1
Claudia A. Kozinetz, Ph.D., M.P.H, Department of Pediatrics , Baylor College
of Medicine, Houston, Texas, USA
Katarina Mikusova, PhD, Department of Biochemistry, Faculty of Natural
Sciences, Comenius University, Bratislava, Slovakia
Jozsef Tozser, MD, PhD, University of Debrecen, Faculty of Medicine,
Medical & Health Science Center, Hungary
Session 2
Holly Hagan, PhD, Deputy Director, Center for Drug Use and HIV Research,
National Development and Research Institutes, New York, USA
Cestmir Altaner, PhD., DSc., Director Cancer Research Institute, Slovak
Academy of Sciences Bratislava, Slovakia
Akos Somoskovi, M.D., Ph.D.,Semmelweis University, Budapest Dept. of
Respiratory Medicine, Hungary
Participants:
Carl S. Hacker, Ph.D., J.D., Management and Policy Sciences Discipline,
School of Public Health
Univeristy of Texas Health Sciences Center – Houston, Texas USA
Lubomir Tomaska, PhD, Department of Genetics, Faculty of Natural Sciences,
Comenius University,
Bratislava, Slovak Republic
Laura Krekulova, PhD, Nusle Clinic, Prague, Czech Republic
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Nikolay Tomov, MD, Head of Department, National Center for Addictions,
Sofia, Bulgaria
Ferenc Jakab, MSc, Baranya County Institute of State Public Health Services,
Pécs, Hungary
Invited participants:
Péter Németh MD, PhD, Chairman Department of Immunology and
Biotechnology, University Pecs, Faculty of Medicine,
Péter Engelmann, MD, Department of Immunology and Biotechnology,
University Pecs, Faculty of Medicine,

NIH GRANTS IN CENTRAL AND EASTERN EUROPE

HUMAN IMMUNODEFICIENCY VIRUS INFECTION, AIDS
THERAPY, , ANTIAIDS AGENT, HUMAN THERAPY EVALUATION
Specificity Studies of HIV and HTLV Proteases
2R03TW 001001-05
FIC
Abstract: DESCRIPTION (Provided by the applicant): This research will be
done primarily in Hungary as an extension of NIH grant # R01 GM62920.
Human immunodeficiency virus type 1 (HIV-1) protease is essential for viral
replication and has proved an effective target for antiviral drugs to treat AIDS.
But, the long term effectiveness of current protease inhibitors as therapeutic
agents is limited by the rapid development of drug-resistant variants of the
protease. It is necessary to understand the molecular basis for the action of the
inhibitor-resistant variants of HIV-1 protease in order to develop new inhibitors
and new therapeutic strategies. The aim of the parent proposal is to elucidate the
molecular basis for the action of resistant variants of HIV-1 protease by
comparing the structures and activities of selected mutants of HIV-1 and Rous
sarcoma virus proteases. The long term aim is to predict new protease inhibitors
and therapeutic strategies to overcome the problem of drug-resistance. The
specificity studies proposed in the parent grant will be extended to cover a
broader set of oligopeptide substrates in order to more fully characterize the
inhibitor-resistant HIV- 1 protease mutants. Furthermore, new studies on the
molecular basis for the specificity of the related human T-cell leukemia virus
type 1 (HTLV-1) protease are proposed. These studies will use a combination
of kinetic analysis of substrate hydrolysis, mutagenesis, and molecular
modeling studies. Understanding the molecular basis of the common
characteristics and differences in the specificity of various retroviral proteases
including inhibitor resistanl variants of HIV-1 protease will facilitate the design
of broad spectrum protease inhibitors. These new inhibitors will have
applications in the treatment of AIDS and other human diseases caused by
retroviruses.
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Thesaurus Terms:
drug resistance, human T cell lymphotropic virus type 1, human
immunodeficiency virus 1, protease inhibitor
Europe, antiviral agent, aspartic endopeptidase, cooperative study, hydrolysis,
molecular dynamics, mutant, protein structure function, virus protein
molecular cloning, protein purification
US PI
Irene T. Weber, MD, PhD
Georgia State University
University Plaza
Atlanta, GA 30303
Tel: 1- 404-651-0098
Fax: 1- 404-651-2509
E-mail: iweber@gsu.edu
Hungary
Jozsef Tozser, MD, PhD
University of Debrecen, Faculty of Medicine
Medical & Health Science Centre
Debrecen, Nagyerdei krt.98. H-4012, Hungary
Tel:
Fax:
E-mail: tozser@indi.biochem.dote.hu

Pediatric HIV in Romania: A Prognostic Cohort Study
1RO3TW 05702-01
FIC
Abstract: This research will be done primarily in Constanta, Romania as an
extension of NIH grant #P30-AI36211 Core F. A cohort study design will be
used. The long-term objective of this research study is to determine prognostic
factors of HIV disease progression and survival of 343 members of a previously
defined cohort. The long-term goal of this research is to enhance the health of
infants, children and youth with HIV/AIDS in Romania. Study subjects are 1 to
18 years of age who were diagnosed with HIV infection from 1995 through
March 2000 and live in Constanta County in Romania. The specific aims are:
Specific Aim 1: to evaluate the relationships of laboratory markers of HIV
disease in a cohort of 343 infants, children and youth who were diagnosed with
HIV infection from 1995 through March 2000 to a) prospectively describe
serum ICD p24 antigen (ICD p24ag) of the pediatric cohort, b) determine the
relationship of ICD p24ag with HIV disease progression and mortality, and c)
compare the prognostic value of ICD p24ag with or without serum HIV p24
antibody (p24ab) concentration to that of serum HIV RNA concentration with
CD4+ lymphocyte percent; and Specific Aim 2: to investigate the predictive
patterns of the same laboratory markers among the treatment regimens available
in the developing country - Romania. We propose to test the hypothesis that the
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use of p24 antigen assays, alone or in combination with p24Ab, for assessment
of risk of disease progression and mortality in HIV-infected infants and children
are both useful and cost effective. This hypothesis will be tested using data
(clinical, laboratory, demographic, socioeconomic) collected at every 6-month
visit on each member of the cohort. In the past, it was not possible to measure
these proposed laboratory markers due to limited resources. With this grant and
with the collaboration of the Stefan S. Nicolau Institute of Virology in
Bucharest (an International Core laboratory of the Center For AIDS Research at
Baylor College of Medicine, Houston, TX), the proposed laboratory markers
can be measured. The use of p24 antigen with p24 antibody to identify children
at high risk of HIV disease progression or mortality could be a useful
alternative to plasma HIV RNA and CD4+ assays in resource poor developing
countries. The collaboration, both out of country, Romania and the US, and
within country, Constanta and Bucharest, will greatly enhance the research
capability of the foreign collaborator. This grant will serve as a model upon
which future research studies within Romania can be designed and conducted.
Thesaurus Terms:
Europe, HIV infection, pediatric AIDS, prognosis
AIDS therapy, adolescence (12-18), antiviral antibody, biomarker, cooperative
study, disease /disorder proneness /risk, epidemiology, helper T lymphocyte,
human immunodeficiency virus, human mortality, human therapy evaluation,
infant human (0-1 year), longitudinal human study, middle childhood (6-11),
outcomes research, pathologic process, preschool child (1-5), quality of life,
virus RNA, virus antigen
human subject, patient oriented research
US PI
Claudia A. Kozinetz, Ph.D., M.P.H.
Associate Professor
Department of Pediatrics
Baylor College of Medicine
Houston, Texas
Tel: 832-824-3730
Fax: 832-825-3697
E-mail: kozinetz@bcm.tmc.edu
Carl S. Hacker, Ph.D., J.D.
Management and Policy Sciences Discipline
School of Public Health
Univeristy of Texas Health Sciences Center - Houston
Reuel A. Stallones Building, Room W312
1200 Herman Pressler Street
Houston, Texas 77030
Voice: 713-500-9185
Facsimile: 713-500-9171
E-mail: Carl.S.Hacker@uth.tmc.edu
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Romania
Rodica Matusa, MD, PhD
Municipal Hospital Constanta
Constanta, Romania
Tel: 40-1-323-41-01
Fax: same as above
E-mail: rodica_matusa@hotmail.com

Baylor Center for AIDS Research
2P30AI 36211-06
NIAID
Abstract: This application requests renewal of the Baylor Center for AIDS
Research (CFAR). The mission of the CFAR is to support and facilitate
multidisciplinary AIDS-related research activities at Baylor. Major
accomplishments of the CFAR since its inception in 1994 include infrastructure
development (administrative, research support services, communication
systems), coordination of basic science and clinical investigators, acquisition of
institutional support, successful developmental support of new projects, and
fostering of new collaborations and educational programs (including two
NIAID-funded training grants). Center membership currently numbers 96, with
over $13.3 million (annual costs) in AIDS-related funding. The strategic
planning process sharpened our vision of how the Baylor CFAR can be a
stronger advocate and facilitator of AIDS-related research. A Development Plan
for the CFAR and AIDS research at Baylor was prepared and approved by the
institution in early 1998. In the spring of 1998, an agreement was reached to
establish an adult AIDS Clinical Trials Group (ACTG) subunit site at Baylor
within the adult ACTG unit based at the University of Texas in Galveston. The
CFAR aided in the recruitment of a new junior faculty member in 1998.
Thematic Research Worliing Groups have been organized to enhance
interactions and collaborations among researchers from different disciplines.
Our Action Plans for the first year of requested support include funding of the
Adtnistrative Core, the Developmental Core, three basic science cores
(Immunology, Virology, AIDS-Related Malignancy); and three clinical science
cores (Clinical Research, Design and Analysis, International Research). These
cores were selected in response to user needs and to fulfil CFAR goals. The
Center is led by Janet S. Butel, Ph.D. (Director) and William T. Shearer, M.D.,
Ph.D. (Co-Director). The major policy-maliing body of the CFAR is the
Internal Advisory Committee. The management of the CFAR is assisted by
three other standing committees (Executive, External Advisory, and
Developmental Grants Scientific Review Committees).
Thesaurus Terms:
AIDS, biomedical facility
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US PI
Janet S. Butel, MD, PhD
Distinguished Service Professor And CHAI
Baylor College Of Medicine
1 Baylor Plaza
Houston, TX 77030
Tel: 1- 713-798-3003
Fax: 1- 713-798-5019
E-mail: jbutel@bcm.tmc.edu
Mark Klein, MD, PhD
Baylor College Of Medicine
1 Baylor Plaza
Houston, TX 77030
Tel:
Fax:
E-mail: mkline@bcm.tmc.edu
Romania
Costin Cernescu, MD, PhD
Carol Davila University of Medicine and Pharmacy
Address:
Tel:
Fax:
E-mail:

The Impact of Neurocognitive Deficits and HIV Risk Behaviors on HIV
Transmission Among injection & Non-injection Drug Users in Russia and
Estonia
5P30AI 42855-01
NIAID
Abstract:
This abstract is not available on the web: CRISP NIH Database
Thesaurus Terms:
There are no thesaurus terms on file for this project.
US PI
John G. Bartlett, MD, Ph.D
Johns Hopkins University
3400 N Charles St
Baltimore, MD 21218
Tel: 1-410-955-7634
Fax: 1-410-955-7889
E-mail: jb@jhmi.edu
jb@wfelchlink.welch.jhu.edu
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Estonia
Maarike Harro, MD, PhD
University of Tartu, Estonia
Address:
Tel:
Fax:
E-mail:

MYCOBACTERIUM TUBERCULOSIS INFECTION,
ANTITUBERCULAR AGENT, DRUG DESIGN / SYNTHESIS /
PRODUCTION
M. Tuberculosis Cell Wall Biogenesis: New Drugs TB-HIV (Also in Round
Table #6 Functional genomics and Proteomics)
1R03TW 06487-01
FIC
Abstract: DESCRIPTION (provided by applicant): The incidence of HIVassociated tuberculosis has been increasing worldwide since the beginning of
the AIDS epidemic, and is expected to rise even further in the future, especially
in developing countries. The accelerating and amplifying influence of HIV
infection is contributing to the increasing incidence of disease caused by
multidrug-resistant strains of Mycobacterium tuberculosis. Development of new
drugs against tuberculosis is thus important for control of both of the infections.
Mycobacterial cell wall is an attractive target for rational drug design against
tuberculosis, due to the fact that it forms a protective, almost impermeable
barrier, on the surface of mycobacteria. Some of the most effective drugs
currently used for the treatment of TB affect components of its backbone mycolylarabinogalactan-peptidoglycan (mAGP) complex. Our long-term goal is
to identify processes and enzymes involved in the mAGP assembly. Possible
AG biosynthetic gene cluster has been recently identified in the genome of M.
tuberculosis and thus the specific aims of this grant proposal are: 1. Identify the
genes involved in mycobacterial galactan biosynthesis within AG biosynthetic
cluster and determine their biological functions via cloning, overexpression and
subsequent biochemical characterization. 2. Establish the function of the
putative ABC transporter within the AG biosynthetic cluster by way of
preparation and phenotypic characterization of the mutants/conditional mutants.
The approach will help define one of the more complex pathways in microbial
biochemistry and reveal reactions that should be exploitable for drug
development. The research will be primarily carried out at Comenius
University, Faculty of Natural Sciences in Bratislava, Slovakia in collaboration
with Katarina Mikusova, as an extension of the NIH grant A1-18357.
Thesaurus Terms:
Mycobacterium tuberculosis, antitubercular agent, carbohydrate biosynthesis,
carbohydrate structure, cell wall, drug design /synthesis /production, galactan,
membrane biogenesis
HIV infection, arabinose, bacterial genetics, enzyme activity, functional
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/structural genomics, hexosyltransferase, membrane transport protein,
peptidoglycan, protein structure function, tuberculosis
Escherichia coli, Europe, Mycobacterium smegmatis, gene targeting, molecular
cloning
US PI
Patrick J. Brennan, Ph.D.
Professor
Department of Microbiology, Immunology and Pathology
C321 Microbiology Building
Campus Delivery 1682A
200 West Lake Street
Colorado State University
Fort Collins, Colorado 80523-1682
U.S.A.
Tel: 1-970 491-6700
Fax: 1- 970 491-1815
E-mail: Patrick.Brennan@colostate.edu
Slovakia
Katarina Mikusova, PhD
Department of Biochemistry
Faculty of Natural Sciences
Comenius University
Mlynska dolina CH-1
84215 Bratislava 4
Slovak Republic
Tel: +421.2.60296.536
Fax: +421.2.60296.452
E-mail: mikusova@fns.uniba.sk
Lubomir Tomaska, PhD
Department of Genetics
Faculty of Natural Sciences
Comenius University
Mlynska dolina B-1
84215 Bratislava 4
Slovak Republic
Tel: +421.2.60296.536
Fax: +421.2.60296.452
E-mail: tomaska@fns.uniba.sk
URL: http://www.fns.uniba.sk/~kbi/kovlab/
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Fatty acid catabolism/ glyoxylate shunt in mycobacterium
1R03TW 05575-01
FIC
Abstract: Description (adapted from the application): Isocitrate lyase (Icl) the
first enzyme of the glyoxylate pathway is upregulated in M. tuberculosis when
it is exposed to reduced oxygen tension or when exposed to an intracellular
environment of activated macrophages. Icl competes with the Ich enzyme
diverting the carbon from TCA cycle, which is otherwise wasted. The
investigators suggest that Icl may utilize fatty acids found within the
macrophages when they become the limiting carbon sources that explain their
up-regulation and thus explain a probable mechanism by which M. tuberculosis
can survive within hostile macrophages. The role of Icl in the pathogenesis of
tuberculosis will be investigated under three specific aims of a funded RO1
grant addressing respectively the environmental inducers of Icl, role of Icl in
maintaining latent infection and identifying inhibitors of Icl. This grant
application will focus on identifying the substrates that feed the glyoxylate
pathway using M. smegmatis and what this pathway does for the bacterium.
Thesaurus Terms:
Mycobacterium tuberculosis, cellular pathology, fatty acid metabolism, short
chain fatty acid
Krebs' cycle, Mycobacterium smegmatis, aconitate hydratase, bacteria infection
mechanism, bacterial genetics, cooperative study, enzyme activity, enzyme
inhibitor, latent infection, leukocyte activation /transformation, long chain fatty
acid, macrophage, mutant, oxygen tension, pathologic process
genetic library, genetic screening, laboratory mouse
US PI
David G. Russell, Ph.D.,
Microbiology and Immunology,
College of Veterinary Medicine,
Cornell University,
Ithaca, NY 14853
Tel: 1- 607 253 3401
Fax: 1- 607 253 4058
E-mail dgr8@cornell.edu
URL: http://www.vet.cornell.edu/public/microbiology/russellnew2.htm
Hungary
Andras Miczak, MD, PhD
Department of Microbiology
University Szeged ,
Albert Szent-Gyorgyi Medical and Pharmaceutical Center
Dom ter 13, Szeged , H-6710, Hungary
Tel: 36-62-544-920
Fax: 36-62-545-113
E-mail: miczak@comser.szote.u-szeged.hu
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EMERGING INFECTIOUS DISEASES
Hepatitis C in Central Europe
1R01AI 56319-01
NIAID Direct Foreign
Abstract: DESCRIPTION (provided by applicant) This is a reentry grant
proposal being submitted by an investigator who has undergone Fogarty
International Center (FIC)-supported training at the University of California,
Berkeley in molecular epidemiology of viral hepatitis. The study will focus on
hepatitis C in Prague, Czech Republic. Hepatitis C is a major emerging
infectious disease problem in Central and Eastern Europe, especially among
young adults who engage in injection drug use (IDU) practice. IDU practice
itself has become an epidemic in the last 10 years in Prague, Czech Republic.
We wish to take advantage of this epidemic to characterize the natural history,
clinical response to therapy, and epidemiology of hepatitis C in Prague. One
unique feature of the current hepatitis C epidemic in Prague is that the hepatitis
C viral (HCV) subtype diversity is limited, compared to those cities in the US
or Western Europe, where IDU has been in practice for a much longer time.
Hence, we wish to determine if any sets of viral strain types can be shown to be
associated with adverse clinical outcome and response to antiviral therapy. To
do so, we plan to 1) compare prospectively HCV genotype and subtype
distribution, and evolution of the viral subtypes among cohorts of IDU and nonIDU subjects undergoing treatment for HCV infection in Prague, and determine
if such characteristics are associated with certain treatment outcomes; 2) study
the natural history of the HCV epidemic among untreated IDU populations for
viral subtype distribution, evolution, and clinical outcomes among newly
infected subjects in Czech Republic; and 3) create a registry of a database
related to viral strain type, patient clinical characteristics, and therapeutic
response rates that may be used to evaluate the long-term consequences of HCV
infection (cirrhosis, hepatocellular carcinoma) for future use. In the process, we
wish to learn about the epidemiology of hepatitis C in Prague and provide new
data that may be ultimately used for designing better intervention strategies,
including the identification of new antiviral drug targets and HCV vaccine
candidates. We also believe that what we learn in Prague will have relevance to
other regions in Central and Eastern Europe, including Russia where similar
epidemics of IDU are occurring.
Thesaurus Terms:
Europe, emerging infectious disease, genotype, hepatitis C, intravenous drug
abuse, liver disorder chemotherapy, outcomes research, virus classification
disease /disorder etiology, drug interaction, gene mutation, genetic strain,
hepatitis C virus, human therapy evaluation, pathologic process, patient /disease
registry, viral vaccine, young adult human (21-34)
blood chemistry, clinical research, data collection methodology /evaluation,
human subject, nucleic acid sequence, patient oriented research, polymerase
chain reaction, questionnaire
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Czech Republic
Laura Krekulova, PhD
Nusle Clinic
Taborska 57
Prague, Czech Republic
Tel: 420-602-285-860
Fax: 420-2-402-5111
E-mail: rehak1@traveller.cz

Etiology Prevention of Blood Borne Viruses in IDUs - Bulgaria
R01 DA15026-02
NIDA
Abstract: DESCRIPTION (provided by applicant): The long-term goal of the
parent grant, “Etiology and Prevention of Blood-borne Viruses in IDUs” is to
advance knowledge of the epidemiology, etiology and prevention of HIV and
hepatitis infections. We propose a supplemental study in Bulgaria that will
make new contributions toward our long-term goal. Bulgaria is situated at the
nexus of the HIV and drug use epidemics in Central and Eastern Europe.
Bulgaria is surrounded by countries where drug injection and HIV incidence
have increased rapidly in recent years, and it lies on the transshipment route
from Turkey for Afghanistan heroin entering Western Europe. Bulgaria is also
home to a large Roma community that travels throughout the region and is
involved in drug use and sex work while in Bulgaria. Four years ago, Bulgarian
public health officials recognized the potential impact of these co-occurring
epidemics, and mounted an impressive and coordinated effort to prevent an
HIV outbreak, including needle exchange and drug treatment programs
coordinated through the Sofia Municipality Centre for Addictions, and the
Initiative for Health Foundation, Sofia. In this proposed supplemental study,
IDUs will be recruited from drug treatment (n=250), needle exchange (n=400)
and through respondent-driven sampling (n=150). A questionnaire based on the
instrument developed in the parent study will ask about drug use and sexual
behavior and utilization of prevention services, and a blood specimen will be
drawn for HIV, HBV and HCV testing. These data will be used to characterize
the epidemiology and risk factors for blood-borne viruses in relation to
participation in HIV prevention programs. This characterization of HIV
transmission in Bulgarian IDUs will be compared to that in neighboring
countries, where HIV prevention is very limited. These data will also be
compared to identical data from Seattle to understand differences in the
underlying prevalence and in risk behavior in two vastly different cities with
fairly sophisticated needle exchange and access to drug treatment. Finally, the
significance of this work is its potential contribution to our understanding of an
approach to HIV prevention that may be a model for other countries in this
region of the world.
Thesaurus Terms:
HIV infection, communicable disease control, epidemiology, hepatitis B,
hepatitis C, intravenous drug abuse
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AIDS education /prevention, disease /disorder etiology, education evaluation
/planning, health education, health related legal, hepatitis B virus group,
hepatitis C virus, hypodermic needle, sex behavior
clinical research, human subject
US PI
Holly Hagan, PhD
Deputy Director, Center for Drug Use and HIV Research
National Development and Research Institutes
71 West 23rd, 8th Floor
New York, NY 10010
Tel: 1-212 845 4465
E-mail: holly.hagan@ndri.org
Bulgaria
Dr. Nikolay Tomov, MD
Head of Department
National Centre for Addictions
1303 Sofia, 117, Priotska str Bulgaria
Tel +359- 2- 931 81 14
E-mail: doctomov@infocom.bg

Drug Discovery Against Cryptosporidium Parvum
1R03TW 01507-01
FIC
Abstract: DESCRIPTION Cryptosporidium parvum causes one of the
opportunistic infections (0I) in AIDS patients for which no treatment is yet
known. Although many drugs have been tested against this 0I. knowledge about
the presence of target enzymes, biosynthetic pathways, and expression or
regulation are virtually unknown. Our preliminary biochemical, molecular and
ultrastructural data indicate that C. parvum has a mitochondrion for generating
energy, and that an unusual fusion gene pyruvate: ferredoxin
oxidoreductase/cytochrome P450 (PFO/P450) is important for its function.
Unexpectedly. this apicomplexan PFO/P450 fusion most closely resembles that
of Euglena gracilis. and in both, the C-terminus appears to function in
methionine biosynthesis. C. parvum encodes S-adenosyl-methionine synthetase
(SAMS) and S-adenosylhomocysteine hydrolase (SAHH). both of which are
essential for its plant-like polyamine biosynthetic pathway. These genes appear
to be functional since transcripts were detected by RT-PCR both in sporozoites
and intracellular stages. Together this discovery suggests energy metabolism
and polyamine biosynthesis in C. parvum are interrelated, thus different from
that of humans. The long-term goal of this proposal is to determine whether
these pathways in C. parvum can serve as a rational target for drug
development. The specific aims of this application are: 1. Characterize the C.
parvum SAHH, SAMS & PFO/P450 gene structure, transcription and
subcellular localization during the life cycle of the parasite. 2. Elucidate the
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function of SAHH, SAMS, & PFO in vitro using recombinant proteins. 3.
Determine whether CpSAHH and CpPFO/P450 can serve as rational targets for
drug development by screening specific analogs against C. parvum in vitro and
in vivo. Completion of these specific aims will either support or refute our
hypothesis that energy metabolism and polyamine biosynthesis in C. parvum
are interrelated and sufficiently different from humans to be exploited for
chemotherapy. If the pathway is verified as a parasite-specific target, then a
major obstacle in the treatment of this OI in AIDS patients will have been
overcome.
Thesaurus Terms: Cryptosporidium, antiprotozoal agent, cryptosporidiosis,
drug design /synthesis /production
S adenosylmethionine, cytochrome P450, enzyme activity, ferredoxin, fusion
gene, gene expression, homocysteine, hydrolase, life cycle, oxidoreductase,
polyamine, pyruvate oxidase
SDS polyacrylamide gel electrophoresis, fluorescence microscopy,
immunofluorescence technique, laboratory rabbit, northern blotting, radiotracer,
recombinant protein, southern blotting, western blotting
US PI
Janet S. Keithly, MD, PhD
Director of Parasitology Laboratory
Wadsworth Center
Empire State Plaza
Albany, NY 12237
Tel: 1- 518-473-2692
Fax: 1- 518-473-6150
E-mail: keithly@wadsworth.org
Czech Republic
Frantisek Stejskal, MD, PhD
Charles University
Faculty of Medicine
Address:
Tel:
Fax:
E-mail: fstej@lf1.cuni.cz
Hungary
Akos Somoskovi, M.D., Ph.D
Assistant Professor, Department of Respiratory Medicine
Semmelweis University Budapest
Faculty of Medicine
1536 Budapest 114. P.O. Box: 250
Dios arok str. 1.C
Tel: +36-1-355-8682
Fax: +36-1-214-2498
E-mail: akos@pulm.sote.hu
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Induction of Anti-Viral Immunity by Novel Bovine Leukemia Virus
Structural Gene
(Also in Round Table #6 Functional genomics and Proteomics)
1R03TW 001217-01
FIC
Abstract: This FIRCA collaboration originated in the laboratory of Prof. H.M.
Temin at McArdle Laboratory for Cancer Research, University of WisconsinMadison. The initial collaboration was supported by a FIRCA award to Dr.
Temin and Dr. Altaner in 1992, and after Dr. Temin's decease, the present
collaboration spontaneously evolved based on new experiments with Dr.
Kathleen Boris-Lawrie -that time post-doctoral fellow in Dr. Temin's
laboratory. This FIRCA collaboration is a mutually beneficial and
complementary combination of Dr. Boris-Lawrie's innovative retrovirus vector
development with Dr. Altaner's animal model system. Bovine leukemia virus
(BLV) is a genetically complex retrovirus and the etiologic agent of enzootic
persistent lymphocytosis and lymphosarcoma in cattle. BLV is genetically
related to human T-cell leukemia virus (HTLV) and to human
immunodeficiency virus (HIV), and the rapid and definitive course of BLV
disease in rabbits provides an experimentally tractable model to study
pathogenesis of complex retroviruses. BLV encodes the three common
retroviral structural/enzymatic proteins (Gag, Pol, Env) and characteristic
complex regulatory proteins (Tax, Rex) and accessory proteins (RIII, GIV) that
are necessary for pathogenesis. We have established for the first-time unique
retrovirus vectors that replicate the BLV structural/enzymatic genes
independently of these regulatory and accessory proteins. These structural gene
vectors (SGV) have been proposed as a prototype safe and preventative vaccine
against pathogenic infection caused by complex retroviruses. Our previous
experiments validated the hypothesis that the BLV SGVs are infectious,
immunogenic, and lack pathogenicity. The results demonstrated that BLV SGV
infect the natural BLV target cell population, induce anti-BLV antibodies, and
unlike BLV, lack pathogenicity in rabbits. The next step is to test the hypothesis
that infection with BLV SGV induces BLV-specific cell- mediated immunity
and protects against pathogenic BLV infection. This experiments proposed in
this FIRCA application will comprise a critical step in the evaluation of the
novel BLV SGV preventative vaccination approach and provide important
insight into the role of BLV regulatory and accessory genes in BLV immune
response and pathogenesis. Future plans include extension of knowledge from
the BLV system to evaluate related SGV based on HTLV and HIV that are
postulated to be safe, preventative vaccines against these pathogenic human
retroviral disease.
Thesaurus Terms:
bovine leukemia virus, microorganism immunology, vaccine development,
vector vaccine, viral vaccine, virus antigen
cellular immunity, cytotoxic T lymphocyte, interferon gamma, provirus,
regulatory gene, structural gene, transfection /expression vector, virus protein
Europe, laboratory rabbit
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US PI
Kathleen Boris-Lawrie, PhD
State University
1800 Cannon Dr, Rm 1210
Columbus, OH 43210
Tel: 1- 614-292-1392
Fax: 1- 614-292-6473
E-mail: boris-lawrie.1@osu.edu
Slovakia
Cestmir Altaner, PhD., DSc.
Director
Cancer Research Institute, Slovak Academy of Sciences
Vlarska 7., 833 91
Bratislava, Slovakia
Tel: 421 2 59327260, mobile
Tel: 421 905 834 111
Fax: 421 2 59327250
E-mail: exonalt@savba.sk

Hospital-Based Assessment of Human Astrovirus Infection
R03TW 006162-01
FIC
Abstract: This research will be done primarily in Pécs, Hungary as an
extension of NIH grant # RO1 AI4587-02 entitled “Molecular epidemiology
and impact of human astroviruses.
Astroviruses (AstVs) were first detected in 1975 by electron microscopy
(EM) in stool samples of children with diarrhea. Astroviruses are small (27-34
nm in diameter), round, non-enveloped viruses with characteristic five- or sixpointed stars on the surface. The virus genome is positive-sense, singlestranded, polyadenylated RNA genome (6.8-7.2 kilobase) and consists of three
open reading frames (ORFs), called ORF1a, ORF1b and ORF2. ORF1a and
ORF1b encode non-structural proteins: including a serine protease and a
polymerase, respectively. ORF2 encodes the capsid precursor protein.
Astroviruses are causative agent of gastroenteritis in both humans and
animals. Based on studies worldwide, human astrovirus (HAstV) has been
identified as a major cause of viral gastroenteritis in addition to rotavirus and
calicivirus. There are eight known serotypes of HAstVs. HAstV-1 is the most
frequent serotype described in developed countries. In contrast, some studies
described a lower incidence of HAstV-1 in developing countries. The major
public health concern for HAstVs has been their ability to cause acute
gastroenteritis in young children, and severe outbreaks among children in
childcare settings, schools, in the military or among immuncompromised
patients. The symptoms of HAstV infection are diarrhea, vomiting, nausea,
abdominal pain and fever. The prevalence of HAstV infection has been reported
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to be 2-16% among children hospitalized with diarrhea and 5-17% in
community studies.
Acute infectious gastroenteritis is one of the most important diseases in
Hungary. A nationwide surveillance identified approximately 50,000
gastroenteritis episodes annually in the 10 million total population of Hungary
of which 52% were non-bacterial episodes.
The aims of these applications are: 1. To determine prevalence and genetic
variability of HAstV strains among children hospitalized for gastroenteritis. 2.
To determine the clinical characteristics of HAstV infection in children
hospitalized for gastroenteritis in Hungary. 3. To measure the level of serum
antibody in acute blood samples of children from symptomatic infections to
determine the seroprevalence of HAstV type-specific antibodies. 4. To
determine the burden of gastroenteritis associated with HAstV infection by
evaluating the economic impact of severe HAstV diarrhea among children in
one hospital over two years of surveillance.
Thesaurus Terms:
Human astrovirus, gastroenteritis, prevalence of HAstV strains, genetic
variability, serotype, genotype, clinical characteristics, serum antibody,
symptomatic infections, economic impact,
Clinical research, human subject
US PI
Douglas Mitchell, MD, PhD
Eastern Virginia Medical School
Department: Center for Pediatric Research
Address: 855 West Brambleton Avenue, Norfolk, VA 23510-1001
Tel: 1- 757-668-6400
Fax: 1- 757-668-6476
E-mail: dkmitchel@chkd.com
Hungary
Gyorgy Szucs, MD, PhD
Baranya County Institute of State Public Health Services
Address: Szabadság utca 7, Pécs, Hungary, H-7633
Tel: 36-72-514-999
Fax: 36-72-514-949
E-mail: gszucs@hsc.kuniv.edu.kw
Contact person:
Ferenc Jakab, MSc
Baranya County Institute of State Public Health Services
Address: Szabadság utca 7, Pécs, Hungary, H-7633
Tel: 36-72-514-999
Fax: 36-72-514-949
E-mail: jakabf@main.antszbar.hu
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International Phase III IL-2 Study
U01AI 45483-01
NIAID
Abstract:
This abstract is not available on the web: CRISP NIH Database
Thesaurus Terms:
There are no thesaurus terms on file for this project.
US PI
Jim Neaton, PhD
Division of Biostatistics
School of Public Health
University of Minnesota
2221 University Ave SE, Room 200
Minneapolis, MN 55414
Phone: (612) 626-9040
Fax: (612) 624-2819
E-mail jim@ccbr.umn.edu
Poland
Andrzej Gxadysz, PhD
Medical University of Wroclaw
Department:
Tel:
Fax:
E-mail: jacek.gasiorowski@k.pl

Stereoselectivities of the Ireland-Claisen Rearrangement (Also in Round
Table #6 Functional genomics and Proteomics)
1R03TW 01318-01A1
FIC
Abstract: A collaboration between Prof. Houk (UCLA) and Prof. Aviyente
(Bogazi, University, Istanbul, Turkey) on modeling the asymmetric Claisen
rearrangement is proposed to the Fogarty International Research Collaboration
Award. The goal of the parent project entitled "Steroselectivities of Synthetic
Organic Reactions" is to develop computational methods to explore and predict
stereoselective organic reactions. New quantitative computational models will
be devised to aid in the understanding and design of stereoselective reactions.
The results will be of considerable importance for the development of new
methods for synthesis of enantiomerically pure pharmaceuticals. The specific
aim of the FIRCA proposal entitled "Steroselectivities of the Ireland-Claisen
Rearrangement" is to analyze the steroselectivity of the Ireland-Claisen
rearrangement by modeling the chair versus boat transition state for this
reaction. The ultimate goal is to develop a theoretical understanding of the
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factors that control which stereoisomer will be formed in a reaction that creates
or modifies stereocenters.
Thesaurus Terms:
Middle East, chemical reaction, molecular rearrangement, stereochemistry,
stereoisomer
British Isles, adduct, cooperative study, maleimide, mathematical model,
method development, model design /development, oxidation
US PI
Kendall N. Houk, PhD
Professor
University Of California Los Angeles
10920 Wilshire Blvd., Suite 1200
Los Angeles, CA 90024
Tel: 1- 310-206-0515
Fax: 1- 310-206-1843
E-mail: houk@chem.ucla.edu
Turkey
Viktorya Aviente, Ph.D.
Bogazici University
Department:
Address:
Tel:
Fax:
E-mail: aviye@boun.edu.tr
________________________________________________________________
INVITED COLLABORATIVE PROJECT
Earthworm Coelomocytes as Models for Innate Immunity
University Pecs, Faculty of Medicine, Hungary
Abstract: DESCRIPTION Invertebrate animals form different defense
mechanisms against their environmental pathogens. Invertebrate immunity is
composed of cellular and humoral elements, similarly to the vertebrate immune
system. In earthworm the innate immunity is maintained cellular components
by different coelomocytes. Coelomocytes are located in the coelomic cavity.
This compartment also contains coelomic fluid which has many biologically
active molecules (lysenin, fetidin, eiseniapore, coelomic cytolytic factor) in it.
Earthworm coelomocytes are involved in the antimicrobial defense through
humoral factors and cellular reactions. In our previous experiments earthworm
defense cells were characterized by different immunological techniques (flow
cytometry, confocal microscopy, immunoserology) using conserved
mammalian antigen specific monoclonal antibodies. For the characterization of
the coelomocyte humoral defense molecules some different functional assays
(cytotoxicity and antibacterial assays) were used. Several antimicrobial
molecules were isolated from invertebrate species in the recent years. These
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molecules may can combinate with conserve antimicrobial agents to solve the
problems of multi-antibiotic resistant strains of pathogens.
To determination of earthworm immune cell subpopulations were produced
specific monoclonal antibodies against coelomocytes. We plan to characterize
the origin and development of coelomocytes with specific markers recognized
by monoclonal antibodies. Using these research tools with various molecular
biological techniques (cDNA library, phage display, RT-PCR) can help us to
define new immune molecules in invertebrates with comparative and –possiblebiomedical applications.
Published data:
1. Engelmann P., Pál J., Berki T., Cooper E.L., Németh P.(2002): Earthworm
leukocytes reacted with different mammalian antigen specific monoclonal
antibodies. Zoology 105 (3): 257-265.
2. Engelmann P., Cooper E.L., Németh P: Comparative analysis of earthworms’
immune system by phylogenetical aspects of cell surface and intracellular
markers. In: Bilej M. and Cooper E.L. (ed.): A new model for analyzing
antimicrobial peptides with biomedical applications (2002). NATO Science
series: Life and Behavioural Sciences Vol.343: 350pp. IOS Press, Netherlands.
US PI
Edwin L. Cooper, PhD.
Laboratory of Comparative NeuroImmunology,
Department of Neurobiology
David Geffen School of Medicine,
University of California
Los Angeles, California 90095-1763
Telephone : 310-825-9567
Fax : 310-825-2224
E-Mail Address : cooper@mednet.ucla.edu
Hungary
Péter Németh MD, PhD
Department of Immunology and Biotechnology
Faculty of Medicine
University of Pécs
7643-Pécs
Telephone: +36-72-536-290
Fax: +36-72-536-289
E-Mail Address: peter.nemeth@aok.pte.hu
Contact person: Péter Engelmann
E-mail Address: peter.engelmann@aok.pte.hu
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Bridges in Life Sciences Roundtable #5 Neuro / Brain Research
Roundtable Summary
As evidenced in the appended abstracts, the collaborative efforts fostered by the
Fogarty International Center of the United States National Institutes of Health
have resulted in numerous high-quality Neuroscience research programs
throughout Central and Eastern Europe. These Neuroscience activities span the
field of contemporary Neuroscience, employing multiple state-of-the-art in vivo
and in vitro approaches to address questions of basic science, pre-clinical, and
clinical interest. Of particular interest is the fact that many of these studies
incorporate structural, functional, cellular, and molecular endpoints in higher
order animals, subhuman primates, and humans. Through these approaches, the
Central and Eastern European Neuroscience communities are pursuing multiple
areas of inquiry focusing on agonist-receptor interactions, signal transduction
pathways, the modulation of pain, somatosensory integration, visual perception,
and the perceptual organization of sound. These basic science endeavors are
complemented by parallel preclinical and clinical studies in the areas of
multiple sclerosis, Parkinson’s disease, cortical malformation, and traumatic
brain injury.
The goals of this round table are broad based and will attempt to address
scientific and administrative issues of immediate relevance to both the Central
and Eastern European Neuroscience community and the Fogarty International
Center of the United States National Institutes of Health. The round table is
intended to update the Central and Eastern European communities on ongoing
Neuroscience research supported, in part, by the Fogarty International Center.
It is anticipated that the dialogue resulting from this round table will lead to
new scientific interchanges and collaborations. It is hoped that new and
enhanced basic science, preclinical, and clinical studies will follow these
collaborations, ultimately benefiting the scientific community and peoples of
the United States and Central and Eastern Europe. Lastly, via this round table
discussion, it is anticipated that the Fogarty International Center will gain new
insight into the most appropriate approaches and model systems needed to
further enhance scientific collaboration between Central and Eastern European
Scientists and their U.S. collaborators.
Co-chairs:
Session 1
John Povlishock, Virginia Commonwealth University, Richmond, USA
Andras Buki M.D., Ph.D. Department of Neurosurgery Center for Med. and
Health Sci. University of Pécs, Hungary
Gregor Majdic, PhD, Animal Genomics Veterinary Faculty, University of
Ljubljana, Slovenia
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Session 2
Daniel Javitt, Md, PhD, Nathan S. Kline Institute of Psychiatric Research, USA
George Karmos M.D., Ph.D., Institute for Psychology of the Hungarian
Academy of Science Budapest, Hungary
Stojan Aleksievski, Institute for Psychiatry, School of Medicine Skopje,
Macedonia
Session 3
J. Patrick Johnson, MD, Director, Cedars Sinai Institute for Spinal Disorders,
Los Angeles, USA
Tamas Doczi M.D., Ph.D. Department of Neurosurgery Center for Med. and
Health Sci. University of Pécs, Hungary
Juraj Steno, MD, PhD Dept. of Neurosurgery, Comenius University, Bratislava,
Slovakia
Participants:
Laszlo Acsady, PhD, Wellcome International Senior Research Fellow
Principal Investigator, Institute of Experimental Medicine, Hungarian Academy
of Sciences, Department of Cellular and Network Neurobiology
Zsolt Borhegyi, PhD, Senior Research Fellow, Institute of Experimental
Medicine, Hungarian Academy of Sciences, Department of Cellular and
Network Neurobiology
Csaba Fekete, MD, PhD, Department of Endocrine- and Behavioral
Neurobiology Institute of Experimental Medicine Hungarian Academy of
Sciences
Andrzej Glabinski, MD, PhD, Department of Neurology, Medical University of
Lodz, Poland
Anna Borsodi, MD, PhD, Biological Research Center, Hungarian Academy of
Sciences, Szeged, Hungary
Charles Schroeder, Ph.D., Cognitive Neuroscience & Schizophrenia Program
Nathan Kline Institute and Department of Neuroscience, Albert Einstein
College of Medicine, Orangeburg, NY, USA
Istvan Ulbert, MD, PhD, Institute for Psychology of the Hungarian Academy of
Sciences, Budapest, Hungary
Istvan Czigler PhD DSc , Director, Institute for Psychology of the Hungarian
Academy of Sciences, Budapest, Hungary
Andrew J. Dwork, MD, PhD, New York State Psychiatric Institute, New York,
NY, USA
Aleksej Duma, MD, Director of the Institute for Forensic Medicine ,Skopje,
Macedonia
Marek Bachanski, MD, Child Neurology Department, Children’s Memorial
Health Institute, Warsaw, Poland
Invited participants:
Carl Lauryssen, M.D, Research Director, Cedars Sinai Institute for Spinal
Disorders, Los Angeles, CA, USA
Mijat, Marko, MHA, Manager, Cedars Sinai Institute for Spinal Disorders
Los Angeles, CA, USA
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NIH GRANTS IN CENTRAL AND EASTERN EUROPE
NEURO/BRAIN RESEARCH BASIC AND APPLIED RESEARCH
The Hippocampal Interneuron Network
2R01MH 54671-04
NIMH
Abstract:
This abstract is not available on the web: CRISP NIH Database
Thesaurus Terms:
There are no thesaurus terms on file for this project.

US PI
Gyorgy Buzsaki, MD, PhD
Board of Governors Professor
Center for Molecular and Behavioral Neuroscience
Rutgers, The State University of New Jersey
Blumenthal Hall, Suite 206
Newark, NJ 07102
Tel: 1-973-353-1080x3131
Fax: 1-973-353-1820
E-mail: buzsaki@axon.rutgers.edu
URL: http://osisris.rutgers.edu
Hungary:
Tamas F. Freund, Ph.D., D.Sc.
Director
Institute of Experimental Medicine
Hungarian Academy of Sciences
Budapest 8.
Szigony u. 43
H-1083 Hungary
Phone:+361-210-9410
Fax: +361-210-9412
E-mail: freund@koki.hu
Laszlo Acsady, PhD
Wellcome International Senior Research Fellow
Principal Investigator
Institute of Experimental Medicine
Hungarian Academy of Sciences
Department of Cellular and Network Neurobiology
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Budapest, Szigony u. 43
H-1083 Hungary
Phone:+361-210-9400
Fax: +361-210-9412
E-mail: acsady@koki.hu
Zsolt Borhegyi, PhD
Senior Research Fellow
Institute of Experimental Medicine
Hungarian Academy of Sciences
Department of Cellular and Network Neurobiology
Budapest, Szigony u. 43
H-1083 Hungary
Phone:+361-210-9400
Fax: +361-210-9412
E-mail: borhegyi@koki.hu
Norbert Hajos, PhD
Senior Research Fellow
Institute of Experimental Medicine
Hungarian Academy of Sciences
Department of Cellular and Network Neurobiology
Budapest Szigony u. 43
H-1083 Hungary
Phone:+361-210-9400
Fax: +361-210-9412
E-mail: hajos@koki.hu
________________________________________________________________
Endogenous GABAergic Activity
2R37NS030549-09
NINDS
Abstract: DESCRIPTION: (Verbatim from the Applicant's Abstract) The goal
of this proposal is to continue the characterization of fundamental and
distinctive features of GABA receptor function and inhibitory mechanisms in
the mammalian CNS. Alterations in GABAA receptor-mediated inhibition take
place over the course of several neurological and psychiatric disorders, and
numerous clinically used drugs including anxiolytics, anesthetics and
anticonvulsants have GABAA receptor-dependent mechanisms of action. In
light of this, the proposed studies will contribute to the understanding of
inhibition and its alterations by neuronal activity, drugs or disease states. The
proposal will characterize two distinct forms of GABAergic activity in central
neurons: phasic inhibition mediated by activation of GABAA receptors at
synapse, and tonic inhibition that is most likely generated by extrasynaptic
receptors activated by ambient GABA present in the extracellular space. The
central hypothesis to be tested is as follows: tonic and phasic GABAergic
inhibition are separately generated and differently regulated in the central
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nervous system. Consequently, the two inhibitions perform distinct functions to
control the excitability of individual neurons and of interconnected neuronal
networks. Each specific aim addresses critical features of the two types of
inhibition. These aims are: 1) to establish the differential pharmacology of the
two types of inhibition; 2) to study their regulation by endogenous factors; 3) to
resolve how the two inhibitions control the activity of interneurons; 4) to
identify distinct subclasses of interneurons explicitly involved in producing one
or the other type of inhibition; 5) to uncover the role played by the two types of
inhibition in regulating the excitability of neuronal networks. To establish these
goals, high resolution electrophysiological recordings will be obtained from
neurons identified with IR-DIC and fluorescent methods. Light and electron
microscopical investigations will address the specific anatomical properties and
localization of the receptors and cells involved. Moreover, the study will use
genetically altered mice that over- or under-express certain GABA receptors in
specific neuronal populations. Other mutant mice have well-defined subclasses
of interneuron expressing specific markers to facilitate their identification for
electrophysiological recordings or for their specific photochemical ablation by
exposure to UV light. The study is expected to yield novel and specific insights
into the functioning of the GABAergic system in the brain. Understanding the
role and the specific control of the two types of inhibition will lead to a better
grasp of many clinical problems associated with alterations in inhibitory
function including those underlying cognitive processes. A thorough knowledge
of the regulation of GABAergic inhibition by endogenous factors and by
specific drugs will open the possibility for novel therapies aimed at curing some
devastating psychiatric and neurological disorders including anxiety, stress,
stroke, and epilepsy.
Thesaurus Terms:
GABA receptor, brain, calcium flux, interneuron, neural inhibition,
neuroregulation, receptor expression , action potential, neural plasticity,
phosphorylation, protein kinase, second messenger
electron microscopy, immunocytochemistry, laboratory mouse, laboratory rat,
transgenic animal

US PI
Istvan Mody, MD, PhD
University Of California Los Angeles
10920 Wilshire Blvd., Suite 1200
Los Angeles, CA 90024
Tel: 1-310-206-9973
Fax: 1-310-825-0033
E-mail: mody@ucla.edu
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Hungary
Tamas F. Freund, Ph.D., D.Sc. Director
Institute of Experimental Medicine
Hungarian Academy of Sciences
Budapest 8.
Szigony u. 43
H-1083 Hungary
Phone:+361-210-9410
Fax: +361-210-9412
E-mail: freund@koki.hu
________________________________________________________________
Afferent Regulation of Cholinergic Forebrain Neurons
2R01NS 23945 –00
NINDS
Abstract:
This abstract is not available on the web: CRISP NIH Database
Thesaurus Terms:
There are no thesaurus terms on file for this project.

US PI
Laszlo Zaborsky, MD, PhD
Center for Molecular and Behavioral Neuroscience
Rutgers, The State University of New Jersey
Blumenthal Hall, Suite ?
Newark, NJ 07102
Tel: 1-973-353-1080
Fax: 1-973-353-1844
E-mail: zaborszky@axon.rutgers.edu
Hungary
Laszlo Detari, PhD
Eotvos Lorand University, Budapest
________________________________________________________________
Neural-Electromagnetic-Hemodynamic Links in Humans
1R01NS 44623 -01A1
NINDS
Abstract: DESCRIPTION (provided by applicant): The spatiotemporal
dynamics of human brain activation can be non-invasively imaged by
combining functional Magnetic Resonance Imaging (fMRI) with magneto- and
electro-encephalography (M/EEG). fMRI locates altered cerebral
hemodynamics with good spatial accuracy but poor temporal resolution.
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Conversely, M/EEG are instantaneous measures of population synaptic activity,
but are hard to localize because of spatiotemporal cancellation. Furthermore, the
transfer functions from cortical neuronal synaptic currents and cell-firing, to
extracranial hemodynamic and electromagnetic signals, are unknown. The
potential variability of the relationships of hemodynamic and electromagnetic
signals to each other, and to their underlying neural substrates, make it
necessary to explore and define these relations in behaving humans. We
propose to measure neuronal activity using linear arrays of micro-electrodes.
Optical measurements will quantify hemodynamics using cortical point
spectroscopy and laser Doppler. Simultaneous measures within the same
cortical micro-domain will be made during spontaneous activity, calibration
states, and a variety of cognitive tasks. If successful, this research will reveal, at
an unprecedented level of quantification and certainty, the relations between
hemodynamic and electromagnetic measures, and the underlying activity of
neuronal populations, during cognition in humans.
Thesaurus Terms:
brain imaging /visualization /scanning, cerebrovascular imaging /visualization,
computational neuroscience, microelectrode
blood flow measurement, brain circulation, brain electrical activity
bioimaging /biomedical imaging, clinical research, electroencephalography,
functional magnetic resonance imaging, human subject,
magnetoencephalography, ultrasound blood flow measurement
US PI:
Eric Halgren, MD, PhD
Massachusetts General Hospital
55 Fruit St
Boston, MA 02114
Tel: 1-617-241-9588
Fax: 1-617-241-9620
E-maiL halgren@cortechs.net
Hungary
George Karmos M.D., Ph.D.
Institute for Psychology of the
Hungarian Academy of Sciences
Mail: POB 398 Budapest, H-1394 Hungary
Phone: +36-1 354-2402, 354-2290
Fax: +36-1 354-2416
E-mail: Karmos@CogPsyPhy.HU
________________________________________________________________
CART and the Hypothalamic-Pituitary-Thyroid Axis
1R03TW 01494-01
FIC
Abstract: DESCRIPTION This collaborative study will be performed in
Hungary as an extension of NIH grant #RO1 DK-37021, to define the
anatomical relationships between cocaine and amphetamine-regulated transcript
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(CART) and hypophysiotropic TRH neurons in the hypothalamic
paraventricular nucleus. It is proposed that in conjunction with the parent grant,
these studies will elucidate the role of CART in the regulation of
hypophysiotropic TRH and determine how CART is integrated into the central
control system as a mediator for the action of leptin on the hypothalamicpituitary-thyroid axis. The origin of CART-synthesizing neurons that project to
TRH neurons in the paraventricular nucleus will be identified by a two-step
procedure. First, regions of the brain that contain CART-synthesizing neurons
and project to the paraventricular nucleus will be identified by a double-labeling
immunofluorescent technique following the stereotaxic injection of the
retrogradely transported marker substance, cholera toxin subunit B (CTB), into
subdivisions of the paraventricular nucleus. Second, by confocal microscopy, it
will be determined whether CART-producing neurons from each of the regions
where CART-IR neurons accumulate CTB, project specifically to TRH neurons
in the paraventricular nucleus. This will be accomplished by a triple-labeling
fluorescent technique in which the anterogradely transported marker substance,
PHAL and CART will be identified by immunofluorescence in axon terminals
contacting proTRH mRNA-containing neurons in the paraventricular nucleus,
and proTRH mRNA will be identified by fluorescent, non-isotopic in situ
hybridization histochemistry. Since CART is contained in the majority of TRHproducing neurons in the paraventricular nucleus, a double-labeling
immunofluorescent technique will also be used to explore the possibility that
the CART innervation to TRH neurons in the paraventricular nucleus may arise
from an ultrashort feedback loop from hypophysiotropic neurons, itself. The
subcellular organization of CART and TRH in these neurons will be examined
by ultrastructural immunocytochemistry to determine whether both substances
are packaged in the same vesicles, and whether their packaging is similarly
affected by fasting. Finally, the effect of fasting and leptin administration to
fasting animals on CART gene expression in hypophysitoropic TRH neurons
and in CART-producing neurons that project to TRH-containing neurons in the
paraventricular nucleus, will be studied using combined isotopic and nonisotopic techniques of in situ hybridization histochemistry and computerized
image analysis.
Thesaurus Terms: amphetamine, cocaine, hormone regulation /control
mechanism, hypothalamic pituitary axis, pituitary thyroid axis, thyrotropin,
thyrotropin releasing hormone cholera toxin, cooperative study, gene
expression, hormone receptor, innervation, leptin, messenger RNA,
neuroanatomy, neuron, paraventricular nucleus, peptide hormone biosynthesis,
thyroid hormoneconfocal scanning microscopy, immunocytochemistry,
immunofluorescence technique, in situ hybridization, laboratory rat, stereotaxic
technique
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US PI
Ronald Lechan, MD, PhD
New England Medical Center Hospitals
750 Washington St
Boston, MA 021111533
Tel: 1-617-636-8517
Fax: 1-617-636-4719
E-mail: rlechan@tufts-nemc.org
Hungary
Csaba Fekete, MD, PhD

Department of Endocrine- and Behavioral Neurobiology Institute of
Experimental Medicine Hungarian Academy of Sciences
43 Szigony St.
Budapest
Hungary 1083
Tel.: 36-1-210-9947
Fax.: 36-1-210-9977
E-mail: feketecs@koki.hu

Cellular Differentiation in the Preoptic Area
1R03TW 05922 -01A1
FIC
Abstract: DESCRIPTION (provided by applicant) The long-term goal of the
collaborative research between the PI and the foreign collaborator is to
determine the role of gonadal steroids on the sexual differentiation of brain and
body during development and in adulthood. Sex differences in brain structure
and function have been characterized in a number of places in several vertebrate
species. However, it has been difficult to determine how genetic and epigenetic
factors interact to result in sexual differentiation of the brain. Recent studies
have suggested the potential importance of non-hormonal genetic mechanisms.
The current aims extend the specific aims of the parent grant to determine the
interaction of hormonal and genetic mechanisms for the generation of sex
differences in adults. In SF-1 knockout mice the gonads regress early in
embryonic development and so these mice are never exposed to endogenous
gonadal steroids. Sex differences in their brains should arise only as a
consequence of the different genetic background between males and females.
We will use genetically disrupted mice that have been rescued from adrenal
insufficiency to determine gonadal steroid dependent sexual dimorphism in the
forebrain and establish the cause of sex differences in obesity in adult SF-1
knockout mice. Specifically we will examine brains from SF-1 knockout male
and female mice and their littermate controls to determine what sex differences
remain to account for the sex differences in activity and body weight. Brains
from adult animals will be examined by histological, immunocytochemical and
in situ hybridization procedures to characterize sex differences in brain structure
and gene expression. Animals will be treated with either estrogen or androgen
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to assess the steroid responsiveness of brain circuits developed in the absence of
gonadal steroids. These results will be critical from the perspective that the
most widely held belief is that gonadal steroids are mostly, if not solely,
responsible for sexual differentiation of the brain. The unique SF-1 knockout
model system that the proposed experiments extend into adulthood will allow
us to critically test the importance of gonadal steroids for brain sexual
differentiation.
Thesaurus Terms:
There are no thesaurus terms on file for this project.

US PI
Stuart A. Tobet, MD, PhD
Colorado State University
Fort Collins, CO 80523
Tel: 1-781-642-0234
Fax: 1-781-893-4018
E-mail: stuart.tobet@colostate.edu

Slovenia
Gregor Majdic, MD, PhD
Head of Center for Animal Genomics
Veterinary faculty
University of Ljubljana
Gerbiceva 60
1000 Ljubljana
SLOVENIA
Phone: +386 1 4779265
Fax: +386 1 2832243
E-mail: gregor.majdic@vf.uni-lj.si

Modeling Aqueous Solvation in Biology
1R01GM 63592-01
NIGMS
Abstract:
This abstract is not available on the web: CRISP NIH Database
Thesaurus Terms:
There are no thesaurus terms on file for this project.

US PI
Ken Dill, PhD
University of California at San Francisco
Address?
Tel: 415-476-9964
Fax: 415-502-4222
E-Mail: dill@maxwell.ucsf.edu
98

Slovenia
Vojeslav Vlachy, PhD
University of Ljubljana
Gerbiceva 60
1000 Ljubljana
Slovenia
Tel: ?
Fax:?
E-mail: vojko.vlachy@Uni-Lj.si
________________________________________________________________
Calpain in Axon Injury: Pathology & Therapeutic Issues
1R03TW 01313-01A2
FIC
Abstract: Traumatic brain injury (TBI) is a leading cause of death and
disability worldwide. Traumatic axonal injury (TAI) is associated with TBI and
significantly contributes to its morbidity and mortality. Recent observations
have demonstrated that TAI is not caused by the immediate rupture of the axon
at the moment of injury. Rather it is the result of a slowly evolving sequence of
pathological events leading to axonal disconnection thereby offering the
potential for therapeutic intervention. Recent data from our lab suggests that
calcium- indticed, calpain-mediated proteolytic modification of axolemmal
permeability and the resultant calcium overload of damaged axonal segments
are pivotally involved in the mitochondrial damage associated with TAI and
they are also responsible for the enzymatic modification and disruption of the
axonal cytoskeleton that leads to the halt of the axoplasmic transport, axonal
swelling and disconnection. The goal of this application is to clarify the role of
calpain-mediated proteolytic changes in the pathogenesis of the
axolemmal/axonal damage while also evaluating the efficacy of therapeutic
interventions targeting calpain activation, in TAI to disrupt the pathological
cascade that leads to axonal disconnection. Using a well-characterized rodent
model of inertial impact we will test whether the systemic administration of
calpain-inhibitors prevents the axolemmal permeability changes precluding the
uptake of horseradish peroxidase and fluorescent tracers. Utilizing different
lightand electron microscopic double labeling approaches we also assess,
whether calpain-inhibitors prevents downstream events associated with TAI
such as the activation of the caspase death cascade and the accumulation of beta
amyloid precursor protein, a marker of axonal disconnection caused by
cytoskeletal alterations. Using immunohistochemistry and immunoblottechniques assisted by digital image analysis and statistical data-comparison we
will compare the relative efficacy of a cell-permeable selective calpain inhibitor
in the prevention of calpain- and caspase-mediated breakdown of the structural
protein spectrin, a constituent of the subaxolemmal network while also
assessing the motor/behavioral effects of such interventions. Not only should
the work proposed lead to better understanding of the pathobiology of
traumatically induced axonal injury but also may prove helpful for designing
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more rational and effective therapeutic interventions for traumatic brain injury
and axonal damage.
Thesaurus Terms:
axon, brain injury, calpain, enzyme activity, neuronal transport
amyloid protein, biomarker, calcium flux, chemoprevention, disease /disorder
model, horseradish peroxidase, membrane permeability, pathologic process,
protease inhibitor, proteolysis, spectrin, trauma
digital imaging, electron microscopy, fluorescent dye /probe,
immunocytochemistry, laboratory rat, light microscopy, western blotting
US PI
John Povlishock, MD, PhD
Professor and Chair of Anatomy and Neurobiology
Director of Commonwealth Center for the Study of Brain Injury
Co-Director MCV/VCU Neuroscience Center
Medical College of Virginia Campus of Virginia Commonwealth University
Richmond, VA 232980568
804-828-9623
804-828-9477
E-mail: jpovlish@hsc.vcu.edu
Hungary
Andras Buki M.D., Ph.D.
Department of Neurosurgery
Center for Medical and Health Sciences
University of Pecs, Hungary, H-7624
Tel.: +36 72 535-932
Fax: +36 72 535-931
Cell.: +36 30 411-3349
E-mail: andras.buki@aok.pte.hu
________________________________________________________________
Subcellular Pathways of Internalized Neurotrophic Factors
1R03TW 05700-01
FIC
Abstract: This abstract is not available on the web: CRISP NIH Database

US PI
Chris Bartheld, PhD
University of Nevada,
Department of Psychology,
Reno, NV
Address: ?
Tel: 1-775-784-6022
Fax: 1-775-784-6903
E-mail: chrisvb@physio.unr.edu
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Poland
Rafal Butowt, PhD
Nencki Institute
Address:
Tel:
Fax:
E-mail: rafalbutowt@yahoo.com
________________________________________________________________
Chemokines in a Novel Murine Model of DTH in the Brain
1R03TW 006012-01
FIC
Abstract: DESCRIPTION (provided by applicant) This research will be done
primarily in Poland as an extension of NIH grant # 1 R01 NS 32151
"Chemokines in CNS inflammation." Leukocyte infiltration into the central
nervous system (CNS) is a key event in many neuroimmunologic diseases. The
recruitment of lymphocytes and macrophages into the brain is likely the result
of chemokine (chemoattractant cytokine) expression in the CNS. In the parent
grant we analyze how specific pairs of chemokines and their receptors govern
recruitment of inflammatory cells to the CNS during animal model of multiple
sclerosis (MS) - experimental autoimmune encephalomyelitis (EAE). In this
proposal, we would like to extend those studies and analyze the role of
chemokines and chemokine receptors in a newly described focal model of MSlike CNS lesions induced by intracerebral injection of bacillus Calmette-Guerin
(BCG). This model is an example of brain delayed type hypersensitivity (DTH)
reaction and is characterized by the presence of a single mononuclear
inflammatory focus in brain striatum. Unlike EAE brain, the DTH model is
induced by non-CNS antigen (BCG) and allows observation of bystander
damage to the brain triggered by inflammatory reaction. Similar types of CNS
damage is postulated for MS pathogenesis. This research will concentrate on
the following three Specific Aims: 1) Development and characterization of the
murine model of brain DTH reaction. Initially, murine model of brain DTH
reaction will be described. Originally this model was described in rats a few
years ago. Mouse DTH model will enable us to use several murine reagents not
available for rats and use genetically modified animals in the future. 2) Analysis
of chemokines and chemokine receptor expression in brain DTH model. Once
the histopathology of a new model is described, we will address the potential
role of chemokines in its development. Expression of chemokines and
chemokine receptors in the brain during development of DTH lesion will be
analyzed. This project will be concluded with Aim 3) Prevention and treatment
of brain DTH model with chemokine inhibitors. Some chemokines and their
receptors are most likely upregulated in the brain during BCG-induced model of
neuroinflammation. This observation may lead to modulation of this pathology
with anti-chemokine strategy. Upregulated chemokines will also be targeted in
Aim 3. Research proposed here will complement ongoing studies by the parent
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grant without overlap. Results of those studies may suggest new therapeutic
strategies for neuroinflammatory disorders.
Thesaurus Terms:
brain, chemokine, cytokine receptor, delayed hypersensitivity, experimental
allergic encephalomyelitis, protein structure function, receptor expression
Mycobacterium bovis, Poland, T lymphocyte, cell migration, cooperative study,
disease /disorder model, inflammation, ligand, messenger RNA, model design
/development, neuroregulation, pathologic process
RNase protection assay, enzyme linked immunosorbent assay, flow cytometry,
immunocytochemistry, injection /infusion, laboratory mouse, neutralizing
antibody, tissue /cell culture
US PI
Richard Ransohoff, MD, PhD
Cleveland Clinic Foundation
9500 Euclid Ave
Cleveland, OH 44195
Tel: 1-216-444-0627
Fax: 1-216-444-7927
E-mail: ransohr@ccf.org
Poland
Andrzej Glabinski, MD, PhD
Department of Neurology
Medical University of Lodz
Szp. im. Barlickiego,
ul. Kopcinskiego 22
90-153 Lodz,
POLAND
Tel; 48-42-678-7746
Fax: 48-42-678-2293
E-mail: aglabinski@afazja.am.lodz.pl
aglabin@psk2.am.lodz.pl
aglabinski@poczta.onet.pl
________________________________________________________________

Molecular Mechanism of Glutamate Release from Astrocytes
1R03TW 001293-01
FIC
Abstract:
This abstract is not available on the web: CRISP NIH Database
Thesaurus Terms:

There are no thesaurus terms on file for this project.
US PI
Phillip Haydon, PhD
Iowa State University of Science & Technology
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Address:
Tel: 1-215-898-8820
Fax: 1- 215-573-2015
E-mail: none listed
Slovenia
Robert Zorec, PhD
Institute of Pathophysiology,
School of Medicine, University of Ljubljana
Slovenia
Address:
Tel:
Fax:
E-mail:
________________________________________________________________
Capacitance & Fluorescence Monitoring of Exo/Endocytosis
2R01NS 36665-05
NINDS
Abstract: DESCRIPTION (provided by applicant): The long-term objective of
this proposal is to elucidate the mechanisms by which secretory granules in
neuroendocrine cells undergo exocytosis and are retrieved subsequently by
endocytosis. We will use a combination of electrophysiological (cell-attached
and whole cell patch clamp capacitance) and optical (FM dye fluorescence)
techniques to examine single exocytic events in rat pituitary lactotrophs. We
showed previously that the secretory behavior of lactotrophs makes them
particularly advantageous for such studies. In these cells, it is possible to
observe single exocytic events in real-time with FM dyes using an ordinary
epifluorescence microscope. We showed that fusion pores in these cells explode
open upon stimulation, that granule-granule fusion (compound exocytosis) is a
common phenomenon and is regulated independently of granule-plasma
membrane fusion, and that the solubilization and release of dense cores is a
regulated process. We propose to continue these studies. In preliminary
experiments using cell-attached capacitance recordings, we have identified an
additional, altogether new type of exocytic behavior, namely spontaneous,
rhythmic, pulsatile openings of fusion pores. The phenomenon is common
(evident in nearly 1/4 of patches) and robust (persisting unaltered for tens of
minutes). The individual fusion pore openings are remarkably regular in time
(frequency about 1 Hz) and the duration of the fusion pore openings is
remarkably constant (ca. 50 ms). We propose to examine this behavior, its
underlying mechanisms, and the cellular processes that regulate it in the next
grant period. Implications for human health. All cells engage in exocytic
secretion, a vital and complex process that is only partly understood, and which,
if disrupted, can lead to impaired cellular function and ill health. While our
work focuses on this basic cellular process, and not a specific disease entity, a
better understanding of the fundamental mechanisms that regulate these vital
functions could significantly impact our ability to combat a variety of diseases.
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Thesaurus Terms:
calcium flux, chromaffin cell, dielectric property, endocytosis, exocytosis,
membrane fusion
adenosine triphosphate, biological signal transduction, bromocriptine, cell
membrane, cyclic AMP, dopamine, monensin, neuroendocrine system, pituitary
gland, protein kinase A, protein kinase C, secretion, vesicle /vacuole
calcium indicator, electrophysiology, fluorescence microscopy, fluorescent dye
/probe, laboratory rat, tissue /cell culture, voltage /patch clamp
US PI
William Betz, PhD
University Of Colorado Hlth Sciences Ctr
Uchsc At Fitzsimons
Aurora, CO 800450508
Tel: 1-303-315-8946
Fax: 1-303-315-8110
E-mail: bill.betz@uchsc.edu
Slovenia
Robert Zorec, PhD
Institute of Pathophysiology,
School of Medicine, University of Ljubljana
Slovenia
Address:
Tel:
Fax
E-mail:
________________________________________________________________
Diversity of Nicotinic Synapses in Sympathetic Ganglia
1R03TW 005909-01
FIC
Abstract: The long-term goal of this project is to determine how diversity in
the cellular expression of neuronal nicotinic receptors contributes to synaptic
function in mammalian sympathetic ganglia. This research will be done in Kiev,
Ukraine as an extension of NIH grant #R01 NS21065. The project's central
hypothesis states that neurons serving different effector modalities express
distinct combinations of nicotinic receptor subunits, as a means for regulating
the duration of fast excitatory postsynaptic potentials and thereby controlling
the synaptic amplification of preganglionic activity. The proposed experiments
will use electrophysiology to assess nicotinic receptors in rat sympathetic and
parasympathetic neurons. Specific aim 1 is to identify kinetic features that
distinguish nicotinic receptors on functional subsets of sympathetic and
parasympathetic neurons. The integrative consequences of these data will then
be evaluated using computational models that simulate synaptic activity in
autonomic ganglia. Specific aim 2 is to extend the pharmacological profile of
synaptic receptors on vasomotor sympathetic neurons by systematic
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characterization of novel open-channel blockers and antisera against alphasubunits of nicotinic receptors. The goal is to develop a rational basis for
designing new compounds that would be highly selective for vasomotor
sympathetic neurons and other autonomic modalities. Such compounds could
be used to further dissect the roles of different autonomic cell groups and may
have clinical applications. Specific aim 3 is to determine whether alphabungarotoxin-sensitive nicotinic receptors contribute to fast synaptic
transmission in sympathetic ganglia. This will test whether recent work on
avian autonomic ganglia also holds true in mammalian neurons that are known
to express the alpha-7 nicotinic subunit. Resolving the issues posed by each
specific aim would have fundamental implications for our understanding of
ganglionic integration. Nicotinic synapses in autonomic ganglia are important
for public health because they are essential for autonomic behaviors that are
disrupted by aging and neurological disease (e.g. cardiovascular adaptation to
exercise, reproduction, thermoregulation and defensive adaptation to stress).
Thesaurus Terms:
neural transmission, nicotinic receptor, receptor expression, sympathetic
ganglion, synapse
Commonwealth of Independent States, autonomic ganglion, bungarotoxin,
computer simulation, cooperative study, ion channel blocker, neuron,
paraganglia, parasympathetic nervous system, protein structure function,
vasomotion
electrophysiology, immunocytochemistry, laboratory rat
US PI
John P. Horn, PhD
Professor, Department of Neurobiology
Co-Director, PhD Training Program, Center for Neuroscience
University of Pittsburgh School of Medicine
Pittsburgh, PA 15261
Voice: 412-648-9429
Fax: 412-648-1441
E-mail: jph+@pitt.edu
Ukraine
Vladimir I. Skok, PhD (
Bogomoletz Institute of Physiology
Bogomoletz St. 4
Kiev 24
GSP252601
Ukraine
E-mail: skok@serv.biph.kiev.ua
________________________________________________________________
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Effects of Systemically Administered Dynorphins
5R01DA011113-06
NIDA
Abstract: Kappa (k)- opioid ligands have received renewed attention due to
their potential in the treatment of painful conditions, and their ability to
attenuate the effects of psychostimulants (e.g., cocaine). The objective of these
studies is to test the Central Hypothesis that dynorphin A(I-17) (an endogenous
agonist at k-receptors), and E-2078 (a stable dynorphin A(1-8) analog), are high
efficacy, peripherally selective agonists at the proposed "k," subtype opioid
receptors, after systemic administration in rhesus monkeys. Several studies have
focused on dynorphin pharmacology after central administration in rodents. In
contrast, the effects of systemically administered dynorphins in monkeys have
not been widely studied, and may be of particular clinical relevance, due to
qualitative and quantitative similarities between k-receptor populations in nonhuman primates and humans. Studies to date reveal that systemically
administered dynorphins produce some, but not all the effects commonly
associated with non-peptidic k-agonists in primates, including humans. This is
of particular interest, because clinical use of selective non-peptidic k-agonists
has been limited by their undesirable effects (e.g., sedation and dysphoric
subjective effects). The dynorphins may produce clinically relevant effects
(e.g., anti-allodynia), with fewer or less severe undesirable effects. The agonist
actions of intravenously administered dynorphin A(I-17) and E-2078 will
therefore be characterized in assays ofthermal antinociception and capsaicininduced thermal allodynia, and in a neuroendocrine endpoint, increases in
serum prolactin levels. Prolactin levels can be used as a sensitive, quantitative
marker of systemic dynorphin pharmacology in human and non-human
primates. The receptor mediation of dynorphin effects in all the above assays
will be initially studied by pretreatment with opioid antagonists (naltrexone and
its peripherally selective analog, quaternary naltrexone). Overall, dynorphin
A(I-I 7) and E-2078 will be compared to the non-opioid fragment, dynorphin
A(2-17), to subtype-selective k-opioid ligands (U69,593 and bremazocine) and
to a partial k-agonist (nalorphine). Specifically, we aim to determine whether
the dynorphins'apparent efficacy, their proposed peripheral selectivity and their
proposed k-subtype selectivity may be relevant to their in vivo profile in
primates (and thus their clinical potential).
Thesaurus Terms:
drug screening /evaluation, dynorphin, psychopharmacology, respiratory
pharmacology
NMDA receptor, analgesic, biotransformation, capsaicin, drug hypersensitivity,
drug interaction, hyperalgesia, nalorphine, naltrexone, opioid receptor, pain,
peptide analog, prolactin, psychomotor function, self medication, sensory
depression
Macaca mulatta, urinalysis
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US PI
Eduardo R. Butelman, MD, PhD
Rockefeller University
New York, NY 100216399
Tel: 1- 212-327-8247
Fax: 1- 212-327-8574
E-mail: butelme@mail.rockefeller.edu
Hungary
Anna Borsodi, MD, PhD
Biological Research Center
Hungarian Academy of Sciences
Szeged, POB 521
Hungary 6701
Tel/Fax: 36 62 433 432
E-mail: Borsodi@nucleus.szbk.u-szeged.hu
________________________________________________________________

SENSORIAL ORGANS ORIENTED RESEARCH
Visual Perception of Surfaces Defined Through Motion
1 R03 TW005753-01A1
FIC
Abstract: DESCRIPTION (provided by applicant)The surfaces visible in the 3D environment are basic elements in our perceptual representation of the
physical world, but the projection of a surface onto the retina does not directly
specify depth relationships within the surface. One might think of recovering a
description of a surface as recovering the depth coordinates, but the perception
of surfaces by human observers includes higher-order relationships, such as
local orientation and curvature. The perception of these higher-order properties
may be based on recovered depth coordinates or may be based directly on
information in the stimulus. The proposed research examines the information
used in the perception of relative depth, orientation and curvature for 3-D
surfaces that are specified primarily by motion. Three series of experiments are
proposed. In the first series the sensitivity of observers for detecting differences
in depth, slant and curvature will be compared using a common task-judging
which part of an object is different from the other parts in the attribute of
interest. The second series of experiments will examine how judgments of
depth, slant and curvature are affected by characteristics of the area surrounding
the point at which the surface attribute is specified, including effects of
discontinuities in the surface, of the total area available and of the area over
which the attribute has a constant value. The third series of experiments will
determine the effects of features surrounding the area in which the attribute is
specified, including contour changes, occluding contours and the presence of a
background. In each case the experiments are intended to be informative about
judgments of each surface attribute separately and about how the effects of the
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variables under investigation might differ for different surface attributes.
Overall, this research is intended to provide an understanding of how surfaces
present in the 3-D environment, or in dynamic images simulating a 3-D
environment, are represented perceptually by the human observer. This is
important for the study of behaviors that depend on surface perception,
including object recognition, object manipulation and navigation through the
environment. This research will be conducted primarily in Bulgaria as an
extension of NIH Grant No. R01 EY12437.
Thesaurus Terms:
motion perception, psychophysics, visual depth perception, visual perception
attitude, attribution, computer simulation, cue, judgment, space perception,
visual stimulus
behavioral /social science research tag, clinical research, human subject
US PI
Myron L. Braunstein, PhD
University Of California Irvine
Campus Dr.
Irvine, CA 92697
Tel: 1- 949-824-5431
Fax: 1- 775-784-6903
E-mail: mlbrauns@uci.edu
Bulgaria
Nadejda Bocheva
Institute of Physiology
Bulgarian Academy of Sciences
Acad. G. Bonchev str. bl. 23
Sofia 1113
Bulgaria
Tel:
Fax:
E-mail: nadya@percept.bas.bg

Cochlear Blood Flow and Neuropeptides
2R03TW 00502-04
FIC
Abstract: This abstract is not available on the web: CRISP NIH Database
US PI
Alfred Nutall, MD, PhD
Oregon Health Sciences University
Address:
Tel: 1- 503-494-8032
Fax: 1 - 216-444-7927
E-mail: nuttall@ohsu.edu
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Hungary
Zoltan Vass, MD, PhD
University Szeged
Albert Szent-Gyorgyi Medical and Pharmaceutical Center
Address:
Tel:
Fax:
E-mail: vass@orl.szote.u-szeged.hu
________________________________________________________________
Impact of Somatosensory Input in Auditoring Process
1R03TW 05674-01
FIC
Abstract: The Parent Grant explores the finding that one or more regions of
classic auditory association cortex posterior to A1 are sites of multisensory
convergence, in that, they respond to somatosensory stimuli, as well .as sounds.
This surprising finding disputes a prevailing view that multisensory integration
is confined to specialized, higher order "association" structures. It also bears on
the fundamental question of whether auditory and somatosensory systems have
"what" and "where" divisions like those proposed for the visual pathways.
Anatomical tracer studies, in conjunction with standard multiunit/single unit
mapping procedures in anesthetized monkeys and with multielectrode studies in
awake monkeys will address 1. the relationship of somatosensory representation
to previously defined auditory fields. 2. the anatomical source(s) of
somatosensory input. 3. the functional significance of auditory-somatosensory
co- representation. This FIRCA Project will conduct an analysis supplementary
to number 3 above. We will address 1)the physiological impact of
somatosensory input in auditory cortex, targeting somatosensory source sites
identified by the parent grant 2) the hierarchial relationships between somatorecipient regions of auditory cortex and the somatosensory input sources and 3)
expansion of physiological findings by anatomical reconstruction of the
projections between selected somatosensory "input" and auditory "recipient"
site pairs identified by Specific Aim 1.
Thesaurus Terms:
auditory cortex, neural information processing, neurophysiology, somesthetic
sensory cortex auditory feedback, auditory pathway, auditory stimulus, auditory
tracking, brain mapping, electrostimulus, neuroanatomy, wakefulness
Macaca mulatta, electrophysiology
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US PI
Charles Schroeder, Ph.D.
Cognitive Neuroscience & Schizophrenia Program
Nathan Kline Institute and
Department of Neuroscience
Albert Einstein College of Medicine
Ph: (845) 398-6539
fax: (845) 398-6545
E-mail: schrod@nki.rfmh.org

Hungary
Istvan Ulbert, MD, PhD
Institute for Psychology of the
Hungarian Academy of Sciences
Mail: POB 398 Budapest, H-1394 Hungary
Phone: +36-1 354-2395
Fax: +36-1 354-2416
E-mail: ulbert@CogPsyPhy.HU

Preperceptual and Perceptual Organization of Sound
R03TW 005886-01A1
FIC
Abstract: DESCRIPTION (provided by applicant) This research will be done
primarily in Hungary as an extension of NIH Grant #R01 DC 04263. The goal
of the proposed research is to characterize the processes leading to the
perception of distinct sound sources. Our previous results (see Preliminary
Results) established that a large part of auditory organization occurs
preperceptually. The aim of the proposed research is to determine whether the
perceived segregation of sources is the result of a single process or whether
auditory organization goes through several distinct phases before reaching
perception. Finding a preperceptual organization that differs from the perceived
organization would support the notion of a multi-stage process. To reach this
goal we will use the high temporal resolution of event-related potentials (ERPs)
in conjunction with behavioral methods to compare the outcome of stimulusdriven auditory processes with the perception resulting from attentive
processing of the same sounds, across various experimental conditions. This
will allow us to evaluate the processing stages of auditory organization and
determine how much of the perceptual organization is strictly stimulus driven
and how much can he altered by attentional processes. The FIRCA proposal
will expand on Specific Aim 2 of the parent grant ("the interplay between
attention and stimulus-driven processes in perception"). Three experiments are
proposed to address this aim. Experiment 1 will determine to what extent
perceptual sound organization corresponds to an assessable preperceptual
organization. Experiment 2 will investigate what stage of auditory processing
are multiple cues (differences between two sets of sounds in two or more
auditory features) summed in segregating sound sources. Experiment 3 will test
110

whether alternative sound organizations (i.e., the integrated and the segregated
organizations) of the same two sets of sounds can exist in parallel at an
assessable preperceptual processing stage.
Thesaurus Terms:
auditory stimulus, evoked potential, neural information processing, sound
perception
Europe, attention, cooperative study, cue, stimulus interval
behavioral /social science research tag, clinical research, human subject
US PI
Elyse Sussman, Ph.D.
Department of Neuroscience
Albert Einstein College of Medicine
1410 Pelham Parkway S
Bronx, NY 10461

Tel: 1-718-430-3313
Fax: 1-718-430-8821
E-mail: esussman@aecom.yu.edu
Hungary
Istvan Czigler PhD DSc
Director
Institute for Psychology of the Hungarian Academy of Sciences
Mail: P.O.Box 398 H-1394 Budapest, Hungary
Tel: (36-1) 354- 2414
Fax: (36-1) 269- 2972
E-mail: czigler@CogPsyPhy.hu
________________________________________________________________
Nature and Acquisition of the Speech Code and Reading (RT#8 Behavioral
Sciences also)
2P01HD 01994-36
NICHD
Abstract: Our goals are to understand the phonological component of
language, biologically specialized for speaking and listening, serves those
functions and adapts to reading and writing. Projects I and II offer
complementary foci on speaking and listening. Project I investigates the public
phonological activities of speaker/listeners. We test our unique claim that
phonetic gestures are the elemental components of words, of speech plans, ov
focal tract actions, and of speech percepts.. Project II explores brain
mechanisms that support speaking and listening. Project I investigates the
public phonological activities of speaker/listeners. We test our unique claim that
phonetic gestures are the elemental components of words, of speech plans, of
vocal tract actions, and of speech percepts. Project II explores brain
mechanisms that support speaking and listening. Two goals are to test claims of
our motor theory.: that perception is achieved by a phonetic module and that the
module recruits control structures for production in perceptual processing.
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Project III addresses the remarkable fact that, although humans evolved to
speak and listen, they can access phonological forms efficiently from print,
speaking faces, pictures, and sign language. Project III explores, compares and
contrasts these routes to the phonology. Project IV-VI focus on reading. The
link from speech to reading is this. Skill reading requires rapid and reliable
access to phonological information from print. To learn to read, children must
develop "phoneme awareness," an appreciation that spoken words are
composed of the for language early in processing print; reading is parasitic on
speech. In Project IV, we use fMRI, behavioral tests and simulations to explore
brain systems that underlie beginning and skilled word recognition. Project V
explores the different pathways by which the alphabetic principle can be
learned and how beginning readers develop skill. We investigate awareness and
decoding and we study the shift from unskilled decoding to fluency
(presumably as the ventral route develops). Project VI investigates skilled word
recognition in a variety of orthographies. Studies test the phonological
coherence hypothesis that phonological representations achieve resolution
faster, and reach states of greater stability than other representations and so
provide the earliest and the primary influence on lexical dynamics. We also test
an emergent morphology hypothesis that morphological representations arise
from, and then constrain, the dynamics of orthographic, phonological and
semantic activations. We expect our research to contribute substantially to our
understanding of the phonological basis of spoken language and the role of the
phonology in language use by ear and by eye.
Thesaurus Terms:
phonology, reading, speech recognition
US PI
Carol A. Fowler, MD, PhD
Haskins Laboratories
270 Crown St
New Haven, CT 06511
Tel: 1- 203-865-8963
Fax: 1-203-865-6163
E-mail: carol.fowler@haskins.yale.edu
Serbia, Yugoslavia
Aleksandar Kostic, PhD
University of Belgrade, Serbia, Yugoslavia
Haskins Laboratories
Address:
Tel:
Fax:
E-mail; akostic@dekart.f.bg.ac.yu
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Spontaneous Sign Systems in Four Cultures (RT#8 Behavioral Sciences
also)
2R01DC000491-14
NIDCD
Abstract: DESCRIPTION (provided by applicant): What might it mean to say
that language is innate or, alternatively, that language must be learned? This
proposal attempts to articulate these questions in terms that lend themselves to
experimental investigation, asking which aspects of language development are
so over-determined that they will appear even under learning conditions that
vary widely from the norm. The participants are deaf children whose hearing
parents have not yet exposed them to sign language, and whose hearing losses
are so profound as to preclude acquisition of spoken language. Despite their
lack of an accessible conventional language model, these children do
communicate, developing gesture systems that are structured in language-like
ways. Moreover, Chinese deaf children of hearing parents develop the same
gesture systems as their American counterparts, suggesting that the deaf
children's gesture systems are resilient, not only to the absence of a
conventional language model, but also to cultural variation. Where do these
deaf children's gesture systems come from? One candidate is the gestures
hearing adults produce as they talk. Indeed, the gestures of Mandarin speakers
are similar in type to those of English speakers. However, the gestures adults
use when speaking languages typologically distinct from Mandarin and English
- verb-framed languages such as Spanish or Turkish - differ strikingly from the
gestures used by speakers of satellite-framed languages such as English or
Mandarin. These four cultures thus offer an opportunity to examine effects of
hearing speakers' gestures on the gesture systems developed by deaf children. If
deaf children in all four cultures develop gesture systems with the same
structure despite differences in the gestures they see, the children themselves
must be bringing strong biases to the communication situation. The project has
four aims: (1) To describe how adult speakers of Spanish or Turkish gesture
differently from adult speakers of Mandarin or English. (2) To determine
whether gesture systems created by Spanish and Turkish deaf children of
hearing parents are structured as are gesture systems created by Chinese and
American deaf children despite differences in the gestural models they see. (3)
To describe how Spanish, Turkish, Chinese and American hearing children use
gestures differently from deaf children in these same cultures even though they
see hearing adults using the same gestures. (4) To determine whether Spanish,
Turkish, Chinese and American hearing adults, when asked to use gesture as
their sole means of communication, produce gestures structured like the deaf
child's.
Thesaurus Terms:
American, Chinese, European, Middle East, congenital deafness, culture,
paralinguistic behavior, parent offspring interaction, racial /ethnic difference
behavioral /social science research tag, clinical research, human subject,
videotape /videodisc
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University Of Chicago
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Chicago, IL 60637
Tel: 1-773-702-2585
Fax: 1-773-702-0886
E-mail: sgm@uchicago.edu
Turkey
Asli Ozyurek, PhD
Koc University
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Address
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Fax
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DISEASE ORIENTED RESEARCH
Neuroanatomic Basis of Cognitive ERP Deficit in Schizophrenia
1R03TW 01191-01A2
FIC
Abstract: This is an application for a FIRCA to investigate the
neurophysiological basis of cognitive event-related potential (ERP) generation
deficits in schizophrenia. The parent application has delineated patterns of
cognitive ERP and neuropsychological dysfunction in schizophrenia in order to
identify potential underlying mechanisms. In particular, the parent application
has focused on abnormalities in the generation of mismatch negativity (MMN),
an early cognitive component generated within primary auditory cortex, and N
1, an accompanying obligatory auditory potential. Several studies over the past
5 years have demonstrated consistent and reproducible abnormalities in MMN
and N1 generation in schizophrenia. Moreover, such deficits correlate with
impaired performance on tests of auditory sensory memory, indicating
behavioral relevance. This study will utilize a cat model of MMN generation,
developed in Hungary by the foreign collaborator (Dr. George Karmos) to
evaluate the degree to which thalamic or ventral hippocampal abnormalities
may give rise to the pattern of ERP dysfunction observed in schizophrenia.
Both thalamus and ventral hippocampus are reported to be sites of
neuropathological disturbance in schizophrenia. Furthermore, recent
magnetoencephalographic studies have demonstrated schizophrenia-like ERP
disturbances in a group of subjects experiencing anterior thalamic strokes. Cats
will be chronically implanted with intracranial (epidural) grid electrodes
overlying primary and secondary auditory regions. Auditory ERP will be
obtained over several weeks prior to and following unilateral and bilateral
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ibotenic acid lesions of specific thalamic or ventral hippocampal targets.
Significant lesion effects will be further evaluated using multichannel, linear
array electrodes inserted directly into either primary or secondary auditory
cortex. This study extends the aims of the parent grant by utilizing a cat model
to investigate whether specific neuroanatomic lesions might underlie the pattern
of neurophysiological deficit observed in schizophrenia. There is no overlap
between this project and the parent application.
Thesaurus Terms:
cognition, evoked potential, neuroanatomy, neurophysiology, neuropsychology,
schizophrenia
auditory cortex, auditory stimulus, hippocampus, ibotenate, international
cooperation, medial geniculate body, neural information processing, sensory
cortex, thalamic nuclei
Macaca fascicularis, Macaca mulatta, behavioral /social science research tag,
cat, electrode, electrophysiology, histology, statistics /biometry
US PI
Daniel C. Javitt, MD, PhD
Nathan S. Kline Institute For Psych Res
Psychiatric Research
Orangeburg, NY 10962
Tel: 1-845-398-6534 x-6546
Fax:1-949-824-2307
E-mail: javitt@nki.rfmh.org
Hungary
George Karmos M.D., Ph.D.
Institute for Psychology of the
Hungarian Academy of Sciences
Mail: POB 398 Budapest, H-1394 Hungary
Phone: +36-1 354-2402, 354-2290
Fax: +36-1 354-2416
e-mail: Karmos@CogPsyPhy.HU
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Golgi Studies in Schizophrenia
R01MH 64168-01
NIMH
Abstract: DESCRIPTION: (provided by applicant) In a previous study, we
found a profound loss of spines on the apical dendrites of pyramidal neurons in
the left subiculum of individuals with schizophrenia, with no overlap between
subjects with schizophrenia and those without psychiatric illness. In addition,
there was a significant reduction in the apical dertdritic arbors of these cells, but
not in their basilar dendritic arbors, nor in the dendritic arbors of pyramidal
neurons in the adjacent neocortex. Since completing that study, we have
improved our technique for rapid Golgi staining, so that it is now applicable to
tissue from the pre-neuroleptic era, that has been in lormalin for over 50 years.
Furthermore, the number of Golgi-impregnated neurons is now sufficient to
115

permit random sampling of neurons for evaluation. Similar findings by other
researchers who examined other regions of the brain, and our own data showing
abnormalities of subicular MAP2, supporting diminished cognitive reserve, and
documenting the longitudinal course of cognitive and clinical deterioration, all
support the notion of decreased synaptic connectivity as a substrate for
schizophrenia. We now propose to employ improved Golgi staining to study 5
groups of 20 individuals in order: (1) To evaluate the replicability of our
previous finding. (2) To determine whether similar abnormalities are present in
archived brains from schizophrenia patients who died before the introduction of
neuroleptic drugs. It is possible that these drugs induce the loss of spines, that
they protect against it, or that they do neither. (3) To determine whether similar
abnormalities are present in the brains of young schizoprhenia subjects, which
will help to determine whether the loss of spines is more likely a cause or a
result of schizophrenia, and whether it is progressive. (4) To evaluate prefrontal
cortex, primary visual cortex, and additional areas of hippocampus, in order to
determine whether spine loss in schizoprhenia is localized or generalized.
Thesaurus Terms:
dendrite, pathologic process, pyramidal cell, schizophrenia
brain mapping, hippocampus, prefrontal lobe /cortex, visual cortex
human subject, human tissue, silver impregnation
US PI
Andrew J. Dwork, MD, PhD
New York State Psychiatric Institute
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New York, NY 10032
Tel: 1-212-543-5563
Tel: 1-212-543-6017
E-mail: ajd6@columbia.edu
Gorazd B Rosoklija, PhD
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Tel: 1-212-543-6017
E-mail: gbr2@columbia.edu
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Parkinson Disease Neuroprotection Clinical Trials
5R01NS 36267-02
NINDS
Abstract: DESCRIPTION (provided by applicant): The six layers of the
normal human cortex, the seat of all cognitive functions, are formed during fetal
development by neurons migrating over long distances from their sites of
origin. The cortical layers are formed from the innermost to the outermost, with
each wave of migrating neurons having to move past the previous one of their
way to their destination. Malfunction of this process results in serious clinical
syndromes such as lissencephaly, in which there are fewer layers of neurons in
the cortex, with essentially no gyrations, or alternatively the layer structure is
lost. Studies of the molecular mechanisms, which govern neuronal migration,
will give better understanding of the etiology of these syndromes. Perhaps even
more importantly, the same mechanisms control the migration of those few
neurons, which in an adult are capable of replacing cells in those parts of the
cortex, which were damaged either by injury or neurodegenerative diseases.
The ability to stimulate neuronal migration could provide an efficient approach
to the treatment of such diseases as Alzheimer and Parkinson's. Genes uniquely
responsible for neuronal migration have only recently been cloned. They
include LIS1 and doublecortin (DCX), associated with X-linked double-cortex
syndrome in women. The two proteins function in the regulation of the
microtubules and interact with tubulin and associated proteins. They also seem
to interest with one another. Lis 1 has been known for some time to be a part of
an enzymatic complex known as the brain platelet-activating factor
acetylhydrolase (PAF-AH) isoform lb. We have carried out extensive studies
into the catalytic subunits of this protein, and we will continue our research into
Lis I and DCX. Variants of both proteins were successfully expressed and
purified from E. coli, following refolding from inclusion bodies. We are now
pursuing the crystallization of both using a novel approach developed in the
laboratory to overcome crystallization problems in protein with significant
content of Lys and Glu. We will also attempt to crystallize complexes of Lisi
and DCX with downstream signaling partners.
Thesaurus Terms:
cell migration, developmental neurobiology, neuron, neuropeptide,
phospholipase A2, platelet activating factor, protein protein interaction, protein
structure function calmodulin dependent protein kinase, enzyme structure, gene
expression X ray crystallography, calorimetry, crystallization, polymerase chain
reaction, protein purification, site directed mutagenesis, transfection /expression
vector
US PI
Zygmunt S Derewenda, MD, PhD
University of Virginia Charlottesville
BOX 400195
Charlottesville, VA 22904
Tel: 1-434-982-6842
Fax: 1-434-982-1616
E-mail: zsd4n@virginia.edu
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Prof. Jacek Otlewski, Ph.D.
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University of Wroclaw
Tamka 2
50-137 Wroclaw, Poland
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E-mail: otlewski@protein.pl

CART and the Stress Response
R01DA 10732
NIDA
Abstract: In order to treat effectively and repair the disease of drug addiction,
the critical mediators and defects in the brain must be known. While some
mediators and defects or changes due to drugs are known, all the critical ones
may not be fully known or understood. This proposal deals with a relatively
new neurochemical that appears to play a role in the action of psychostimulant
drugs such as cocaine and methamphetamine. This neurochemical is actually a
small group of peptides referred to as CART peptides. They were discovered by
giving animals cocaine or amphetamine, and CART peptides are found in many
brain regions involved in reward and reinforcement. Moreover, some CART
peptides, upon injection into the brain, produce effects that are
psychostimulant-like suggesting that they may mediate, at least partly, some of
the actions of these drugs. This proposal further characterizes the behavioral
effects of CART peptides and explores the neurochemical and neuroanatomical
bases for these effects. All known active CART peptides will be injected into
brain regions associated with reward and reinforcement and it will be noted if
they produce effects similar to those produced by psychostimulants. The
interaction of CART peptides with cocaine and dopamine will be carefully
analyzed. The precise location of endogenously occurring CART peptides will
be delineated by light and electron microscopy in drug dependence-related
neurocircuits. Taken together, these findings will substantially increase our
knowledge of the role of CART peptides in the action of psychostimulant drugs,
may enhance our understanding of the process of drug dependence, and may
suggest targets for development of medications for psychostimulant abusers.
Thesaurus Terms:
amphetamine, brain, cocaine, drug abuse, drug interaction, neurochemistry
cyclic AMP, drug addiction, drug receptor, peptide chemical synthesis, self
medication
Primate, SDS polyacrylamide gel electrophoresis, animal genetic material tag,
brain mapping, electron microscopy, human tissue, immunocytochemistry, in
situ hybridization, laboratory mouse, microinjection, northern blotting,
radioimmunoassay, transgenic animal, videotape /videodisc, western blotting
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GENETICS OF NEURO/BRAIN DISORDERS
Human Epilepsy Genetics Neuronal Migration Disorders (Functional
Genomics and Proteomics Round Table #6 also)
1R01NS 35129
NINDS
Abstract: Malformations of the human cerebral cortex represent clinically
important birth defects, resulting in mental retardation, epilepsy, and cerebral
palsy. Cortical malformations can range anywhere from grossly visible
derangements of the cerebral hemispheres, to subtle, focal defects of cortical
architecture. Consequently, the wide range of phenotypes includes profoundly
crippled children as well as adults with normal intelligence who present with
mild epilepsy or no symptoms at all. It is increasingly clear that many
malformations of the human cortex result from the action of defective genes.
We propose to map and clone genes for several autosomal recessive disorders
of human cerebral cortical development that are associated with abnormal
neuronal migration. Although recessively inherited human cortical
malformations are clinically and genetically heterogenous, our preliminary data
suggest that they can be subdivided into less heterogenous categories by careful
pedigree ascertainment. Through collaborations with clinicians, pedigrees with
recessive cortical malformations will be ascertained and studied by performing
medical review and MRI brain imaging. Attention will particularly focus on
pedigrees that show consanguinity for mapping rare recessive disease genes.
For well-characterized pedigrees that show evidence for simply inherited,
highly penetrant recessive traits, DNA samples will be collected and subjected
to genome wide screens to find areas of genetic linkage. Linkage will be tested
with standard statistical methods, and multiple distinct pedigrees with the same
disorder from genetically isolated populations will be analyzed because of the
likelihood of founder mutations that allow genetic fine mapping and eventual
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gene identification. Identifying the genes that cause recessive neuronal
migration disorders of the cerebral cortex would be important for understanding
normal human brain development and evolution, as well as epilepsy
pathogenesis.
Thesaurus Terms:
congenital brain disorder, congenital nervous system disorder, epilepsy, family
genetics, genetic mapping, genetic screening, neurogenetics
autosomal recessive trait, cerebral cortex, functional /structural genomics, gene
mutation, genetic marker, genetic susceptibility, linkage disequilibrium, nucleic
acid sequence, pathologic process
human genetic material tag, human subject, magnetic resonance imaging,
molecular cloning, patient oriented research, western blotting
US PI
Christopher A. Walsh, MD, PhD
Beth Israel Deaconess Medical Center
E/ES-214, Boston, MA 02215
Tel: 1-617-667-0813
Fax: 1-617-667-0815
E-mail: cwalsh@caregroup.harvard.edu
cwalsh@bidmc.harvard.edu
Turkey
M. Topcu, MD, PhD
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Address:
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E-mail:
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Comprehensive Mutation Analysis of TSC1 and TSC2 in TSC and Related
Disorders Functional Genomics and Proteomics Round Table #6 also)
1R21CA 86248-01
NCI
Abstract: The goals of this proposal are to develop robust, sensitive, and high
throughput methods for mutation analysis for the tumor suppressor syndrome,
tuberous sclerosis complex (TSC). These methods will be immediately useful
for clinical purposes but will also be valuable research tools for analysing the
molecular pathology in TSC and related disorders. The technology developed
during this project will be directly applicable to the study of genetic variation in
other disorders as well. TSC is a familial tumor syndrome characterized by the
development of benign tumors (hamartomas) in multiple organs. Although it is
inherited in an autosomal dominant pattern, the majority of new cases (about 65
percent) are sporadic without antecedent family history. Penetrance is high but
expression is variable with both severely and mildly affected individuals.
Organs most frequently involved are the brain, skin, kidneys and heart.
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Neurologic morbidity from seizures, mental retardation and behavior disorders
is common. Two disease genes, TSC1 and TSC2 have been identified recently.
Unfortunately the development of a genetic test has been hindered by the large
size of the two genes and the diversity of the mutation spectrum in TSC. The
R21 portion of this grant focuses on the development and optimization of a
series of 3 assays which will allow for high throughput comprehensive genetic
analysis for TSC. The R33 portion of this proposal focuses on using
comprehensive mutation analysis for TSC to collect genotype and clinical data
on a large cohort of TSC patients. Comprehensive mutation detection methods
will also be used to study the role of TSC1 and TSC2 in related disorders as
well as in TSC lesions and related non-TSC tumors. There is currently much
demand from TSC patients and families for comprehensive mutation analysis
for family planning and prenatal diagnosis, diagnosis confirmation, and
prognostic information. The proposed plan of study will address this issue as
well as help elucidate the role of TSC1 and TSC2 in the molecular pathology of
TSC lesions and non-TSC tumors.
Thesaurus Terms:
autosomal dominant trait, diagnosis design /evaluation, gene deletion mutation,
genetic disorder diagnosis, tuberous sclerosis family genetics, mental disorder
diagnosis, nervous system disorder diagnosis clinical research, genetic
screening, high performance liquid chromatography, high throughput
technology, human subject
US PI
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Fax: 1- 617-734-2246
E-mail: sdabora@rics.bwh.harvard.edu
Poland
Sergiusz Jozwiak, MD, PhD
Professor and Head of Child Neurology
The Children’s Memorial Health Institute
Al.DZieci Polskich 20
04-736 Warszawa, Poland
Tel/Fax. +48-2-2 81 57 402
E-mail: jozwiak@czd.waw.pl
Marek Bachanski, MD
Child Neurology Department, Cildren’s Memorial Health Institute
Warsaw, Poland
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E-mail: Bachama@netscape.net
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INVITED PROJECTS

SPINE CONSORTIUM

Areas of interest related to spine research:
1.

Demineralized bone matrix, bone morphogenetic proteins, and gene
therapy as they apply to tissue, disc, and cartilage regeneration and bone
healing for degenerative spinal disorders

2.

Spinal biomechanics as they relate to metallurgy, biomaterials and
synthetics

3.

Non-fusion surgical alternatives to traditional fusion procedures for spinal
disorders

4.

Computerized minimally invasive/image guidance techniques for surgical
applications

5.

Scoliosis /spinal deformity - neural and biomechanical origins as they
apply to management
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E-mail: Carl.Lauryssen@cshs.org
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Manager, Cedars Sinai Institute for Spinal Disorders
444 S. San Vicente Blvd, Ste 800
Los Angeles, CA 90048
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Direct Fax: 310.423.9897
E-mail: Marko.Mijat@cshs.org
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Bridges in Life Sciences Roundtable #6 Genetics of Diseases, Functional
Genomics, Proteomics and Cell Biology (FGP)
Roundtable Summary
Participants will create a fertile ground to discuss the needs of multiple
laboratories in Europe and USA collecting genomics and postgenomics data and
willing to get a better insight into the heterogeneity of diseases to improve patient
care. Large groups of patients with standardize laboratory, genomics, proteomics,
clinical, and histological information across Europe and USA could provide a
rational approach to improve the medical treatment of these disorders. Participant
will review cutting age research in the genetic origin of diseases, and they will
review ongoing investigations in functional genomics and proteomics, computer
simulation and bioinformatics and cell biology to get a better insight in disease
prognosis and pathogenesis.
Genetics of Diseases
Genetic Determinants: Low HDL, High TGs, Obesity (5R01HL071027-02)
The Turkish population is characterized with a unique pattern of several risk
factors of cardiovascular diseases: low level of high density lipoprotein
cholesterol (HDL-C) together with a tendency toward obesity (high BMI) and
hypertri-glyceridemia. The study aims to identify genetic polymorphisms
associated with the above characteristics, and functional analyses of the
polymorphic forms of the candidate genes.
M. Tuberculosis Cell Wall Biogenesis: New Drugs TB-HIV (1R03TW 0648701)
Mycobacterial cell wall is an attractive target for rational drug design against
tuberculosis, The synthesis of its backbone - the mycolylarabinogalactanpeptidoglycan (mAGP) complex - is one of the most complex pathways in
microbial biochemistry. The goals of the project are: 1. Identification of the genes
involved in mycobacterial galactan biosynthesis and analysis of their biological
functions via cloning, overexpression and subsequent biochemical
characterization. 2. Establish the function of the putative ABC transporter within
the AG biosynthetic cluster by mutational analysis.
Comprehensive Mutation Analysis of TSC1 and TSC2 in TSC and Related
Disorders (1R21CA 86248-01)
TSC is a familial tumor syndrome characterized by the development of benign
tumors (hamartomas) in multiple organs. Two genes (TSC1 and TSC2) associated
with the disease have been identified recently. The project focuses on the
development and optimization of a series of 3 assays which will allow a high
throughput comprehensive genetic analysis for TSC. It will also focus on using
comprehensive mutation analysis for TSC by collecting genotypes and clinical
data on a large cohort of TSC patients. The results could be used for family
planning and prenatal diagnosis, diagnosis confirmation, and provide prognostic
information.
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Human Epilepsy Genetics Neuronal Migration Disorders (1R01NS 35129)
Malformations of the human cerebral cortex represent clinically important birth
defects, resulting in mental retardation, epilepsy, and cerebral palsy. Identifying
the genes that cause recessive neuronal migration disorders of the cerebral cortex
would be important for understanding normal human brain development and
evolution, as well as epilepsy pathogenesis. The project aims to identify such
genes by searching for simply inherited, highly penetrant recessive traits, and by
looking for DNA markers linked to the phenotype.
Computer simulation and bioinformatics
Discovering New Human DNA Repair Genes by Bioinformatics (1R21CA
86248-01)
The completion of the human genome sequence presents new opportunities. The
project aims to develop a method to predict functions of uncharacterized genes.
Genes coding for DNA repair enzymes will be used to test the model. The
cooperating partners will develop the necessary software(s), perform the analyses
and validate the predictions by biochemical analyses.
Cell biology
Control of Signaling of Slam Receptors in Dendritic Cell (1R03TW 06472 01)
The function of Signaling Lymphocyte Activation Molecule (SLAM) and SLAM
related receptors in T -and B lymphocytes has been the subject of intensive
research. In this proposal we plan to investigate the function of SLAM and Slamrelated (SLAM-rel) cell surface receptors in dendritic cells, in which practically
nothing is known of the function of these receptors. The expression level of
SLAM-family receptors, EAT-2 and selected members of the Src-kinase family
will be determined in monocyte derived dendritic cells. We will also test the
hypothesis that EAT-2 regulates proximal signal transduction events initiated by
SLAM-family of cell surface receptors in mature dendritic cells. Lastly, we
designed in vitro experiments to evaluate the effect of SLAM/SLAM-rel
signaling on the APC function of dendritic cells, in particular on the priming and
polarization of naive CD4+ T lymphocytes into Th1 -or Th2-type effector cells.
Assembly of FeS Clusters in Amiyochondrial Parasitic Protists (1R03TW
05536-01)
The project is focused on functional and evolutionary analysis of proteins
involved in iron-sulfur (FeS) cluster assembly in amitochondriate parasites of
importance in human and veterinary medicine. The study will identify the
components involved in FeS cluster assembly in prokaryotes and mitochondria of
eukaryotes by sequence homology, sequence the selected proteins, followed by
their biochemical and functional characterization, and the establishment of their
subcellular localization. The understanding of the physiology of amitochondriate
parasites can provide new chemotherapeutic approaches for dealing with parasitic
infections.
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Seryl-tRNA Synthetases: Evolution and Diversity (1R03TW 01467-01)
The goal of this work is to investigate the co-adaptations of seryl-tRNA
synthetase (SerRS) with tRNAs through evolution. Previous work revealed three
types of SerRS found in the archaea, one with high sequence similarity to
bacterial SerRS proteins, another with sequence similarity to the eukaryotic
enzymes, and a third with low sequence similarity to the known serS genes. In the
proposed project we will pursue detailed biochemical, mutational, and structural
studies with the aim of elucidating the structure-function relationships in these
unusual seryl-tRNA synthetases.
Specificity Determinants in Cre/Lox Recombination (1R03TW 01335-01A1)
The general aim of the project is to understand the mechanism by which the
specificity of the site-specific recombination systems changes during evolution.
Using the information gained during our previous studies we intended to map the
specificity determinants of the Cre/lox system to see if the regions involved in
specificity determination are conserved both in a complex and a simple system.
At the end of the first year of our project, results practically identical with the
predicted outcome of our work have been published. This led us to change the
specific aim to study the role of the recombination between wild type and non
wild type site(s) - catalyzed by wild type and mutant recombinases - in changing
specificity during evolution. We will use the lambda Int/att system, which is
better suited for the purpose, and components of the experimental system are
already in hand.
Functional genomics
Folding RNA with Modified Oligonucleotides (2R03TW 001068-04)
The ultimate goal of the parent grant is to characterize the forces directing RNA
folding, and to use this knowledge to reliably predict RNA structure from
sequence. One goal of the FIRCA grant is to develop a series of oligonucleotides
that bind tightly and specifically enough to RNA to allow interrogation of RNA
secondary structure by assaying binding of an RNA to an array of all possible 7mers. The results of this array assay will provide constraints for computer
algorithms that predict structure from sequence. A second goal of the FIRCA
grant is to develop model systems for studying the interactions that determine the
stability of multibranch loops.
Gene Expression in the Bovine Preimplantation Embryo (1R03TW 05530-01)
The mammalian oocyte is the cornerstone for a wide range of promising
technologies such as assisted reproduction (human and animal), preservation of
genetic diversity, and cell therapies through stem cell technologies. The current in
vitro procedures, however, are not satisfactory as evidenced by the poor
developmental potential of the resulting in vitro matured oocytes. The goal of the
project is to enhance the developmental competence of these oocytes by first
preventing their maturation for an extended period of time and then allow
maturation followed by in vitro fertilization. The suitability of RNA interference
(RNAi) to assess gene function in the bovine embryo derived from the two-step
culture procedure will also be investigated.
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Genetic Variability of E. Histolytica in Turkey (1R03TW 006017-01)
Amebiasis is a deadly parasitic infectious disease. We propose to re-examine the
epidemiology of amebiasis in Turkey using modern diagnostic tests and also test
for genetic differences between strains of Entameoba histolytica that cause
asymptomatic infection, colitis and liver abscess. We will determine the
prevalence of amebiasis in Van, a city in the east region of Turkey using
diagnostic techniques (antigen detection based-ELISA test and amebic-specific
PCR) on stool samples of patients with diarrhea, dysentery and stool samples
from asymptomatic individuals. After diagnosis of patients with intestinal
amebiasis and liver abscess, we will test if genetic differences exist between liver
abscess and intestinal isolates of E. histolytica.
Interference with Steroid Response Genes in Lepidoptera (1R03TW 00120901)
The long-term goal of the parent grant is to understand how ecdysteroids and
juvenile hormone (JH) act at the cellular and molecular level to coordinate insect
molting and metamorphosis using tobacco hornworm, Manduca sexta, as a model
system. During the project it will be determined whether double stranded RNA
interference will work in Lepidoptera, to provide us with a means of studying the
effects of loss-of-function of various factors. In addition, the role of a natural
antisense RNA will be studied. If the RNAi technique does not work, we will
begin initial explorations of the use of transgenic Lepidoptera for ectopic
expression of candidate genes or dominant negative forms at critical times in
development. Since the effects of JH on metamorphosis in Lepidoptera are typical
of most insects, the information gained also can provide a basis for the rational
design of new insect growth regulators.
Inducible Gene Expression in Transgenic Rats (1R03TW 06140 –01)
This abstract is not available
Proteomics
Regulation of cell cycle genes by K protein (1R03TW 05684-01)
The heterogeneous nuclear ribonucleoprotein K, hnRNP K, interacts with a
diversity of molecules including kinases, transcription and translation factors,
RNA and DNA. Based on previous observations we postulated that in response to
mitogenic signals K protein regulates expression of cell cycle gene(s) at both
DNA- and RNA-dependent tiers. The project aims to prove this hypothesis by
identification of the K protein-binding mRNAs that encode cell cycle regulators
and RNA sequences that direct K protein to the target transcripts. Cell cycle DNA
loci and sequence motives that recruit K protein will also be looked for.
Identification of cell cycle genes whose expression is K protein-dependent will
set the stage for future work to define the precise molecular mechanisms by
which K protein regulates and coordinates cell cycle.
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Structure of Calcyclin Binding Protein- S100A6 Complex (1R03TW 00600501) S100 proteins constitute a major subfamily of EF-hand Ca2+-binding
proteins that are characterized by cell type-specific expression and unusually high
abundance in a variety of disease states, including arthritis, cancer, cystic fibrosis
and AIDS. Binding of S100 to its cellular targets might effect the protein
structure, dynamics and ion affinity. During the project the structure of the of
S100A6/calcyclin binding protein complex will determined by NMR.
Regulation of Novel Mitochondrial Uncoupling Proteins (1R03TW 00148701A2) Recent evidence suggests that there is a link between enhanced expression
of uncoupling protein 2 (UCP2) and development of type II diabetes. A major
focus of this work is to investigate UCP2 function and pancreatic Beta-cell
bioenergetics in an effort to clarify this connection.
It will be determined whether UCP2-mediated proton transport has a particular
requirement for fatty acid chain and saturation. Nucleotide binding and inhibition
of UCP2 will be studied and other natural and artificial inhibitors of UCP2 will be
identified. The bioenergetics of mitochondria isolated from pancreatic beta-cells
that have been treated or untreated with PPAR agonists will also be studied.
Co-chairs:
Ashok S. Bhagwat, PhD, Department of Chemistry, Wayne State University,
Detroit, Michigan, USA
László Dorgai Ph.D. Head of the Department of Molecular Biotechnology, Bay
Zoltán Institute for Biotechnology, Szeged, Hungary,
Jacek Kuznicki, MD, Ph.D, Professor, Director at International Institute of
Molecular and Cell Biology (IIMCB) in Warsaw, Poland
Participants:
Thomas P. Bersot, M.D., Ph.D. Associate Investigator, Gladstone Institute of
Cardiovascular Disease, Professor of Medicine, UCSF, San Francisco, CA, USA
Erhan Palaoglu, Ph.D., Chief, Clinical Laboratory, American Hospital, Istanbul,
Turkey
Katarina Mikusova, PhD, Department of Biochemistry Faculty of Natural
Sciences, Comenius University, Slovak Republic
Lubomir Tomaska, PhD, Department of Genetics, Faculty of Natural Sciences
Comenius University, Slovak Republic
Marek Bachanski, MD, Child Neurology Department, Children’s Memorial
Health Institute, Warsaw, Poland
Janusz M. Bujnicki, Ph.D., Bioinformatics Laboratory, International Institute
of Molecular and Cell Biology, Warsaw, Poland
Arpad Lanyi, MD, University of Debrecen, Medical Health Science Center
Institute of Immunology, Debrecen, Hungary
Jan Tachezy, PhD, Institute of Pathology, Charles University, Prague, Czech
Republic
Marek Jindra, PhD, University of South Bohemia Institute of Entomology AVCR
Ceske Budejovice, Czech Republic
Ivana Weygand-Durasevic, PhD, Professor, Faculty of Science, University of
Zagreb, Croatia
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Inited participants:
Laszlo Czirjak, MD, PhD, Hungarian Brothers of St. John of Good and
University of Pécs, Faculty of Medicine Department of Immunology and
Rheumatology, Pecs, Hungary
Andras Berta, MD, PhD. DSc, Professor, Charman Department of
Ophthalmology, Medical Faculty, University of Debrecen, Hungary
Laszlo Bene, MD,Peterffy Sandor Hospital, Budapest, Hungary
Laszlo Puskas, Ph.D., Hungarian Academy of Sciences, Biological Research
Center, Laboratory of Functional Genomics, Szeged, Hungary
NIH GRANTS IN CENTRAL AND EASTERN EUROPE
GENETICS OF DISEASES
Genetic Determinants: Low HDL, High TGs, Obesity
5R01HL071027-02
NHLBI
Abstract: DESCRIPTION (provided by applicant): Over the past 10 years,
extensive studies have been conducted in Turkey to determine the risk factors for
heart disease. Studies involving approximately 10,000 Turkish men and women
from six different regions of Turkey have established that this population is
unique in several ways. The Turks have the lowest plasma levels of high density
lipoprotein cholesterol (HDL-C) of almost any population in the world (75
percent of the men and 50 percent of the women have HDL-C levels <40 mg/dl).
The mean HDL-C levels are 10-15 mg/dl lower than those in Western European
or American populations. In addition, Turks, especially Turkish women, have a
tendency toward obesity [38.8 percent of the women have body mass index
(BMI) >30 kg/M2], and both men and women have a tendency toward
hypertriglyceridemia. The low HDL-C, however, is independent of obesity or
hypertriglyceridemia. Samples from this well-characterized population provide a
unique opportunity to explore the genetic determinants associated with the high
prevalence of low HDL-C, hypertriglyceridemia, and obesity (characteristics of
the metabolic syndrome). This project will analyze DNA from frozen blood
samples to investigate new candidate gene targets that may provide insights into
the abnormalities characterizing this population. The samples and extensive
biodata are available on all 10,000 participants. In Specific Aim 1, we will
identify polymorphisms in acyl CoA:diacylglycerol acyltranferase (DGAT)- I and
-2 and in ATP-binding cassette A I (ABCA I) genes that are associated with
differences in BMI, HDL-C, and triglyceride concentration, and other parameters
such as blood pressure. These studies will focus significantly on promoter and
coding sequence polymorphisms in DGAT-I and -2 and ABCAL In Specific Aim
2, we will determine whether the polymorphisms have functional significance by
using a luciferase reporter system to determine expression of polymorphic forms
of DGAT and ABCAI, a cholesterol efflux measurement to determine the
functional significance of ABCAI coding sequence polymorphic sites, and a
triglyceride synthesis assay to determine the functional significance of DGAT-I
and -2 polymorphic sites. The polymorphic site association studies will be
performed on DNA samples from three subgroups of Turks: (a) individuals likely
to have the metabolic syndrome, (b) individuals with isolated low HDL-C
(normal triglycerides), and (c) normolipidemic unaffected controls.
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Thesaurus Terms:
genetic polymorphism, genetic susceptibility, human population genetics, insulin
sensitivity /resistance, metabolism disorder, syndrome
cardiovascular disorder risk, diabetes mellitus genetics, gender difference, genetic
mapping, high density lipoprotein, hyperlipidemia, obesity, racial /ethnic
difference
Middle East, clinical research, human genetic material tag, human tissue, reporter
gene, tissue /cell culture

US PI
Robert W. Mahley, M.D., Ph.D.
Professor of Pathology and Medicine
University of California, San Francisco
Telephone: 415-826-7500
Fax: 415-285-5632
E-mail: rmahley@gladstone.ucsf.edu
Thomas P. Bersot, M.D., Ph.D.
Associate Investigator, Gladstone Institute of Cardiovascular Disease
Professor of Medicine, UCSF
P. O. Box 419100
San Francisco, CA 94141-9100
Tel (415) 695-3714
Fax (415) 431-4022
E-mail: tbersot@gladstone.ucsf.edu

Turkey
Erhan Palaoglu, Ph.D.
Chief, Clinical Laboratory
American Hospital
Guzelbache Sok. No. 20
Nisantasi 80200
Istanbul, Turkey
Fax: 0 212 311 2190
Email: kep@amerikanhastanesi.com.tr
_________________________________________________________________
M. Tuberculosis Cell Wall Biogenesis: New Drugs TB-HIV
1R03TW 06487-01
FIC
Abstract: DESCRIPTION (provided by applicant): The incidence of HIVassociated tuberculosis has been increasing worldwide since the beginning of the
AIDS epidemic, and is expected to rise even further in the future, especially in
developing countries. The accelerating and amplifying influence of HIV infection
is contributing to the increasing incidence of disease caused by multidrugresistant strains of Mycobacterium tuberculosis. Development of new drugs
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against tuberculosis is thus important for control of both of the infections.
Mycobacterial cell wall is an attractive target for rational drug design against
tuberculosis, due to the fact that it forms a protective, almost impermeable
barrier, on the surface of mycobacteria. Some of the most effective drugs
currently used for the treatment of TB affect components of its backbone mycolylarabinogalactan-peptidoglycan (mAGP) complex. Our long-term goal is
to identify processes and enzymes involved in the mAGP assembly. Possible AG
biosynthetic gene cluster has been recently identified in the genome of M.
tuberculosis and thus the specific aims of this grant proposal are: 1. Identify the
genes involved in mycobacterial galactan biosynthesis within AG biosynthetic
cluster and determine their biological functions via cloning, overexpression and
subsequent biochemical characterization. 2. Establish the function of the putative
ABC transporter within the AG biosynthetic cluster by way of preparation and
phenotypic characterization of the mutants/conditional mutants. The approach
will help define one of the more complex pathways in microbial biochemistry and
reveal reactions that should be exploitable for drug development. The research
will be primarily carried out at Comenius University, Faculty of Natural Sciences
in Bratislava, Slovakia in collaboration with Katarina Mikusova, as an extension
of the NIH grant A1-18357.
Thesaurus Terms:
Mycobacterium tuberculosis, antitubercular agent, carbohydrate biosynthesis,
carbohydrate structure, cell wall, drug design /synthesis /production, galactan,
membrane biogenesis HIV infection, arabinose, bacterial genetics, enzyme
activity, functional /structural genomics, hexosyltransferase, membrane transport
protein, peptidoglycan, protein structure function, tuberculosis
Escherichia coli, Europe, Mycobacterium smegmatis, gene targeting, molecular
cloning
US PI
Patrick J. Brennan, Ph.D.
Professor
Department of Microbiology, Immunology and Pathology
C321 Microbiology Building
Campus Delivery 1682A
200 West Lake Street
Colorado State University
Fort Collins, Colorado 80523-1682, U.S.A.
Tel: 1-970 491-6700
Fax: 1- 970 491-1815
E-mail: Patrick.Brennan@colostate.edu
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Slovakia
Katarina Mikusova, PhD
Department of Biochemistry
Faculty of Natural Sciences, Comenius University
Mlynska dolina CH-1
84215 Bratislava 4
Slovak Republic
Tel: +421.2.60296.536
Fax: +421.2.60296.452
E-mail: mikusova@fns.uniba.sk
Lubomir Tomaska, PhD
Department of Genetics
Faculty of Natural Sciences, Comenius University
Mlynska dolina B-1
84215 Bratislava 4
Slovak Republic
Tel: +421.2.60296.536
Fax: +421.2.60296.452
E-mail: tomaska@fns.uniba.sk
URL: http://www.fns.uniba.sk/~kbi/kovlab/
________________________________________________________________
Comprehensive Mutation Analysis of TSC1 and TSC2 in TSC and Related
Disorders
1R21CA 86248-01
NCI
Abstract: The goals of this proposal are to develop robust, sensitive, and high
throughput methods for mutation analysis for the tumor suppressor syndrome,
tuberous sclerosis complex (TSC). These methods will be immediately useful for
clinical purposes but will also be valuable research tools for analysing the
molecular pathology in TSC and related disorders. The technology developed
during this project will be directly applicable to the study of genetic variation in
other disorders as well. TSC is a familial tumor syndrome characterized by the
development of benign tumors (hamartomas) in multiple organs. Although it is
inherited in an autosomal dominant pattern, the majority of new cases (about 65
percent) are sporadic without antecedent family history. Penetrance is high but
expression is variable with both severely and mildly affected individuals. Organs
most frequently involved are the brain, skin, kidneys and heart. Neurologic
morbidity from seizures, mental retardation and behavior disorders is common.
Two disease genes, TSC1 and TSC2 have been identified recently. Unfortunately
the development of a genetic test has been hindered by the large size of the two
genes and the diversity of the mutation spectrum in TSC. The R21 portion of this
grant focuses on the development and optimization of a series of 3 assays which
will allow for high throughput comprehensive genetic analysis for TSC. The R33
portion of this proposal focuses on using comprehensive mutation analysis for
TSC to collect genotype and clinical data on a large cohort of TSC patients.
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Comprehensive mutation detection methods will also be used to study the role of
TSC1 and TSC2 in related disorders as well as in TSC lesions and related nonTSC tumors. There is currently much demand from TSC patients and families for
comprehensive mutation analysis for family planning and prenatal diagnosis,
diagnosis confirmation, and prognostic information. The proposed plan of study
will address this issue as well as help elucidate the role of TSC1 and TSC2 in the
molecular pathology of TSC lesions and non-TSC tumors.
Thesaurus Terms:
autosomal dominant trait, diagnosis design /evaluation, gene deletion mutation,
genetic disorder diagnosis, tuberous sclerosis
family genetics, mental disorder diagnosis, nervous system disorder diagnosis
clinical research, genetic screening, high performance liquid chromatography,
high throughput technology, human subject

US PI
Sandra Lynn Dabora, MD, PhD
Brigham And Women's Hospital
75 Francis Street, Boston, MA 02115
Tel: 1- 617-278-0394
Fax: 1- 617-734-2246
E-mail: sdabora@rics.bwh.harvard.edu
Poland
Sergiusz Jozwiak, MD, PhD
Professor and Head of Child Neurology
The Children’s Memorial Health Institute
Al.DZieci Polskich 20
04-736 Warszawa, Poland
Tel/Fax. +48-2-2 81 57 402
E-mail: jozwiak@czd.waw.pl
Marek Bachanski, MD
Child Neurology Department
Children’s Memorial Health Institute
Warsaw, Poland
Tel: +48 22 815 17 04,
Mobile +48 501 12 06 12
Fax: +48 22 815 74 02
E-mail: Bachama@netscape.net
_________________________________________________________________
Human Epilepsy Genetics Neuronal Migration Disorders
1R01NS 35129
NINDS
Abstract: Malformations of the human cerebral cortex represent clinically
important birth defects, resulting in mental retardation, epilepsy, and cerebral
palsy. Cortical malformations can range anywhere from grossly visible
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derangements of the cerebral hemispheres, to subtle, focal defects of cortical
architecture. Consequently, the wide range of phenotypes includes profoundly
crippled children as well as adults with normal intelligence who present with mild
epilepsy or no symptoms at all. It is increasingly clear that many malformations
of the human cortex result from the action of defective genes. We propose to map
and clone genes for several autosomal recessive disorders of human cerebral
cortical development that are associated with abnormal neuronal migration.
Although recessively inherited human cortical malformations are clinically and
genetically heterogenous, our preliminary data suggest that they can be
subdivided into less heterogenous categories by careful pedigree ascertainment.
Through collaborations with clinicians, pedigrees with recessive cortical
malformations will be ascertained and studied by performing medical review and
MRI brain imaging. Attention will particularly focus on pedigrees that show
consanguinity for mapping rare recessive disease genes. For well-characterized
pedigrees that show evidence for simply inherited, highly penetrant recessive
traits, DNA samples will be collected and subjected to genome wide screens to
find areas of genetic linkage. Linkage will be tested with standard statistical
methods, and multiple distinct pedigrees with the same disorder from genetically
isolated populations will be analyzed because of the likelihood of founder
mutations that allow genetic fine mapping and eventual gene identification.
Identifying the genes that cause recessive neuronal migration disorders of the
cerebral cortex would be important for understanding normal human brain
development and evolution, as well as epilepsy pathogenesis.
Thesaurus Terms:
congenital brain disorder, congenital nervous system disorder, epilepsy, family
genetics, genetic mapping, genetic screening, neurogenetics
autosomal recessive trait, cerebral cortex, functional /structural genomics, gene
mutation, genetic marker, genetic susceptibility, linkage disequilibrium, nucleic
acid sequence, pathologic process human genetic material tag, human subject,
magnetic resonance imaging, molecular cloning, patient oriented research,
western blotting
US PI
Christopher A. Walsh, MD, PhD
Beth Israel Deaconess Medical Center
E/ES-214, Boston, MA 02215
Tel: 1-617-667-0813
Fax: 1-617-667-0815
E-mail: cwalsh@caregroup.harvard.edu or cwalsh@bidmc.harvard.edu
Turkey
M. Topcu, MD, PhD
Hacettepe University, Faculty of Medicine,
Ibsan Dogramci Children's Hospital
Address:
Tel:
Fax:
E-mail:
_________________________________________________________________
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COMPUTER SIMULATION AND BIOINFORMATICS
Discovering New Human DNA Repair Genes by Bioinformatics
1R21CA 86248-01
NCI
Abstract: DESCRIPTION (provided by applicant): The completion of the human
genome sequence presents unprecedented opportunities and challenges to
biologists. While the access to complete sequences of genes whose protein
products are well known provides new opportunities for testing hypotheses, the
availability of sequences of genes with no known function poses critical
challenges. To develop a model for how to predict functions of uncharacterized
genes using bioinformatics, we will search the human genome for new DNA
repair genes and then confirm their identity by testing the putative repair proteins
for the predicted biochemical activities. The R21 part of the proposal will use
mainly homology based methods to search for potential human DNA
glycosylases. These tools will include development of improved sequence
profiles of glycosylase families and utilization of these profiles along with the
structural information for threading analysis of the human proteome. The R33
part of the proposal will use non-homology based methods including
identification of catalytic centers and an associative search for DNA glycosylases
in other known DNA modifying enzymes. Additionally, two other classes of
DNA repair enzymes will be included in our search. This work will be a
collaboration between three research groups; one with expertise in the
development bioinformatics tools, a second group with extensive experience in
application of this software and the last group with expertise in the biochemistry
of DNA repair enzymes. While the first two groups will establish the necessary
computer hardware, develop new software and perform the analysis that will
predict new DNA repair genes, the latter group will set-up the necessary
biochemical tests for the putative repair enzymes, clone the corresponding
cDNAs into Escherichia coli and test them for activity. This integrated
prediction-validation approach should be superior to a purely bioinformatics or a
purely biochemical approach and may serve as a paradigm for searching
biochemical functions in genomes of all organisms.
Thesaurus Terms:
DNA repair, N glycosidase, functional /structural genomics, informatics
biochemistry, complementary DNA, computer program /software, computer
system design /evaluation, enzyme activity, interdisciplinary collaboration,
nucleic acid chemical synthesis, protein sequence, proteomics
biotechnology, human genetic material tag, molecular cloning
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Department of Chemistry
Wayne State University
443 Chemistry
Detroit, MI 48202-3489
Tel. 1-313-577-2547;
Fax 1-313-577-8822
E-mail: bhagwat@chem.wayne.edu
Poland
Janusz M. Bujnicki, Ph.D.
Bioinformatics Laboratory
International Institute
of Molecular and Cell Biology
Trojdena 4
02-109 Warsaw
Poland
Tel: +48-22 668 5384
Fax: +48-22 668 5288
E-mail: iamb@genesilico.pl
_________________________________________________________________

CELL BIOLOGY
Control of Signaling of Slam Receptors in Dendritic Cell
1R03TW 06472 -01
FIC
Abstract: DESCRIPTION (provided by applicant) Our laboratory has a longstanding interest in understanding bi-directional signaling events that take place
at the APC/T-lymphocyte interface and involves The T-cell receptor as well as
co-receptors such as SLAM (Signaling Lymphocyte
Activation Molecule). The function of SLAM and SLAM related receptors in T and B lymphocytes has been the subject of intensive research, but practically
nothing is known of the function of these receptors in dendritic cells, the most
efficient antigen presenting cells. In this proposal we plan to investigate the
function of SLAM and Slam-related (SLAM-rel) cell surface receptors in
dendritic cells. The expression level of SLAM-family receptors, EAT-2 (a small
adaptor protein that associates with SLAM-rel), and selected members of the Srckinase family of tyrosine kinases will be determined in monocyte derived
dendritic cells, using the combination of flow cytometry, quantitative RT-PCR
and western blot analysis. Next, we will test the hypothesis that EAT-2 regulates
proximal signal transduction events initiated by SLAM-family of cell surface
receptors in mature dendritic cells. These studies will include molecular
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dissection of ternary and multi-protein signal complexes associated with
SLAM/SLAM-rel by immunoprecipitation studies. The interaction of EAT-2
with Src-kinases and SLAM/SLAM-rel and the effect of this interaction on
SLAM phosphorylation signaling will be analyzed in detail by yeast two hybrid
analysis and immunoprecipitation. Lastly, we designed in vitro experiments to
evaluate the effect of SLAM/SLAM-rel signaling on the APC function of
dendritic cells, in particular on the priming and polarization of naive CD4+ T
lymphocytes into Th1 -or Th2-type effector cells. The in vivo significance of
SLAM signaling in dendritic cells is underscored by the finding that SLAM is the
“real” receptor for the measles virus. Deregulation of SLAM signaling in
dendritic cells was suggested to mediate the strong immunosuppressive effect
characteristic of measles. Completion of the proposed studies should significantly
improve our understanding the role SLAM plays in the regulation of Th1/Th2
balance by dendritic cells,which may improve the clinical management of a wide
range of diseases including allergic and autoimmune disorders, bacterial, and
parasitic infections.
Thesaurus Terms:
binding protein, biological signal transduction, cell surface receptor,
dendritic cell, receptor expression
T cell receptor, antigen presenting cell, cell differentiation, helper T
lymphocyte, monocyte, phosphorylation, protein protein interaction,
protein tyrosine kinase
flow cytometry, immunoprecipitation, polymerase chain reaction, tissue
/cell culture, western blotting, yeast two hybrid system
US PI
Cornelis P. Terhorst, MD, PhD
Beth Israel Deaconess Medical Center
E/ES-214
Boston, MA 02215
Tel: 1- 617-667-7147
Fax: 1- 617-667-7140
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E-mail: alanyi@jaguar.unideb.hu
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Assembly of FeS Clusters in Amiyochondrial Parasitic Protists
1R03TW 05536-01
FIC
Abstract: DESCRIPTION The project is focused on functional and
evolutionary analysis of proteins involved in iron-sulfur (FeS) cluster assembly
in amitochondriate parasites of importance in human (Trichonionas vaginalis,
Entamoeba histolytica, Girdia lamblia) and veterinary (Tritrichomonas foetus)
medicine. FeS clusters are present in numerous proteins that have essential
catalytic, redox and regulatory properties. In "typical" eukaryotic cells, FeS
proteins are present mainly in mitochondria, while in amitochondriate
anaerobic eukaryotes, proteins possessing FeS clusters have been found in
cytosol (Giardia, Entamoeba) or in hydrogenosomes (trichomonads). Growing
molecular data, including analysis of FeS proteins indicate, that
"amitochondriate" phenotype should not be considered as a primitive, and that
the ancestors of amitochondriate protists experienced the endosymbiotic event
that led to the establishment of mitochondrion. If so, formation of FeS clusters
required for function both mitochondrial and "amitochondrial" proteins, should
be mediated by a common process. This hypothesis will be tested by: (I)
Identification of components involved in FeS cluster assembly based on
sequence homology with those present in prokaryotic organisms and
mitochondria of eukaryotes, (2) comparative sequencing of selected proteins,
(3) their biochemical and functional characterization, and (4) establishment of
their subcellular localization. Initial experiments will focus on sequencing,
expression and functional analysis of "amitochondriate" NifS homologs that
catalyze the formation of elemental sulfur required for FeS cluster assembly,
and NifU that provides iron. Analysis of other components of FeS assembly
machinery (NifA, ferredoxin, NAD(P)H:feredoxin oxidoreductase) will be
included as the project proceeds. The proposed study of FeS clusters assembly
will contribute to understanding of the physiology of amitochondriate parasites
thus it can provide new chemotherapeutic approaches for dealing with parasitic
infections. Moreover, the study of FeS in amitochondrial cells, particularly in
hydrogenosomes, could reveal unique information relevant to mitochondrial
iron metabolism in humans that recently attracted attention of biomedical
research.
Thesaurus Terms:
Protista, iron sulfur protein, mitochondria, protein biosynthesis, protein
structure function, protozoal infection
Entamoeba histolytica, Giardia, NAD(P)H oxidoreductase, Trichomonas
vaginalis, bioenergetics, cooperative study, electron transport, evolution,
fermentation, gene expression, glycogenesis, glycogenolysis, intracellular
transport, parasitism, protein sequence, protozoal genetics
genetic library, polymerase chain reaction, protein purification
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________________________________________________________________
Seryl-tRNA Synthetases: Evolution and Diversity
1R03TW 01467-01
FIC
Abstract: We will investigate the co-adaptations of seryl-tRNA synthetase
(SerRS), a well studied class II aminoacyl-tRNA synthetase, with tRNAs
through evolution. The availability of many genomic sequences enables us to
clone the genes encoding SerRS enzymes from the different taxonomic
domains. During the previous NIH-FIRCA grant (supporting the collaboration
with Dr. Ivana Weygand-Durasevic), we focused on identifying the differences
in tRNA:aminoacyl-tRNA synthetase specificities characteristic for the distinct
protein synthesizing compartments of eukaryotic cells (mitochondria and
chloroplasts). Until recently, the study of aminoacyl-tRNA synthesis in archaea
had received little attention. The sequencing of the first archaeal genome
(Methanococcus jannaschii) revealed the "lack" of few canonical aminoacyltRNA synthetases, including the one specific for serine. However, biochemical
analysis of purified and heterologously expressed SerRS-encoding (serS) genes
from two other methanogens, Methanoacterium thermoautotrophicum and
Methanococcus maripaludis, showed that these proteins are SerRS enzymes.
Thus, there are three types of SerRS found in the archaea. The enzyme from the
halophilic archaeon Haloarcula marismortui has high sequence similarity to
bacterial SerRS proteins, while phylogenetic analyses revealed in other archaea
a different clade with sequence similarity to the eukaryotic enzymes. In
contrast, the three methanogenic archaea contain genes that display only low
sequence similarity to the known serS genes from all other organisms and
encode a structurally uncommon enzyme. In the proposed project we will
pursue detailed biochemical, mutational, and structural studies with the aim of
elucidating the structure-function relationships in these unusual seryl-tRNA
synthetases. These studies will complement our ongoing projects on the
identification and characterization of components involved in aminoacyl-tRNA
synthesis in the living kingdom.
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Thesaurus Terms:
aminoacid tRNA ligase, biochemical evolution, enzyme biosynthesis, protein
structure function, transfer RNA
binding site, enzyme substrate, intermolecular interaction, serine
Archaea, X ray crystallography, genetic manipulation, mass spectrometry
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________________________________________________________________
Specificity Determinants in Cre/Lox Recombination
1R03TW 01335-01A1
FIC
Abstract: The general aim of the proposed project is to understand the
mechanism by which the specificity of the site-specific recombination systems
changes during evolution. The Cre protein and its recombinational target, the
lox sites of bacteriophage P1 will serve as an experimental model. We will
build a multipurpose experimental system by which we plan to identify specific
nucleotides within the loxsites and specific amino acids in the Cre protein,
responsible for specificity. To achieve this goal we will carry out systematic
mutagenesis of the regions suspected to contribute to specificity, both in the
sites and in the recombinase and will measure their recombinational properties.
Based on this information we intend to change the specificity of the Cre/lox
system by combining mutually compatible mutations in the lox sites and in the
protein. If successful, this will answer the question how well we understood the
evolutionary mechanisms. As a practical outcome, it will provide new varieties
of the Cre/lox system with different specificities, increasing its utility to
manipulate eukaryotic cells for research purposes.
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protein
gene mutation, nucleotide, oligonucleotide, plasmid, virus genetics, virus
infection mechanism, virus integration, virus replication
Escherichia coli, Europe, site directed mutagenesis
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Fax: 36-62 432 250
E-mail: dorgai@bay.u-szeged.hu
________________________________________________________________

FUNCTIONAL GENOMICS
Folding RNA with Modified Oligonucleotides
2R03TW 001068-04
FIC
Abstract: This research will be done in Poland to provide materials to support
NIH Grant GM22939. The ultimate goal of the parent grant is to characterize
the forces directing RNA folding, and to use this knowledge to reliably predict
RNA structure from sequence. One goal of the FIRCA grant is to develop a
series of oligonucleotides that bind tightly and specifically enough to RNA to
allow interrogation of RNA secondary structure by assaying binding of an RNA
to an array of all possible 7-mers. It is possible that even shorter
oligonucleotides may be sufficient. The results of this array assay will provide
constraints for computer algorithms that predict structure from sequence. A
second goal of the FIRCA grant is to develop model systems for studying the
interactions that determine the stabilities of multibranch loops.
Thesaurus Terms:
RNA, conformation, nucleic acid sequence, nucleic acid structure,
oligonucleotide, structural biology
antisense nucleic acid, chemical binding, chemical synthesis, cooperative study,
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intermolecular interaction, model design /development, structural model,
thermodynamics
nuclear magnetic resonance spectroscopy
US PI
Douglas H. Turner, PhD
Professor, Chemistry Department
University of Rochester
Rochester, NY 14627-0216
Tel: 1-585-275-3207
Fax: 1-585-506-0205
E-mail: turner@chem.rochester.edu
Poland
Ryszard Kierzek, PhD
Polish Academy of Sciences
E-mail: rkierzek@rose.man.poznan.pl
________________________________________________________________
Gene Expression in the Bovine Preimplantation Embryo
1R03TW 05530-01
FIC
Abstract: This research will be done primarily in the Czech Republic at the
Institute of Animal Physiology and Genetics as an extension of NIH grant R37
ND 22681. The mammalian oocyte is the cornerstone for a wide range of
promising technologies such as assisted reproduction (human and animal),
preservation of genetic diversity, and cell therapies through stem cell
technologies. An increasing demand for mature oocytes could be secured by an
abundant source of oocytes provided by abattoir ovaries. The current in vitro
procedures, however, are not satisfactory as evidenced by the poor
developmental potential of the resulting in vitro matured oocytes. This is
especially true for the oocytes derived from the numerous small antral follicles.
The first Specific Aim of our project is to enhance the developmental
competence of these oocytes by establishing a new method that is based on a
two-step culture procedure. In this method the oocytes are reversibly inhibited
from undergoing maturation by culturing them in the presence of butyrolactone
I (BL I), a specific inhibitor of cdk kinases. Following an extended period of
culture the oocytes are then matured and fertilized in vitro; the extended culture
period appears to foster the acquisition of developmental competence that is
dramatically reduced if the oocytes are matured immediately following their
collection. The second Specific Aim will determine the suitability of RNA
interference, RNAi, to assess gene function in the bovine embryo derived from
the two-step culture procedure. The second Specific Aim will determine the
suitability of RNA interference, RNAi, to assess gene function in the bovine
embryo derived from the two-step culture procedure. In these experiments
double-strand RNA (RNAi), will be injected into 1-cell bovine embryos and its
ability to promote the selective degradation of the targeted mRNAs (polo-like
kinase, p55 Cdc, a critical subunit of the anaphase-promoting complex, and
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securin, whose destruction is required for sister chromatid separation) will be
assessed by RT-PCR. In addition, studies will be conducted to determine the
concentration- and time-dependence of this effect, as well as defining the
minimum length of RNAi that is required to promote the degradation of the
targeted mRNA.
Thesaurus Terms:
egg /ovum, embryo /fetus, embryogenesis, gene expression, mammalian
embryology
DNA methylation, DNA replication, cell cell interaction, chromatin,
developmental genetics, double stranded RNA, protein kinase
Europe, cow, embryo /fetus culture, laboratory mouse, polymerase chain
reaction
US PI:
Richard Schultz , PhD
Patricia Williams Professor
Department of Biology
University of Pennsylvania
415 South University Avenue
Philadelphia PA 19104-6018
Tel. # 215 898-7869
FAX # 215 898-8780
E-mail rschultz@mail.sas.upenn.edu
http://www.bio.upenn.edu/faculty/schultz/
Czech Republic:
Jan Motlik, PhD
Institute of Animal Physiology and Genetics
Address:
Tel:
Fax:
E-mail: motlik@iapg.cas.cz
________________________________________________________________
Genetic Variability of E. Histolytica in Turkey
1R03TW 006017-01
FIC
Abstract: DESCRIPTION (provided by applicant) Amebiasis is a deadly
parasitic infectious disease. We propose to re-examine the epidemiology of
amebiasis in Turkey using modern diagnostic tests and also test for genetic
differences between strains of Entameoba histolytica that cause asymptomatic
infection, colitis and liver abscess. In Specific Aim 1, we will determine the
prevalence of amebiasis in Van, a city in the east region of Turkey using
diagnostic techniques (antigen detection based-ELISA test and amebic-specific
PCR) on stool samples of patients with diarrhea, dysentery and stool samples
from asymptomatic individuals. We hypothesize that E. histolytica is a more
frequent cause of diarrhea and dysentery in Van than has been determined by
stool "ova and parasite" exams. A more accurate estimate of the burden of
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disease due to amebiasis is important for design of treatment and prevention
strategies. After diagnosis of patients with intestinal amebiasis and liver
abscess, we will test if genetic differences exist between liver abscess and
intestinal isolates of E. histolytica in Specific Aim 2. Genetic diversity will be
determined by 1) nested PCR amplification and sequencing of the CRD region
of the lectin gene, 2) nested PCR -SREHP gene and 3) DNA microarray
analysis. This project will be carried out at the Gulhane Military Medical
Academy, Turkey, in collaboration with the University of Virginia. This
proposal study is an extension of NIH grant #R01 Al 26649-12.
Thesaurus Terms:
Entamoeba histolytica, amebiasis, epidemiology, genetic polymorphism, lectin,
protozoal genetics
Europe, adhesin, bacillary dysentery, cooperative study, diarrhea,
gastrointestinal disorder diagnosis, gastrointestinal epithelium, gastrointestinal
infection, genetic strain, geographic site, protein protein interaction, protein
structure function, ribosomal RNA, virulence
clinical research, diagnostic test, enzyme linked immunosorbent assay, feces,
human subject, nucleic acid sequence, tissue /cell culture
US PI
William Petri, PhD
University Of Virginia Charlottesville
BOX 400195
Charlottesville, VA 22904
Tel: 1-434-243-9552
Fax: 1-434-924-0075
E-mail; wap3g@cgatepro-5.mail.virginia.edu
Turkey
Mehmet Tanyuksel, PhD
Gulhane Military Medical Academy
Address:
Tel:
Fax:
E-mail:
________________________________________________________________
Interference with Steroid Response Genes in Lepidoptera

1R03TW 001209-01
FIC
Abstract: The long-term goal of the parent grant is to understand how
ecdysteroids and juvenile hormone (JH) act at the cellular and molecular level
to coordinate insect molting and metamorphosis using the polymorphic
epidermis of the tobacco hornworm, Manduca sexta, as a model system. We
have characterized some of the major members of the ecdysteroid-induced
transcription factor cascade that is activated during the molt including a switch
in isoforms of the ecdysone receptor (EcR) and its partner USP (a RXR
homolog), and how they are regulated by 20-hydroxyecdysone and JH. Our
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main specific aim in this FIRCA proposal is to determine whether the new
technique of double stranded RNA interference will work in Lepidoptera to
provide us with a means of studying the effects of loss-of-function of these
various factors to ascertain their specific roles in molting and metamorphosis.
We will also determine the role of the natural antisense RNA encoding a
putative cuticle gene found in the 3' untranslated region of the ecdysone
receptor gene. If the RNAi technique does not work, we will begin initial
explorations of the use of transgenic Lepidoptera mediated by the piggyBac
vector for ectopic expression of candidate genes or dominant negative forms at
critical times in development. These studies should provide insight into the key
roles of the switching of nuclear receptor isoforms during a well-defined
developmental process and into the importance of the action of JH in regulating
both the types and quantity of transcription factors induced by ecdysteroids for
the prevention of metamorphosis. Since the effects of JH on metamorphosis in
Lepidoptera is typical of most insects, the information gained also can provide a
basis for the rational design of new insect growth regulators to control insect
vectors of human disease and avoid possible side effects of these regulators or
their environmental degradation products interfering with the endocrine and
developmental roles of the RXR in vertebrates.
Thesaurus Terms:
Lepidoptera, developmental genetics, gene expression, hormone regulation
/control mechanism, juvenile hormone, metamorphosis, molting, steroid
complementary DNA, ecdysone, genetic promoter element, hormone receptor,
messenger RNA, mutant, protein isoform, skin, transcription factor
Manduca, antisense nucleic acid, molecular cloning, nucleic acid sequence,
oligonucleotide, tissue /cell culture
US PI
Lynn M. Riddiford, PhD
Professor of Biology
Virginia & Prentice Bloedel University Professor
Department of Biology
University of Washington
Box 351800
Seattle, WA 98195-1800
Tel: 1- 206-543-4501
Fax: 1- 206-543-3041
E-mail: lmr@u.washington.edu
Czech Republic
Marek Jindra, PhD
University of South Bohemia
Institute of Entomology AVCR
Branisovska 31
37005 Ceske Budejovice
Czech Republic
Tel. 420-38777 5232
Fax: 420-38531 0354
E-mail jindra@entu.cas.cz
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URL: http://www.entu.cas.cz/jindra/
________________________________________________________________
Inducible Gene Expression in Transgenic Rats
1R03TW 06140 –01
FIC
Abstract:
This abstract is not available on the web: CRISP NIH Database
Thesaurus Terms:
There are no thesaurus terms on file for this project.
US PI
Alcino J. Silva, MD, PhD
Professor
Departments of Neurobiology, Psychiatry,
Psychology and Brain Research Institute
695 Charles Young Drive South, Room 2357
Box 951761, UCLA
Los Angeles, California 90095-1761
Tel: 1- 310-794-6345
Lab: Tel: 1- 310-794-6609
Fax: 1-310-794-7088
E-mail: silvaa@mednet.ucla.edu
www.silvalab.org
Poland
Leszek Kaczmarek, MD, PhD
Nencki Institute
Address:
Tel:
Fax:
E-mail: leszek@nencki.gov.pl

PROTEOMICS
Regulation of cell cycle genes by K protein
1R03TW 05684-01
FIC
Abstract: DESCRIPTION (provided by applicant) This is a grant application
for the Fogarty International Research Collaboration Award (FIRCA) to
supplement presently funded NIH project, grant number R01GM 45134-09.
The proposed research will be done primarily in Prof. Jerzy Ostrowski's
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Laboratory in Warsaw, Poland, the foreign collaborator of this FIRCA
proposal. The heterogeneous nuclear ribonucleoprotein K, hnRNP K, protein
interacts with a diversity of molecules including kinases, transcription and
translation factors, RNA and DNA. Many of these molecular interactions are
regulated by extracellular signals, such as growth factors. K protein has been
shown to regulate rates of DNA transcription and mRNA translation through
direct interaction with CT- and CU-rich nucleotide sequences, respectively. It
has been suggested that K protein, acting as a docking platform, serves to link
signal transduction pathways to sites of nucleic acid-directed processes. K
protein binds mRNAs that encode cell cycle regulators, is a substrate for
mitogen-responsive kinases, and has an expression pattern correlated with cell
proliferation. Based on these observations we postulate that in response to
mitogenic signals K protein regulates expression of cell cycle gene(s) at both
DNA- and RNA-dependent tiers. The following aims will this hypothesis.
Aim#1. We will identify the repertoire of K protein-binding mRNAs that
encode cell cycle regulators. mRNAs immunoprecipitated with K protein from
quiescent and serum-treated cells will be used to generate a complex probe to
profile cDNA microarrays. Computer-based analysis and gel-shift assay will be
used to identify RNA sequences that are responsible for binding K protein to
the target transcripts. Aim#2. We will identify the repertoire of cell cycle DNA
loci that recruit K protein. Chromatin immunoprecipitation with anti-K protein
antibody and profiling of microarrays will be used to identify DNA loci that
recruit K protein in cells entering cell cycle. Computer-based analysis and gelshift assays will be used to identify DNA sequences that recruit K protein to the
target loci. Aim#3. We will define the role of K protein in the regulation of
cognate cell cycle DNA loci and mRNAs. Protein levels (Western blots) of the
selected (Aim#1-2) cell cycle regulators and their mRNAs (Northern blots) will
be assessed in serum stimulated cells that express wild type and a dominant
negative K protein mutant. Identification of cell cycle genes whose expression
is K protein-dependent will set the stage for future work to define the precise
molecular mechanisms by which K protein regulates and coordinates cell cycle
gene DNA- and mRNA-directed processes. The proposed studies will explain
the need of proliferating and tumor cells to alter K protein expression.

Thesaurus Terms:
biological signal transduction, cell cycle, cytogenetics, gene expression, genetic
regulation, protein structure function, ribonucleoprotein cell cycle protein, cell
proliferation, chromatin, complementary DNA, cooperative study, cyclin,
cyclin dependent kinase, enzyme activity, messenger RNA, nucleic acid
sequence, protein binding gel mobility shift assay, immunoprecipitation,
microarray technology, northern blotting, tissue /cell culture
UD PI
Karol Bomsztyk, PhD
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Professor
University Of Washington
Seattle, WA 98195
Tel:
Fax:
E-mail: karolb@u.washington.edu
Poland
Jerzy Ostrowski, PhD
Cancer Center
Warsaw, Poland
Address:
Tel:
Fax:
E-mail: iamb@genesilico.pl
________________________________________________________________
Structure of Calcyclin Binding Protein- S100A6 Complex
1R03TW 006005-01
FIC
Abstract: DESCRIPTION (provided by applicant) S100 proteins constitute a
major subfamily of EF-hand Ca2+-binding proteins that are characterized by
cell type-specific expression and unusually high abundance in a variety of
disease states, including arthritis, cancer, cystic fibrosis and AIDS. These
proteins are distinguished from other EF-hand proteins by their unique Nterminal Ca2+ binding sites and high affinity for Zn2+. The S100s appear to
take part in Ca2+ signalling pathways that are distinct from those controlled by
the prototypical EF-hand Ca2+ sensors (eg. calmodulin and troponin C), but
also have proposed functions other than in Ca2+ signalling. A considerable
amount of data has been accumulated on the structure and other biophysical
properties of S100 proteins. However, there is a critical gap in knowledge
because nearly all of these studies have been carried out on either apo and/or
Ca2+-loaded states in the absence of cellular targets. The research proposed in
this application is focused on the most important outstanding question
regarding S100 protein structural biology: What are the effects of binding to
cellular targets on S100 protein structure, dynamics and ion affinity? A multidisciplinary strategy that incorporates biochemical and structural approaches
will be utilized to address these critical questions. The collaboration between
the Chazin and Kuznicki groups couples biophysical and structural research to
those of biologists in Poland who are also working to elucidate S100 protein
function, to help ensure the biological significance of the structural results. The
broad, long-term objectives of this research program are to understand the
structural basis for the distinct cellular activities of S100 proteins, so that we
may address their roles in health and disease. In this proposal, we will
determine the structure of the complex of S100A6 with its target calcyclin
binding protein. The Polish team will clone, produce and characterize the
protein. The US team will carry out solution NMR experiments and structure
calculations and analysis. This research will be done primarily in Poland as an
extension of NIH grant # R01 GM62112.
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Thesaurus Terms:
calcium binding protein, cell cycle, protein structure function, structural
biology
Poland, annexin, arachidonate, binding site, biological signal transduction,
biophysics, calmodulin, cell growth regulation, cooperative study, enzyme
structure, intermolecular interaction, molecular dynamics, protein isoform,
protein kinase, proteolysis, tropomyosin, troponin, zinc affinity
chromatography, mass spectrometry, nuclear magnetic resonance spectroscopy,
tissue /cell culture
US PI
Walter J. Chazin, MD, PhD
Chancellor's Professor of Biochemistry and Physics
Director, Center for Structural Biology
5140 BIOSCI/MRBIII
Vanderbilt University
Nashville, TN 87232-8725
Tel: 1 (615) 936-2210, 936-2231;
FAX: 1 (615) 936-2211
E-mail: walter.chazin@vanderbilt.edu
Website: http://structbio.vanderbilt.edu/chazin
Poland
Jacek Kuznicki, MD, PhD
Professor
Director at International Institute of Molecular and
Cell Biology (IIMCB) in Warsaw
4 Ks. Trojdena Street
02-109 Warsaw, Poland
Tel: +48 22 668 52 20
Fax: +48 22 668 52 88
E-mail: jkuznicki@iimcb.gov.pl
Web: www.iimcb.gov.pl
________________________________________________________________
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Regulation of Novel Mitochondrial Uncoupling Proteins
1R03TW 001487-01A2
FIC
Abstract: DESCRIPTION (provided by applicant) Recent evidence suggests
that there is a link between enhanced expression of uncoupling protein 2
(UCP2) and development of type II diabetes. A major focus of this proposal is
to investigate UCP2 function and pancreatic Beta-cell bioenergetics in an effort
to clarify this connection. We will employ our yeast expression system for
UCP2 to perform the reference experiments, which are required to confirm that
a particular property is inherent to UCP2. Thus, experiments will be performed
in vitro with recombinant yeast-expressed UCP2 and also with mitochondria
isolated from pancreatic 13-cells. The Specific Aims of the proposal are: To
study substrate requirements of recombinant yeast-expressed UCP2 to
determine whether UCP2-mediated proton transport has a particular
requirement for fatty acid chain and saturation. To study nucleotide binding and
inhibition of UCP2 and to identify other natural and artificial inhibitors of
UCP2. To study the bioenergetics of mitochondria isolated from pancreatic
beta-cells that have been treated or untreated with PPAR agonists. Aims 1 and 2
will employ reconstitutions and measurements of proton flux. They will also
include a test of the hypothesis that fatty acid-induced proton transport by
UCP2 exhibits an absolute requirement for coenzyme Q10. Aim 3 will utilize
sensitive and precise measurements of oxygen consumption to detect UCP2
activity in Beta-cell mitochondria. We will attempt to distinguish between the
contributions of increased UCP2 expression and altered biochemical regulation
of UCP2 in mitochondria from treated and untreated cells.
Thesaurus Terms:
bioenergetics, fungal protein, gene expression, mitochondria, nucleoprotein,
pancreatic islet, protein structure function
Europe, adenosine diphosphate, adenosine triphosphate, aspartate, cofactor,
cooperative study, diphosphonate, fatty acid transport, glutamate, ion transport,
method development, noninsulin dependent diabetes mellitus, oxygen
consumption, peroxisome proliferator activated receptor, phosphonate,
recombinant protein
hamster, laboratory rat, miniature swine, yeast
US PI
Keith D. Garlid, MD, PhD
Professor
Department of Biology
PO Box 751
Portland State University
Portland, Oregon 97207
Tel. (503) 725-8757
Fax (503) 725-3888
E-mail: garlid@pdx.edu
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Czech Republic
Petr Jezek, MD, PhD
Institute of Physiology
Address:
Tel:
Fax:
E-mail: jezek@biomed.cas.cz
________________________________________________________________
INVITED EU PROJECT
Bioinformatics tools for the screening of the CORNEAl dystrophies to
identify GENEtic origin and molecular pathogenesis
Call identifier FP6-2002-LIFESCIHEALTH
Corneal dystrophies are inherited, bilateral eye diseases leading to severe visual
deterioration in most cases. The corneal dystrophies to be studied are rare
diseases with frequencies of occurrence of 1:300 000 to 1:1 000. At present,
corneal transplantation is the only way of preventing severe visual deterioration
for patients suffering from corneal dystrophies. Altogether, this disease group
represents the third most frequent indication of corneal transplantation
worldwide. Although corneal transplantation has a fairly good prognosis in this
disease group, recurrence of the disease and some other complications may
occur in 10-30% of the cases.The mutations occurring in several parts of
Europe have not been studied yet. To collect the most possible information,
joint effort by several excellent centres is needed. The goal is to collect blood
and corneal samples form dystrophic patients in clinical centres and transfer
DNA samples to the research centers having expertise in the genetic analysis of
certain diseases. Analysis of DNA samples by PCR amplification, followed by
direct automated DNA sequencing is planned as well as genome wide linkage
studies in the case of dystrophies with unknown genetic origin. Partners of he
CORNEAGENE proposal have had critical role in the discovery of new genes
and plan further research activities to contribute to the creation of the European
Research Area. The partners will develop novel non-invasive and repeatable
diagnostics using bioinformatic tools. The joint Specific Targeted Research
Project allows them getting access to significantly larger patient pool what they
can’t access at the national level to build genomics database of these diseases.
Eight clinical partners from three Member States, three Associated Countries,
one Associated Candidate Country and two Other Associated Countries with
the involved industrial partners will develop bio-informatics and molecular
genetics based screening methodologies.
Andras Berta, MD, PhD. DSc
Dean of the Medical Faculty,
Department of Ophthalmology, Medical Faculty, University of Debrecen
Debrecen, Nagyerdei krt.98. H-4012, Hungary
Phone: 36-52-417-571
Fax: 36-52-419-807
E-mail: aberta@jaguar.dote.hu
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Bridges in Life Sciences Roundtable #7: Environmental Health
Sciences (ENV)
Roundtable Summary
Environmental factors are hypothesized to associate with many untoward health
effects of unknown etiology. Among them are birth defects and developmental
abnormalities; cancer; and various neurological diseases. There appears to be a
definite genetics component (susceptibility) involved in many low-level chronic
exposure scenarios resulting in disease. Access to well-defined populations,
geographic and genetic, with records of measurable exposures to environmental
agents is the key to finding cause-effect in these associations. NIH and FIC
environmental programs have supported good collaborative research and
training with CEE researchers, while taking advantage of the unique challenges
and data that CEE presents. New collaborative opportunities will be discussed.
Chairpersons:
Thomas Cook, Ph.D., Iowa State University, Iowa City, USA
Ivan Ciznar, Ph.D., Institute of Preventive and Clinical Medicine, Bratislava,
Slovakia

Participants:
Kenneth A. Mundt, Ph.D., Applied Epidemiology, Inc., USA
Joseph H. Graziano, Ph.D, Department of Pharmacology, Columbia University
Health Sciences, New York, NY, USA
Daniela Tarabcáková, M.D., National Institute of Health, Slovakia
Sona Keseláková, M.D., National Institute of Health, Slovakia
Maria Dusinska, Ph.D., Institute for Preventive and Clinical Medicine, Slovakia
Thomas Birk, Applied Epidemiology, Inc., Germany
Dusan Popovac, M.D., University of Pristina, Serbia and Montenegro
Sonja Vuckovic, Ph.D., University of Belgrade, Serbia and Montenegro
Ivan Sabolic, M.D., Ph.D., Institute for Medical Research & Occupational
Health, Croatia
Christopher Schonwalder, Ph.D., FIC/NIH, USA
Invited Participants:
Csaba Varga, MD, PhD, Associate Professor, Department of Public Health,
Faculty of Medicine, University of Pécs, Hungary
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NIH GRANTS IN CENTRAL AND EASTERN EUROPE

PAHs and Cancer: Planning a Study in the Slovak Republic
1R03 CA101508-01
NCI
Abstract: DESCRIPTION (provided by applicant): Developing a
comprehensive and realistic plan to study the cancer risks associated with
occupational and environmental exposure to polycyclic aromatic hydrocarbons
(PAHs) is proposed. Previously untapped quantitative PAH occupational and
community-based exposure data have been and continue to be gathered and
maintained by government scientists in Kosice, Slovak Republic. Data also
include cytogenetic aberration test results on hundreds of exposed and nonexposed volunteers. Although PAHs are considered carcinogenic, the
epidemiological literature is inconsistent in regards to which cancer risks are
elevated and at what exposure level. There is a deficit of quantitative data on
individual PAH congeners and cancer risk. The following Specific Aims are
proposed to determine whether the existing data are appropriate to address these
key research questions in a well-designed epidemiological study: 1) to evaluate
existing demographic, work history, and health information data available on
coke plant employees and community members that have been monitored for
PAH exposure; 2) to assess existing PAH exposure data including both
industrial hygiene measures and community air monitoring results; 3) to
establish and document procedures for future follow-up of cohort members for
cancer incidence and cause of death, as well as obtaining population reference
rate data; and 4) to prepare a comprehensive research plan that identifies, to the
extent permitted by the existing data, one or more epidemiological studies of
the relationships between individual and mixtures of PAH congeners and risk of
cancer of the lung, bladder and other sites. Existing data will be computerized,
evaluated for completeness and quality, and assessed for their potential
epidemiological research use. Based on this assessment, a research database
will be developed as well as a detailed research plan, which will serve as a
foundation for additional epidemiological research applications.
Thesaurus Terms:
carbopolycyclic compound, chemical carcinogen, environmental exposure,
experimental design, neoplasm /cancer epidemiology, occupational hazard
bladder neoplasm, data collection methodology /evaluation, lung neoplasm
Europe, clinical research, human data
US PI
Kenneth A. Mundt, Ph.D.
Applied Epidemiology, Inc.
Amherst, MA 01004
Tel: 413-256-3556
Fax: 413-256-3503
E-mail: kmundt@appliedepidemiology.com
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Slovakia
Daniela Tarabcáková, MD
Director, Department of Preventative Occupational Medicine
National Institute of Health
Ipelská 1
042 20 Kosice, Slovak Republic
Tel: 420 55 622 7783
Fax: 420 55 643 6319
E-mail: ppl-odbor@szuke.sk
Slovakia
Sona Keseláková, MD
Head, Department of Physiology and Health Status of Working Population
National Institute of Health
Ipelská 1
042 20 Kosice, Slovak Republic
Tel: 420 55 622 7783
Fax: 420 55 643 6319
E-mail: ppl-odbor@szuke.sk
Germany
Thomas Birk, Dipl.rer.soc.
Project Manager
Applied Epidemiology, Inc.
Vosskuhlstr. 41
44797 Bochum, Germany
Tel: 49-234-791922
Fax: 49-234-791713
Mobile: 49-160-90929746
E-mail: TBirk@appliedepidemiology.com

Environmental Lead, Reproduction, and Infant Development
3R01 ES003460-14S1 (ended in 1999)
NIEHS
Abstract: We propose to continue to study the relation of chronic lead (Pb)
exposure to several health outcomes during childhood. This large prospective
cohort study, founded upon a previous study of pregnancy outcome, involves a
unique community surrounding a Pb smelter in Yugoslavia; comparison groups
are studies in a non-Pb-exposed town 25 miles away. The scientific conduct of
our study continues to proceed smoothly and has not been influenced by the
conflict in Bosnia. We seek funding to analyze existing data (to age 9) and for
additional field studies and analyses to age 12. We aim to test whether Pb
exposure, measured by concurrent and past blood Pb (BPb), is associated with:
a) cognitive development; b) behavioral problems; c) physical growth; d) blood
pressure; e) proteinuria; and f) postural sway. We have observed associations
with most of these outcomes at ages 2-5.5 yrs. We will examine the persistence
and dose-response patterns of these relationships in later childhood. We also
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propose to repeat the above analyses at ages 10-12 using K-XRF bone Pb, a
more refined measure of body burden, to estimate associations. K-XRF bone Pb
measurements will be conducted on site by Dr. Andrew Todd of Mount Sinai
Medical Center. In addition, we report herein that children with elevated BPb's
maintain a normal hemoglobin concentration but require hyperproduction of
erythropoietin to do so. We hypothesize that children with even moderately
elevated BPb's have shortened red cell survival, a phenomenon described at
much higher exposures. In other words, to maintain a normal steady-state red
cell mass, children with elevated BPb must produce a "supernormal" hormonal
stimulus for red cell production. Thus, we propose to conduct analyses which
may reveal indirect evidence of shortened red cell survival. We will also test
the hypothesis that chronic Pb exposure and hyperproduction and erythropoietin
during childhood may lead to the eventual failure, as we have observed in
adults, of renal erythropoietin production. In sum, we aim to elucidate the
pathophysiologic mechanism(s) whereby Pb exposure induces anemia.
Thesaurus Terms:
child physical development, child psychology, environmental contamination,
environmental toxicology, epidemiology, lead poisoning
adolescence (12-18), anemia, blood pressure, child (0-11), cognition,
erythropoiesis, ferritin, longitudinal human study, psychomotor function,
reproduction
Bosnia-Hercegovina, behavioral /social science research tag, blood chemistry,
clinical research, field study, human data, human subject, interview,
psychological test, statistics /biometry
US PI
Joseph H. Graziano, Ph.D.
Department of Pharmacology
Columbia University Health Sciences
New York, NY
Tel: 212-305-8368
Fax: 212-305-8866
E-mail: jg24@columbia.edu
Serbia
Dusan Popovac, M.D.
University of Pristina Medical Faculty
Avalska 2
11000 Belgrade, Serbia and Montenegro
Tel: 381-11-243-2390
Or 381-06-331-2649
Fax: 381-11-243-2390
E-mail: dusanpmd@eunet.yu
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Serbia
Sonja Vuckovic, Ph.D.
Department of Clinical Pharmacology and Toxicology
School of Medicine, University of Belgrade
11129 Belgrade, Serbia and Montenegro
Tel: 381-11-344-4894
Fax: 381-11-243-2390
E-mail: sonya@beotel.yu

Intra-cell Vesicle Trafficking in Heavy Metal Toxicity
1R03TW001057-01 (ended in 2002)
FIC
Abstract: A continuation of research collaboration is proposed between Dr.
Dennis Brown, Renal Unit, Massachusetts General Hospital in Boston, USA,
and Dr. Ivan Sabolic, institute for Medical Research and Occupational Health in
Zagreb, Croatia. The proposed work takes advantage of the complementary
expertise of these two investigators to examine the role of cytoskeletal proteins,
vacuolar (V)-ATPase and endosomal vesicle trafficking in renal epithelial cells
in heavy metal nephrotoxicity. A variety of studies have emphasized the
importance of the cytoskeletal network and intracellular vesicle trafficking for
the normal polarity and function of epithelial cells. Disruption of cytoskeletal
structure and inhibition of the V-ATPase is usually associated with a loss of
polarized targeting of various cell membrane transporters and impairment of
some specific functions of these cells. In both industrial and underdeveloped
countries heavy metals increasingly represent an environmental and healththreatening problem. Some heavy metals, notably cadmium (Cd), lead and
mercury, enter the body by food or inhalation in small concentrations,
accumulate in various organs, particularly the kidney, and cause cellular
damage. In the kidney, the damage of epithelial cells along the nephron is
manifested by reabsorptive and secretary malfunctions. Other heavy metals,
such as cis-Pt and its derivatives, have been used in the therapy of various
tumors and cause a similar impairment of renal epithelial cell function.
Whereas the environmental and general toxicological impact on mammalian
cells of these heavy metals have been extensively described, their mechanism
of action is poorly understood. Experiments on various cells in culture and our
preliminary data from experimental animals in vivo indicate the possibility that
Cd and other heavy metals cause a very early and profound disruption of the
cytoskeleton and inhibit V-ATPase in intracellular vesicles. In combination,
this may lead to a significant impairment of intracellular membrane vesicle
trafficking and loss of plasma membrane transporters. Thus, the specific aims
of this collaborative work are to demonstrate the cascade of intracellular action
of heavy metals following their entrance into renal epithelial cells, i.e., a) the
initial inhibition of acidification in intracellular vesicles which is followed by b)
disruption of the cytoskeleton and impairment of endo- and exocytosis, and c) a
selective loss of various transporters in the plasma membrane. A selective loss
of mRNAs specific for some membrane transporters takes place at later times.
These experiments are designed to study the fundamental mechanisms of
156

nephrotoxic actions of Cd and other heavy metals in renal cells. With this
collaboration, Dr. Sabolic, who has developed a strong international reputation
as a leader in the field of transport processes in isolated vesicles and is now
recognized as an expert in renal cell biology, will open a new frontier of
molecular toxicology in his country. The proposed FIRCA award will provide
his basic needs for otherwise poorly-funded research in Croatia and will allow
important interactions between US and Croatian investigators by introducing
new ideas, techniques and a transfer of technology to the developing country.
Thesaurus Terms:
cytoskeletal protein, cytotoxicity, epithelium, heavy metal, intracellular
transport, protein structure /function, renal toxin
G protein, adenosinetriphosphatase, cadmium, cis platinum compound,
endocytosis, enzyme activity, gene expression, lead poisoning, membrane
transport protein, mercury poisoning, messenger RNA, metallothionein, protein
biosynthesis, protein degradation, renal tubule, transcytosis, vesicle /vacuole
laboratory rat
US PI
Dennis Brown, M.D.
Massachusetts General Hospital
Boston, MA
Tel: 617-726-5665
Fax: 617-726-5669
E-mail: brown@receptor.mgh.harvard.edu
Croatia
Ivan Sabolic, M.D., Ph.D.
Unit of Molecular Toxicology
Institute for Medical Research & Occupational Health
Ksaverska cesta 2
HR-10001 Zagreb, Croatia
Tel: 385-1-4673-188
Fax: 385-1-4673-303
Email: sabolic@imi.hr

Hazardous Waste Risk and Remediation in the Southwest
2P42ES004940NIEHS
Abstract: (The theme of our Superfund Basic Research Program continues the
achievements of the previous grant which is to develop a risk assessment
process for metal and organic contaminants through toxicologic and
hydrogeologic studies and through development of innovative remediation
technologies. Our application Southwestern hazardous through development of
innovative remediation technologies. Our application emphasizes Southwestern
hazardous waste issue due to the unique nature of our environment. However,
our studies are not limited to the Southwest since the main toxicants being
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examined, arsenic and chlorinated hydrocarbons, are not unique to the
Southwest and our results can be applied to other hazardous waste sites. Our
Program consists of 10 research projects-four (4) biomedical projects and six
(6) environmental sciences projects. These are supported by 5 Cores that:
administer the Program, provide research services promote outreach efforts, and
support graduate student training. Our Program culminates in a Community
Based Prevention/Intervention Research Project, which addresses an immediate
and important environmental health problem and draws on the expertise of our
Program, governmental agencies, and the community at risk to handle this
environmental issue. The goal of the Biomedical research projects is to
determine the fate and processing of arsenic in the body and the effects of low
level arsenic exposure on target tissues-skin, kidney, and developing tissues. A
continuing goal is to determine the mechanism of trichloroethylene (TCE)induced effects on the developing tissues. A continuing goal is to determine the
mechanism of trichloroethylene (TCE)-induce defects on the developing heart.
One component of our studies in environmental sciences is to develop better
hydrogeological models of mine wastes and develop approaches for treating
this waste. A group of our environmental research projects will develop better
methods to improve the removal of complex mixtures from the soils and
underground waters of our Southwestern environment and use improved
biological techniques (e.g. biosurfactants and gene-augmented microbes) to
degrade the hazardous wastes. Finally, our chemists and bioengineers and
bioengineers will develop improved, innovative technologies (both chemical
and physical) for the treatment and degradation of halogenated organics . Our
Program is an integrated effort to address the hazardous waste issues of our
region, translate the results to our partners (government, industry, and the
community), and fulfill the mandates of the national SBRP Program.
Thesaurus Terms:
environmental contamination, environmental toxicology, hazardous substance,
waste treatment
US PI
Jay Galdolfi, Ph.D.
Assistant Dean of Research
Department of Pharmacology and Toxicology
University of Arizona at Tucson
Tel: 520-626-6698
Fax: 520-626-2466
E-mail: gandolfi@pharmacy.arizona.edu
Romania
Simona Surda, M.D.
Center for Eye Microsurgery
Bucharest, Romania
E-mail:
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Long-term Stable Bioindicator for Radiation Exposure
1R01ES009484-01 (ended in 2002)
NIEHS
Abstract: DESCRIPTION: The goal of this project is to standardize the
Micronucleus (MN) Assay in the eye lens to permit its utilization as a means to
evaluate low level radiation exposure of individuals. The method has the
potential to provide first approximations or corroborating estimates of exposure
levels. Thus it can be used to justify a more robust epidemiological follow-up.
Based on the highly regarded MN test typically employing blood cells to
quantify exposure to genotoxins, the lens MN assay would be applied to lens
epithelial fragments (tags) removed from surgical cataract patients who had
resided near, or worked in, locales in which there existed a potential for
radiation exposure. The unique biology of the lens complements the test by
dramatically extending the duration (up to a working lifetime) over which MNs
can express and can provide a cumulative record over that time-frame. In order
to optimize the utility of the method, a dose-response calibration is required in a
dose-defined population. We propose to calibrate the Lens MN Assay against
dose by using tags removed from an epidemiologically and dosimetrically welldefined subset of workers at the Chernobyl site, the clean-up crews or
"Liquidators". The study will involve 600 of the 130,000 Liquidators who
worked on site during the period from the time of the accident (April, 1986)
through February, 1987. Lymphocytes from a subset of the 600 will be also be
assessed by the FISH-translocation assay to confirm the overall dosimetry and
allow the comparison of the Lens MN assay against another, more established,
bioindicator. The lens MN test imposes little burden on individuals in
populations being surveyed since cataract extraction is a necessary, and
extremely common surgical procedure. The recovery and proper handling of the
tissue does not require additional expertise on the part of the surgeon nor does it
extend the length of the operation. In addition, its relatively low cost, speed,
and quantitative, long-term integrative capability, all recommend this
biomarker for primary dose reconstruction in individuals, as well as
communities in the United States, at risk from radiation hazards. Finally, it can
serve to validate whether or no the cataracts which occasion the tag removal are
the result of radiation exposure either in the workplace or from environmental
sources.
Thesaurus Terms:
biomarker, environmental radiation, lens, micronucleus, radiation dosage,
radiation hazard epidemiology, epithelium, longitudinal human study,
lymphocyte, occupational hazard
cataract surgery, clinical research, human subject
US PI
Basil V. Worgul, M.D.
Department of Ophthalmology
Columbia University Health Sciences
New York, NY 10032
Tel: 212-305-6748
Fax: 212-305-6749
E-mail: bvw1@columbia.edu
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Ukraine
Andre Ruban, M.D.
Center for Eye Microsurgery
Kiev, Ukraine
E-mail:

Balkan Nephropathy: Environmental/Clinical Epidemiology
5R01TW006192-02
FIC
Abstract: DESCRIPTION (provided by applicant) This application responds to
RFA-TW-02-002 "Global Health Research Initiative Program For New Foreign
Investigators". The Principal Investigator successfully completed his training
under an NIH D43 Program (ITREOH), Number 2 D43 TW00641-06, in May
2001, at Michigan State University (MSU) for a Master's Degree in
Epidemiology and research on Balkan Endemic Nephropathy (BEN). The PI
returned to his country in May 2001 and presently has an appointment with the
National Center of Hygiene, Medical Ecology and Nutrition (NCHMEN),
Sofia, Bulgaria. In the NCHMEN, he occupies the position of the Head of
Epidemiology Laboratory, and he is entrusted with the task of developing the
field of Epidemiology. Currently he continues his research on BEN and
publishes extensively. His training at MSU, under NIH 2 D43 TW00641-06,
and continuing collaboration with MSU will greatly facilitate his task in
developing an epidemiology program (training and research) at the NCHMEN
and the greater Sofia, and his BEN research. We propose to conduct research on
Balkan Endemic Nephropathy in Vratza district, Bulgaria. BEN is a disease,
which affects people only in rural areas in Balkan countries, including Vratza
district, Bulgaria. In the region, the disease is still a mystery and risk factors
remain putative. There is a need to identify the etiology of the disease in order
to possibly prevent its development. BEN runs asymptomatically, and, as a
result, it is diagnosed at its latest stages. Diagnostic criteria are not well
established. There is a need to identify the clinical development in the early
stages of the disease, which will help for timely detection and possibly
treatment. The proposed work would provide critical information for early
detection and a scientific base for the diagnostic criteria of Balkan Endemic
Nephropathy. Through this project, we expect to improve our knowledge about
diagnostic criteria and early markers of BEN. Thus, we will contribute to the
detection of the disease, which is predominant in women - 2/3 of cases are
women. At the environmental level, we will identify whether some natural
toxicants present in the environment in the region contribute to the development
of BEN, and whether these are associated with any early markers of the disease.
The proposed grant would strengthen collaboration between the Principal
Investigator and his former U.S. scientific mentors.
Thesaurus Terms:
Europe, disease /disorder etiology, environmental exposure, epidemiology,
kidney disorder
age difference, anemia, creatinine, environmental toxicology, genetic
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susceptibility, heavy metal, international cooperation, kidney disorder
diagnosis, longitudinal human study, major histocompatibility complex,
morphology, pathologic process, rural area
atomic absorption spectrometry, clinical research, calorimetry, human subject,
patient oriented research, questionnaire, ultrasound, urinalysis
Bulgarian PI
Plamen S. Dimitrov, M.D., MPH
National Center of Hygiene and Medical Ecology and Nutrition
Sofia, Bulgaria
E-mail: dimitro3@tea.bg

Vulnerability of the Fetus/Infant to Polycyclic Aromatic Hydrocarbons,
Particulate Matter and Environmental Tobacco Smoke
3R01ES 10165-03S1
NIEHS
Abstract: DESCRIPTION (Adapted from the Applicant's Abstract): There is
growing concern about adverse developmental effects in infants and young
children from prenatal exposure to environmental air pollutants, including
polycyclic aromatic hydrocarbons (PAH), particulate matter (PM2.5), and
environmental tobacco smoke (ETS). The proposed study combines expertise in
molecular epidemiology and biomarkers, state-of- the-art pollutant monitoring
techniques' and a strong theoretical framework to guide assessment of the
impacts of these pollutants on fetal and child growth and development The
specific aims are: 1. To test the hypothesis that prenatal exposure to airborne
polycyclic aromatic hydrocarbons (PAH) adversely affects fetal growth and
early childhood growth and development, after controlling for non-PAH
components of PM2.5 ETS, nutritional status (essential fatty acids and
antioxidants) and other potential confounders; 2. To explore whether non-PAH
components of PM2.5, and ETS have an independent effect on birth outcomes
and childhood growth and development, after controlling for PAH, and to
explore possible interactions between PAH, PM2.5 and ETS; and 3. To
estimate the relative contribution of ambient PAH pollution vs. ETS and other
indoor PAH sources to a) personal PAH exposure and PAH-DNA adducts and
b) impairment of fetal growth and early child development. To achieve these
aims, the international team of researchers will carry out a prospective cohort
study of 400 nonsmoking pregnant women living in Krakow, Poland, and will
follow their newborns for 12 months postnatally. Fetal growth will be assessed
at birth by weight, length head circumference, and size for gestational age.
Childhood growth and developmental outcomes will be measured using the
Fagan Test and the Bayley Scales. Strengths of the research include the
combination of personal inhalation monitoring of PAH and PM2 5 with
biomarkers (umbilical cord blood levels of PAH-DNA adults, cotinine,
essential fatty acids antioxidants and lead) to estimate in utero exposure to the
pollutants of interest and potential confounders. The Polish cohort provides a
valuable model for study since emissions from coal burning and traffic are
relatively high. However, the results will be broadly applicable since exposures
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to PAH, ETS and PM25 during pregnancy are common in virtually all
industrialized regions of the world It is anticipated that this research will
provide relevant data to policymakers concerned with protecting the health of
young children.
Thesaurus Terms:
air pollution, carbopolycyclic compound, child physical development, embryo
/fetus toxicology, epidemiology, infant human (0-1 year), particle, passive
smoking
DNA damage, adduct, air sampling /monitoring, antioxidant, biomarker, body
physical characteristic, dietary lipid, environmental exposure, environmental
toxicology, gestational age, human birth weight, longitudinal human study,
outcomes research, prenatal stress
Poland, clinical research, human pregnant subject
US PI
Frederica P. Perera, Ph.D.
Assistant Professor
Columbia University Health Sciences
New York, NY
Tel: 212-304-7280
Fax: 212-544-1943
E-mail: FPP1@columbia.edu
Poland
Wieslaw Jedrychowski, Ph.D.
Jagiellonian University
E-mail:

Early Childhood Development and PCB Exposures in Slovakia
1R01CA 96525-01
NCI
Abstract: DESCRIPTION: Polychlorinated biphenyls (PCBs) and 2,3,7,8tetrachlorinated dibenzo-dioxin (TCDD) are neurodevelopmental and
immunologic toxicants in experimental animals treated prenatally. Associations
with neurobehavioural deficits are found in some but not all epidemiologic
studies of environmental exposures, with data suggesting the prenatal period to
be the most sensitive. Additionally, the risk of intrauterine growth retardation
increases with higher environmental PCB exposures, and several reports
suggest a more potent effect in male babies. The proposed study will therefore
evaluate prenatal and postnatal PCB and dioxin exposures in relation to
immune markers at birth and in early childhood, to intrauterine and early
childhood growth, and to early neurobehavioral development. It will be
conducted in the Slovak Republic, where a chemical plant that manufactured
PCBs improperly discharged large quantities of contaminated waste into the
surrounding area. A total of 1200 births in years 2001-2003 will be enrolled in
two districts, half from the district with high contamination of PCBs, and the
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other half from a district with lower contamination levels. The study will
parallel a European Union-funded study of adults and school-age children in the
same two districts. The project will be one of the first to evaluate a wide battery
of immune parameters in an epidemiologic study, including lymphocyte
immunophenotypes, thymic size, post-vaccination antibody titers, and
morbidity. It will also be the largest to-date to evalaute neurobehavioral
development. Other unique features include the evaluation of hearing loss at
birth, the measurement of hydroxy and methylsulfone metabolites of PCBs, and
a population which includes about 1/3 Gypsies.
US PI
Irva Hertz-Picciotto, Ph.D.
Professor, Department of Medical Microbiology and Immunology
University of California at Davis
Tel: 530-752-8532
Fax: 530-752-3238
E-mail: ihp@ucdavis.edu
Slovakia
Tomas Trnovec, M.D.
Institute of Preventive and Clinical Medicine
E-mail: trnovec@upkm.sk

FIRCA Breast Cancer Case-Control Study in Slovakia
R03TW 006137-01
FIC
Abstract: DESCRIPTION (provided by applicant) This research will be done
primarily in Slovakia as a FIRCA supplement to NIH grant # P01 CA82267
(Project 4). Breast cancer is the most commonly diagnosed cancer in women in
SIovakia, and the leading cause of death. There are emerging data that fetal,
early childhood and adolescent exposures related to growth, body mass and
physical activity may be associated with the risk of breast cancer. We propose
to evaluate these questions in a hospital-based case-control study in western
Slovakia. Cases (N=250) will be women aged 20-70 years who are first
diagnosed with invasive breast cancer from 1/1/2003 through 6/30/2005 and are
residents of Trnava or Senica districts at the time of diagnosis. Cases will be
rapidly ascertained through surveillance of the district hospitals in Trnava and
Senica. Controls (N=250) will be women with no history of breast cancer, aged
20-70 years, and who are residents of Trnava or Senica district. Controls will be
frequency matched to cases by age group and district, and will be randomly
selected from the primary care medical practices in each district. Participants
will complete a standardized in-person interview and provide a blood sample.
Through interviews and abstraction of medical/population records, we will
collect data on fetal exposures (birthweight, birth length, gestational age,
twinning/zygosity, pre-eclampsia, etc.), childhood anthropometrics (height and
weight at various ages), and adolescent exposures (anthropometrics, age at
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menarche). We will also collect data on other key breast cancer risk factors,
including reproductive and adult anthropometric variables, in order to evaluate
confounding. Genomic DNA will also be collected from peripheral blood, and
banked in order to conduct future studies on the role of common genetic
polymorphisms in candidate genes, as well as gene-environment interactions, in
the etiology of breast cancer. There is sufficient statistical power to test the a
priori hypotheses of interest. We have assembled an international research team
for this study. This study will address an important scientific question in breast
cancer etiology, and these data would be expected to better inform the primary
prevention of the disease. This study will also develop infrastructure and
experience in Slovakia for the conduct of cancer epidemiology studies, and
generate the necessary preliminary data for expansion of this research effort.
Thesaurus Terms:
breast neoplasm, cancer risk, environmental exposure, neoplasm /cancer
epidemiology
body composition, disease /disorder etiology, gene environment interaction,
gene expression, genetic polymorphism, genetic susceptibility, medical record,
neoplasm /cancer invasiveness
blood chemistry, clinical research, female, human subject, interview, women's
health
US PI
James Cerhan, M.D., Ph.D.
Associate Professor
Mayo Clinic Rochester
Tel: 507-538-0499
Fax: 507-266-2378
E-mail: cerhan.james@mayo.edu
Slovakia
Gabriel Gulis, Ph.D.
Trnava University
Trnava, Slovakia
E-mail: ggulis@health.sdu.dk
Slovakia
Maria Dusinska, Ph.D.
Institute for Clinical and Preventive Medicine
Bratislava, Slovakia
E-mail: dusinska@upkm.sk
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Breast Cancer in Poland: An Expanded Study to Access Occupational and
Environmental Factors
N01CP 91013
NCI
Abstract: not available
Polish PI
Witold Zatonski, M.D., Ph.D.
Marie Sklodowska-Curie Memorial Cancer Center and Institute of Oncology
Tel: 48-22-643-9234
Fax: 48-22-643-9234
E-mail: canepid@coi.waw.pl

Multi-Disciplinary Investigations of Environmental Causes of Cancer
N02CP 11003
NCI
Abstract: not available
US PI
Jeanne Rosenthal
Westat, Inc.
Poland
Jolanta Lissowska
Maria-Sklodowska-Curie Memorial Cancer Center and Institute of Oncology
Database Support for the Chernobyl Thyroid Study in Ukraine
N02CP 21000
NCI
Abstract: not available
US PI
Daniel Hryhorczuk, MD, MPH
Great Lakes Center for Environmental Safety and Health
University of Illinois School of Public Health
Tel: 312-996-7887
Fax: 312-413-7369
E-mail: dhryhorc@uic.edu
Ukraine
Olexander Zvinchuk
Institute of Endocrinology and Metabolism Branch
University of Illinois School of Public Health Data Management Center
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FIC RESEARCH TRAINING PROGRAMS

Iowa International Research & Training in Environmental and
Occupational Health
3D43TW000621
Abstract: not available
US PI
Thomas M. Cook, PhD
Professor, Occupational and Environmental Health
Center for International Rural and Environmental Health
College of Public Health
University of Iowa at Iowa City
Tel: 319-335-4533
Fax: 319-335-4631
E-mail: thomas-cook@uiowa.edu
(collaboration with Slovakia, Hungary, Poland, Czech Republic, Slovenia,
Romania)

Central/Eastern European Environmental and Occupational Health
Training Program
5D43TW000636-08
Abstract: not available
US PI
David O. Carpenter, MD
Director, Institute for Health and the Environment
Department of Epidemiology
State University of New York (SUNY) at Albany
Tel: 518-525-2660
Fax: 518-525-2665
E-mail: carpent@albany.edu
(collaboration with Czech Republic, Poland, Hungary, Romania, Ukraine,
Uzbekistan)
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Training and Research in Environmental Health in the Balkans
2D43TW000641-06
Abstract: not available
US PI
Evangelos A. Petropoulos, MD, PhD
Director Emeritus, Institute in International Studies
Professor Emeritus, Physiology
Michigan State University
East Lansing, MI
Tel: 517-353-8992
Fax: 517-355-1894
E-mail: petropou@msu.edu
(collaboration with Bulgaria, Romania, Serbia and Montenegro)

International Training & Research in Environmental and Occupational
Health
5D43TW000653-08
Abstract: not available
US PI
Daniel O. Hryhorczuk, MD, MPH
ITREOH Program Director
The Great Lakes Centers for Occupational and Environmental Safety and
Health
University of Illinois at Chicago
East Lansing, MI
Tel: 312-996-6904
Fax: 312-413-7369
E-mail: dhryhorc@uic.edu
(collaboration with Ukraine, Belarus, Russia)
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Bridges in Life Sciences Roundtable #8: Behavioral Health Care Research
(BEH)
Roundtable Summary
Roundtable participants with expertise and interest in health care research
focusing on mental health, tobacco, alcohol and drug abuse will share their
vision and experience in how to build an interdisciplinary international research
network, to include pre-clinical and clinical researchers, behavioral and social
scientists, epidemiologists, and health economists. Collaboration in cuttingedge research, training, and practice in behavioral health has high public health
relevance in the region and in the US to reduce the enormous economic burden
imposed by mental and addictive disorders and their medical co-morbidities on
individuals, communities and societies, as measured by the Disability Adjusted
Life Years (DALYs) index. Future research and research training partnerships
related to behavior, lifestyle and social determinants of health will also be
explored.

Chairpersons:
Agnes Rupp, Ph.D., National Institute of Mental Health/NIH, Bethesda, USA
Nikolay Tomov, MD, National Centre for Addictions, Sofia, Bulgaria

Participants:
Jacek Moskalewitz, M.D., Institute of Psychiatry and Neurology, Warsaw,
Poland
Marika Kovacs, Ph.D., Children’s Hospital, University of Pittsburgh, USA
Agnes Vetro, M.D., University of Szeged, Albert Szent-Gyorgyi Faculty of
Medicine, Department of Pediatrics
Julia Gadoros, M.D., Ph.D., Director of Child Psychiatry, Vadaskert Clinic,
Szeged, Hungary
Holly Hagan, Ph.D., National Development and Research Institute, Inc.
(NDRI), New York, USA
Eva Keller, M.D., Semmelweis University, Budapest, Hungary
Jacek Kuznicki, M.D., International Institute of Molecular and Cell Biology,
Warsaw, Poland

Invited Participants:
Judit Harangozo, M.D., Department of Psychiatry, Semmelweis University of
Medicine, Budapest, Hungary
Maria Kopp, M.D. Semmelweis University of Medicine, Institute of
Behavioral
Sciences, Budapest, Hungary
Mónika Kovács, M.D., Ph.D., Semmelweis University of Medicine, Institute of
Behavioral Sciences, Budapest, Hungary
Adrienne Stauder, M.D., Semmelweis University of Medicine, Institute of
Behavioral Sciences, Budapest, Hungary
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Judit Mosoni-Fried, Ph.D., Institute for Research Organization, Hungarian
Academy of Sciences, Budapest, Hungary
Agnes Haraszti, Ph.D., Szechenyi Foundation, Budapest, Hungary
Tamas David, Budapest University of Economic Sciences, Hungary
Laszlo Gulacsi, Ph.D., Budapest University of Economic Sciences, Hungary
Zita Murai, MD, Assistant Professor, Department of Psychiatry and
Psychotherapy, Faculty of Medicine, Semmelweis University Budapest

NIH GRANTS IN CENTRAL AND EASTERN EUROPE

Alcohol and Injury in Emergency Rooms in Poland
R21AA12889-02
NIAAA
Abstract: The aims of this Developmental Grant Proposal for Collaborative
International Projects are to: 1) analyze the prevalence of alcohol-related emergency
room (ER) visits in Poland; 2) examine the association of drinking patterns and alcoholrelated problems with ER admission for an injury, including the role of alcohol in the
injury event; 3) examine the association of demographic and drinking characteristics
with ER services utilization among both injured and non-injured patients; 4) test the
performance of short screening instruments (CAGE, RAPS and AUDIT) for identifying
harmful drinking/abuse and alcohol dependence; 5) compare ER findings from Poland
with similar ER data collected in the U.S. The proposed project will be the first to obtain
data on alcohol and injury in probability samples of emergency room patients in an
Eastern European country, where both alcohol consumption and the health care system
have been undergoing enormous change. While the prevalence of heavy and problem
drinking and rates of alcohol dependence are thought to be high in Poland, along with
other Eastern European countries, the data are limited and the prevalence of heavy and
problem drinking in ER caseloads, or among injuries, is relatively unknown. Data will
be collected in two large public hospital ERs in Warsaw and Sosnowiec, which represent
two diverse regions of the country. A probability sample of 1,722 patients will be
breathalysed and interviewed at the time of the ER visit regarding drinking prior to the
event and related variables, usual drinking patterns and alcohol-related problems
including alcohol use disorders, and ER services utilization. A similar questionnaire will
be used to that previously used in a number of studies in the U.S. and other countries for
cross-national comparisons. The proposed project is important in determining the extent
and nature of problem drinking in ER populations in a country which has undergone
radical changes in both health services delivery and alcohol consumption, the burden of
alcohol in ER caseload, and the potential of the ER as an important site for identifying
those who could benefit from a brief intervention. Additionally, data from this project
will also become an integral part of a comparative cross-national ER analysis of alcohol
and casualty, under separate funding, and will be the only Eastern European contribution
to this project in which similar methodology and scientific rigor was used, in 30 ERs
across six countries (U.S., Canada, Mexico, Australia, Italy, Spain), and which will be
the first such analytic under taking to examine the effect of organizational and
sociocultural variables which influence the alcohol-injury nexus, and the interaction of
these contextual variables with individual and event level variables.
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Thesaurus Terms:
Poland, alcoholism /alcohol abuse, emergency service, health care service utilization
injury
clinical research, human subject
US PI
Cheryl J. Cherpitel, Ph.D.
Public Health Institute
Alcohol Research Group
Tel: 510-642-5208
Fax: 510-642-7175
E-mail: ccherpitel@arg.org
Poland
Jacek Moskalewitz, M.D.
Institute of Psychiatry and Neurology
E-mail: moskalew@ipin.edu.pl

Risk Factors in Childhood-Onset Depression
P0 MH056193-06
NIMH
Abstract: This is a competing continuation application for our
multidisciplinary, multigenerational Program Project (PP) on risk for
childhood-onset depression (COD). COD is a recurrent and familial affective
illness with serious developmental and functional consequences. The PP?s
guiding hypothesis is that COD occurs in the context of a genetic predisposition
and that disrupted early development of emotion regulation in multiple
(biological, social, cognitive, behavioral) regulatory domains is necessary for
the expression of the disorder. Studies 1, 2, and 3 (conducted in the USA) and
Study 4 (conducted in Hungary) use converging multidisciplinary approaches to
examine molecular genetic, psychophysiologic, psychosocial, and behavioral
indices of risk associated with COD. We target two types of families: those
containing a grown young adult with a documented history of COD (Studies 1,
2, 3), and those containing a depressed child and his/her affected or unaffected
sibling (Study 4). As relevant, COD subjects are compared to young adults who
had childhood-onset bipolar disorder, or to normal controls. Study I uses
molecular genetic technology to examine genes that may be implicated in COD
and related psychophysiologic phenotypes (defined by Study 2). Study 2 uses
electroencephalographic, electrocardiographic, and electromyographic
techniques to examine domains of emotion regulation in adult probands,
juvenile offspring, and adult siblings of probands. Study 3 uses behavioral
observations of parent-child interactions to explore the developmental
unfolding of emotion regulation in the child and the proband parent. Study 4
uses a high-risk paradigm in a Hungarian national sample to investigate genetic
liability and selected indexes of emotion regulation among juvenile depressed
probands, their affected and unaffected juvenile siblings, and parents. The
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Administrative, Scheduling and Psychiatric Evaluation, Information
Technology, and Statistics Cores support the studies. Testing specific
hypotheses and integrating results across studies will provide a multifaceted
characterization of risk for COD and related juvenile onset mood disorder. The
results will contribute to our understanding of how depression develops and
how it may be prevented.
Thesaurus Terms:
behavioral genetics, child mental disorder, clinical depression, disease
/disorder onset, genetic susceptibility
behavioral /social science research tag, clinical research, human
subject
US PI
Marika Kovacs, Ph.D.
Western Psychiatric Institute and Clinic
Children’s Hospital
University of Pittsburgh
Tel: 412-624-2043
Fax: 412-383-1127
E-mail: kovacs+@pitt.edu
Hungary
Agnes Vetro, M.D.
University of Szeged
Albert Szent-Gyorgyi Faculty of Medicine
Department of Pediatrics
Semmelweis u.6, H-6725, Hungary
Tel: 36-62 545-052
Fax:36 -62 545-052
E-mail: gypszich@freemail.hu
Hungary
Julia Gadoros, M.D., Ph.D.
Director of Child Psychiatry
Vadaskert Clinic
6725 Szeged, Hungary
Tisza Lajos krt. 107
Tel: 36 -62-426-529

Etiology and Prevention of Blood Borne Viruses in IDUs
R01 DA15026-02
NIDA
Abstract: The etiology and prevention of blood-borne viral infections in injection drug
users (IDUs) have not been fully characterized, and many questions remain regarding
which injection practices may result in I infection. Viral hepatitis infections in IDUs are
among the most frequently occurring 81ood-bornel l infections in humans; in low HIVprevalence settings, morbidity and mortality in IDUs attributable to l hepatitis virus
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infections may exceed that for HIV. Hepatitis C virus (HCV) is highly prevalent in IDUpopulations, and is more efficiently transmitted l abouty injection than HIV. Because
sexual HCV transmission is relatively rare, it may serve as a highly sensitive biologic
marker of direct percutaneous exposure to these infections in drug injectors, and may
contribute to understanding the mechanism of transmission of other infections via
injection practices. The long-term goal of our research is to advance knowledge of the
epidemiology, etiology and-prevention of HIV and hepatitis infections in IDUs. We
propose studies that will make new contributions toward our long-term goal: Aim 1.
Examine the extent to which HCV prevention education at the Seattle needle exchange
program has reduced the risk of HCV infection. Aim 2. Measure the risk of HCV
seroconversion associated with specific injection risk behaviors, and calculate the risk of
HCV attributable to these practices in the IDU-population. Aim 3. Compare reporting of
socially-undesirable or stigmatized injection and sexual risk behavior collected by ACASI to interviewer-administered data collection methods. Aim 4. Assess the feasibility
and disease control benefits of HBV and HCV partner notification for IDUs. Aim 5.
Study whether changes in hepatitis C reporting laws are associated with increased
reporting in IDUs. The significance of this research is its potential contribution to our
understanding of the etiology of these l infections, and examines many practical
questions related to the effectiveness of public health surveillance and prevention
programs.
Thesaurus Terms:
HIV infection, communicable disease control, epidemiology, hepatitis B, hepatitis C,
intravenous drug abuse
AIDS education /prevention, disease /disorder etiology, education evaluation /planning,
health education, health related legal, hepatitis B virus group, hepatitis C virus,
hypodermic needle, sex behavior
clinical research, human subject
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The Dynorphin/Kapp Mesolimbic System in Heroin Abuse
R01 DA15446-01
NIDA
Abstract: Heroin use and the high fatality associated with heroin intoxication is once
again on the rise in many societies. Treatment strategies for heroin abuse have
traditionally targeted mu-opioid receptors (muORs) since heroin metabolites, e.g.,
morphine, selectively bind to this receptor subtype. In recent years evidence has
accumulated to suggest that heroin abuse might also impair kappa-opioid receptor
(kappaOR) function as a consequence of the disturbance to the normal homeostatic
balance existing between the kappaOR and muOR opiate systems. kappaORs are the
primary pharmacological target of dynorphyn (DYN) peptides and produce a number of
behavioral and neurochemical effects that oppose those of muORs. The
psychopathological disturbances including dysphoria evident in heroin abusers might
result from an increase in activity of the DYN/kappaOR system known to regulate
negative mood states. Very limited information currently exists as to what extent and
where alterations to the DYN/kappaOR are manifested in the brains of heroin abusers. A
likely site for DYN/kappa dysfunction related to heroin abuse is in the mesolimbic
system, the proposed neuroanatomical substrate for reward and emotional regulation. It
is the goal of this project to determine the neural actions of heroin on the DYN/kappa
system, at the level of gene expression, peptide production, and receptor function by (1)
postmortem analyses of discrete mesolimbic neuronal populations in human heroin
addicts and (2) utilization of an experimental rat addiction model to characterize the
time course of these changes. In situ hybridization histochemistry will be used to
measure mRNA expression levels, western blot analyses to detect the translated
proDYN peptide, radioimmunoassay to measure post-translational DYN A and B
peptides, ligand binding autoradiography to assess opioid receptor binding sites, and
guanosine triphosphate (GTP)-gammaS-stimulated binding to determine the efficacy of
kappaOR stimulation as a consequence of the repeated use of heroin. The multilevel
approach to the study will ensure a greater understanding of the DYN/kappaOR
organization and regulation. By characterizing the DYN/kappa-related mesolimbic
circuits in human heroin users, it might also be possible to develop even more effective
therapeutic interventions for opiate abuse.
Thesaurus Terms:
drug abuse, dynorphin, heroin, limbic system, neuropharmacology, opioid, opioid
receptor
binding site, cell population study, gene expression, neurochemistry, neuron, pathologic
process, peptide, protein structure function, receptor binding, self medication
Europe, autoradiography, histochemistry /cytochemistry, human tissue, in situ
hybridization, laboratory rat, postmortem, radioimmunoassay, western blotting
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Structure of Calcyclin Binding Protein S100A6 Complex
RO3 TW006005-01
FIC
Abstract: S100 proteins constitute a major subfamily of EF-hand Ca2+-binding
proteins that are characterized by cell type-specific expression and unusually high
abundance in a variety of disease states, including arthritis, cancer, cystic fibrosis and
AIDS. These proteins are distinguished from other EF-hand proteins by their unique Nterminal Ca2+ binding sites and high affinity for Zn2+. The S100s appear to take part in
Ca2+ signalling pathways that are distinct from those controlled by the prototypical EFhand Ca2+ sensors (eg. calmodulin and troponin C), but also have proposed functions
other than in Ca2+ signalling. A considerable amount of data has been accumulated on
the structure and other biophysical properties of S100 proteins. However, there is a
critical gap in knowledge because nearly all of these studies have been carried out on
either apo and/or Ca2+-loaded states in the absence of cellular targets. The research
proposed in this application is focused on the most important outstanding question
regarding S100 protein structural biology: What are the effects of binding to cellular
targets on S100 protein structure, dynamics and ion affinity? A multi-disciplinary
strategy that incorporates biochemical and structural approaches will be utilized to
address these critical questions. The collaboration between the Chazin and Kuznicki
groups couples biophysical and structural research to those of biologists in Poland who
are also working to elucidate S100 protein function, to help ensure the biological
significance of the structural results. The broad, long-term objectives of this research
program are to understand the structural basis for the distinct cellular activities of S100
proteins, so that we may address their roles in health and disease. In this proposal, we
will determine the structure of the complex of S100A6 with its target calcyclin binding
protein. The Polish team will clone, produce and characterize the protein. The US team
will carry out solution NMR experiments and structure calculations and analysis. This
research will be done primarily in Poland as an extension of NIH grant # R01 GM62112.
Thesaurus Terms:
calcium binding protein, cell cycle, protein structure function, structural biology
Poland, annexin, arachidonate, binding site, biological signal transduction, biophysics,
calmodulin, cell growth regulation, cooperative study, enzyme structure, intermolecular
interaction, molecular dynamics, protein isoform, protein kinase, proteolysis,
tropomyosin, troponin, zinc
affinity chromatography, mass spectrometry, nuclear magnetic resonance spectroscopy,
tissue /cell culture
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Young Drug Users and HIV Risk in Budapest, Hungary
R03 DA015313-01
NIDA
Abstract: Physicians and parents were surveyed and their encounters were videotaped.
The analyses of these data will involve an in-depth assessment of the patterns of
communication between the physicians and parents observed in the 570 pediatric acute
care encounters. During the course of the Independent Scientist Award, the findings
from this work will be used to develop a communication-based intervention to decrease
antibiotic over-prescribing in the pediatric outpatient setting. The candidate will apply
for additional funding to support the testing of the intervention that she develops in a
randomized controlled trial. Understanding how doctor-parent communication affects
clinical decision-making is critical to designing quality improvement interventions that
are feasible, effective, and have long-term effects. The knowledge gained from this line
of work should result in a valuable new mechanism for improving the quality of
pediatric care. other sexually transmitted infections. Research is needed into the factors
that increase the risk of HIV transmission among young drug users in this region. Such
research is needed not only in countries where there is considerable HIV infection
among IDUs, but also in countries, such as Hungary, which may be in a pre-epidemic
phase, i.e. where HIV prevalence is currently low, but where behavioral and network
risk is common among young drug users. In the proposed research, we plan to conduct a
pilot study of HIV risk among young drug users between the ages of 16 and 30 in
Budapest, the largest city in and the capital of Hungary. The specific aims of the study
are to: (1) use ethnographic methods to explore (i) the drug use and sexual risk
behaviors and practices of young drug users, (ii) their risk and social networks,
especially injecting and sexual mixing patterns with people from high HIV prevalence
groups or countries; (iii) the knowledge, attitudes, beliefs and peer norms of young drug
users about HIV risk and prevention and, (iv) among young drug injectors, the
behaviors, network characteristics, personal biographies and circumstances that may be
linked to their initiation of injecting drug use; (2) develop and administer a structured
questionnaire to a small sample of young drug users that will utilize questions that are
based on the findings from the ethnographic study and questionnaires used in our
previous studies; (3) develop and test methods for sampling and recruiting "hidden
populations" of young drug users. The ethnographic part of the study will utilize focus
groups, in-depth ethnographic interviews, and observational techniques. In addition,
existing secondary data will be collected and synthesized. A structured pilot
questionnaire and methodology for the sampling and recruiting of study participants will
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be developed. Procedures for HIV, HBV, and HCV testing and counseling will also be
developed and assessed. All data collection instruments, protocols, reports, presentations
and papers will be both in Hungarian and English. HIV prevention in Eastern Europe
needs to target populations that are the most vulnerable for becoming infected,
particularly young injecting and non-injecting drug users. This study will provide new
knowledge on young drug users in Hungary and will contribute to advancing research
methods and capability in other Eastern European countries.
Thesaurus Terms:
HIV infection, disease /disorder proneness /risk, intravenous drug abuse, substance
abuse epidemiology
European, adolescence (12-20), high risk life style, peer group, racial /ethnic difference,
sexually transmitted disease, young adult human (21-34)
Europe, behavioral /social science research tag, clinical research, enzyme linked
immunosorbent assay, human subject, immunologic assay /test, interview, questionnaire
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HIV Prevention within High-Risk Social Networks in Eastern Europe
R01 MH64410-01
NIMH
[Also: HIV Prevention in High-Risk Community Populations in Bulgaria and Hungary
(R01 MH62982-02)]
Abstract: The most rapidly rising HIV infection rates in the world are in Eastern
Europe. Bulgaria and Hungary are countries at still-early points in which are likely to
become sharp HIV growth curves. Prevention efforts undertaken now can avert
explosive HIV/AIDS epidemics throughout Eastern Europe being driven by social,
behavioral, cultural, and economic changes since the collapse of the Soviet bloc. In both
Bulgaria and Hungary, HIV epidemiology involves primarily sexual transmission. Two
populations at especially high risk are young men who have sex with men (YMSM) and
Roma (Gypsy) men and women, the largest, most marginalized and most vulnerable
ethnic minority group in Eastern Europe. Both YMSM and Roma in Eastern Europe are
likely to be distrustful of official pronouncements about AIDS but more trusting of
personally known sources. A potentially powerful level of HIV prevention is intervening
"inside" of intact high-risk social networks by training network leaders to function as
behavior change agents to their own network members. This study will begin with a
period of in-depth ethnographic formative research in Roma and YMSM communities in
Budapest and Sofia to examine characteristics of high-risk social networks and to pilot
test network recruitment, assessment, venue identification, and intervention methods. A
main intervention trial will then be undertaken which recruits and enrolls 40 YMSM and
40 Roma high-risk social networks (20 networks per subgroup per country, total n=640),
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randomized in equal numbers to a control condition (risk reduction counseling for all
members) or an intervention condition. Sociometric measures will identify the social
influence leaders of each intervention network, and leaders will attend a 9 session
program that trains and guides them in delivering theory-based risk reduction messages
and peer counseling to personal network members. Their messages will target network
members? safer sex knowledge, attitudes, intentions, perceived norms, and self-efficacy,
all factors found in our pilot work to predict risk in the same populations. At baseline
and at 3-and 12-month follow-up, participants will be assessed to determine their HIV
risk and offered STD testing. We hypothesize reductions in sexual risk behavior, higher
condom use, and lower STD incidence among members of intervention condition social
networks. The trial will then replicate the intervention with former control networks and
follow the intervention condition networks for an additional 12 months. This study will
evaluate a model for undertaking HIV prevention within high-risk social networks, a
promising approach understudied in the field.
Thesaurus Terms:
AIDS education /prevention, European, HIV infection, health behavior, high risk
behavior /lifestyle, outcomes research, sex behavior, social group
behavior modification, condom, homosexual, longitudinal human study, safe sex /sex
abstinence, sociometry
AIDS /HIV test, behavioral /social science research tag, blood test, clinical research,
human subject, interview, urinalysis
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Antecedents to HIV Risk Behaviors Among Drug Users
R01 DA12813-03
NIDA
[Also: Drug related CNS damage: Synergy with effects of HIV (R01 DA09832-07S1)]
Abstract: Research into the determinants of HIV risk behaviors among injection drug
users, including individual, social, environmental and pharmacological factors, has
taught us much in the past decade. Few investigations, however, have addressed all of
these factors and their inter-relationships. Questions remain about the complex nature of
antecedents to risky behavior, such as needle sharing and unprotected sex, in this
population. Why are some individuals more likely to engage in risk behaviors than
others? Are individual behaviors, such as self efficacy and negotiation skills, more
important than social roles and relationships? Do pharmacological factors, such as the
physically debilitating nature of heroin addiction have more influence on risk than
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environmental factors, such as paraphernalia laws? Do drug users differ in their general
'riskiness' compared to non-drug users? We are proposing to conduct a two-phase
approach to understanding these issues. The first is a semi-structured qualitative
assessment of current IDUs, crack smokers, and individuals who have never used drugs,
focusing on antecedents to risk and the context and the circumstances in which risk
taking occurs. The second, building on observations from the qualitative study, is a
quantitative evaluation of predictors of risk taking, including individual, social,
environmental and pharmacological factors. Particular emphasis will be placed on the
role that gender plays in accounting for differences in risk. A comparison between
current drug users and controls who have never used drugs, looking at differences in
personality and psychological and social functioning will also be conducted. Findings
from this investigation are intended to lead to the development of interventions that can
reduce the occurrence of HIV risk behaviors among injection drug users.
Thesaurus Terms:
HIV infection, disease /disorder proneness /risk, drug abuse, motivation, substance
abuse related behavior
AIDS education /prevention, alcoholic beverage consumption, behavior prediction,
crack cocaine, gender difference, interpersonal relations, intravenous drug abuse, needle
sharing, personality, psychopharmacology, self concept, sex behavior, social
psychology, socioenvironment, substance abuse epidemiology
behavioral /social science research tag, clinical research, human subject
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Stigma and Mental Illness in Cross-National Perspective
R01 TW06374 –01
FIC
Abstract: Mental illness (MI) ranks among the most critical health problems in the
global burden of disease, and the stigma associated with it is reported to be at the center
of both individual (e.g., low service use, hindered progress toward recovery) and system
problems (e.g., inadequate funding of research and treatment infrastructures). In fact,
studies such as the World Health Organization's International Study of Schizophrenia
(ISoS) have suggested that documented differential outcomes for persons with one of the
most serious forms of MI is due, in part, to the differing cultural norms, attitudes and
behaviors toward persons with MI across societies. Yet, we know relatively little about
whether and how the public's reaction to MI varies across countries. This application
proposes the first theoretically based and methodologically coordinated attempt to
understand the extent to which MI is understood and stigmatized across countries. Using
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a multidisciplinary and multi-level theoretical framework and a subset of International
Social Survey Program (ISSP) member countries, this application proposes a 15country, comparative study of the levels and correlates of the stigma of major
depression, schizophrenia and bi-polar disorder. We propose three specific aims. First,
we derive a comprehensive theoretical model of the etiology of the stigma of MI that is
informed by an interdisciplinary synthesis of existing research on the causes and
correlates of stigmatizing responses to persons with MI. Second, we develop and pre-test
an instrument based on this framework in collaboration with an international set of
mental health and survey research experts. Collected data will be from face-to-face
interviews with a nationally representative sample (N=1,000-1,500) of adults in each
country. This will provide national and international descriptive profiles of the public's
knowledge of, familiarity with, beliefs about, and stigmatizing responses toward MI and
persons with MI. Third, we empirically examine hypotheses proposed under the
theoretical model, both nationally and cross-nationally. By understanding the public's
reaction to different types of serious mental illness (SMI), both clinicians and
researchers will be in a better position to account for the observed heterogeneity in
outcomes of persons with SMI within and across countries. This knowledge can provide
the scientific base for public health and treatment system interventions to mitigate the
devastating negative effects of stigma on the lives of persons with SMI.
Thesaurus Terms:
epidemiology, geographic difference, major depression, mental disorder, psychosocial
separation, schizophrenia
Africa, Bangladesh, Brazil, Europe, Germany, Japan, New Zealand, Philippines,
Scandinavian country, South America, United States, attitude, belief, bipolar depression,
culture, data collection methodology /evaluation, prejudice
adult human (21+), behavioral /social science research tag, clinical research, human
subject
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Comorbid Mental Disorders in Periods of Social Disruption
R01 MH61950-01
NIMH
Abstract: This proposal seeks support to obtain nationally representative data for
Ukraine in the years 2000-2001 in conjunction with the World Health Organization's
(WHO) World Mental Health (WMH2000) Initiative in order to study the lifetime and
12-month prevalence of alcoholism, substance abuse and mental illness, concomitant
role impairments and disability, the availability of adequacy of treatment, and the socio179

demographic correlates of alcohol and mental disorder, impairment, treatment, and
treatment adequacy. The Ukraine study will also generate data on the prevalence and
correlates of extreme stress in the general population. The international portrait will be
used by the WHO to increase recognition among health policy makers of mental
disorders and alcoholism as a priority area in public health prevention and intervention
efforts throughout the world. A representative sample of 5,000 people 18 years and older
will be interviewed with the CIDI, supplemented by other measures of stress (including
material deprivation), drinking behavior, social desirability, social support, mastery,
family history of alcohol problems, and self-report symptomatology. Five hundred
individuals will be re-interviewed by psychiatrists with the SCAN in order to examine
the reliability of the CIDI diagnoses. Ukraine provides a unique epidemiologic
laboratory for studying alcoholism and mental illness, and both the process and fruits of
this study will be of great benefit there. While the cross-national measurement issues are
challenging and will not be perfectly resolved in the near future, the data generated from
the proposed study will nevertheless deepen our understanding of the rates and risk
factors of alcoholism and mental illness in Ukraine.
Thesaurus Terms:
alcoholism /alcohol abuse, drug abuse, mental disorder, mental health epidemiology,
stress
alcoholism /alcohol abuse therapy, drug abuse therapy, family structure /dynamics,
health care service availability, human therapy evaluation, social desirability, social
support network, socioeconomics
Commonwealth of Independent States, adult human (21+), behavioral /social science
research tag, clinical research, human subject
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The Psychosocial Impact of Trauma on Bosnian Refugees
R01 MH57806-01
NIMH
Abstract: The proposed research entails the first large scale, general population study of
the role of personal, environmental, and other risk factors in modifying the relationship
between trauma, psychiatric symptoms, and functional status. The study will produce the
first follow-up psychiatric data on a refugee population allowing examination of dose-180

effect relationships between trauma, psychiatric symptoms, and functional status, and
the ability to engage in economic activity before and after repatriation. A model of the
impact of trauma on populations over time will also be developed. The proposed
research fills a major gap in understanding the impact of trauma on a person s ability to
function and to participate in economic activity, by analyzing the duration and character
of the dose-effect relationship. The design is a prospective cohort study in two time
periods. Data on a Bosnian refugee cohort (n=536), collected in 1996, will be analyzed
to establish baseline estimates of trauma, symptoms, functional status, and ability to
participate in income-generating activities. Cohort members will be re-interviewed post
repatriation, allowing prospective assessment of the psychiatric and functional outcomes
of trauma. A standardized personal interview will be administered using the previously
validated Harvard Trauma Questionnaire and the Hopkins Symptom Checklist-25 to
obtain retrospective reports of trauma, contemporaneous reports of trauma experienced
during repatriation, and replicate measures of depression, PTSD, and functional
outcomes. Concurrent measures of personal and environmental characteristics will also
be obtained, along with measures of income-generating activity. These measurements
will be used to assess change in the dose-effect relationship of trauma to mental and
physical health outcomes, and to test hypotheses deriving from a conceptual model of
the interaction between trauma and its psychiatric and functional outcomes over time.
Quantitative analyses will employ graphical methods, descriptive statistics, and
structural equation models.
Thesaurus Terms:
Bosnia-Hercegovina, functional ability, human migration, psychosocial rehabilitation,
socioeconomics, trauma, war /peace
disease /disorder proneness /risk, immigrant, longitudinal human study, major
depression, posttraumatic stress disorder
behavioral /social science research tag, clinical research, human subject, questionnaire
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Religious Healing in a Turkish Squatter Settlement
R03 MH59993-01
NIMH
Abstract: The proposed anthropological dissertation research is an ethnographic study
of religious healing among labor migrants in the Altinagac squatter settlement of
Ankara, Turkey. As elsewhere in the world, millions of Turkey's rural inhabitants have
abandoned the familiarity of the rural homelands and illegally resettled in marginalized
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urban environments, otherwise known as squatter settlements, where they not only
experience a wide range of health problems, but must also forge out alternative identities
within unfamiliar social environments. Although past anthropological research has
suggested that religious healing plays an important role both as a heath care resource and
in the process of negotiating new identities, there have been no in-depth studies to
support, contradict, or modify this hypothesis within the context of labor migration and
resettlement. The overall objective of the study is therefore to understand the complex
relationships among migration, identity, and religious healing within the community
under investigation. More specifically, the study will examine how migrants' identity
shapes their utilization of religious healing and if religious healing addresses their
struggle for health and personal identity within unfamiliar physical, social, and
behavioral environments. This will be accomplished through structured, semi-structured,
and in depth interviews with the total population of religious healers in the community
(15) and 60 religious healing participants, as well as participant observation in a variety
of settings. The groundwork for the proposed study has already been lain through four
months of preliminary fieldwork. The study will not only contribute to broader medical,
psychological, and urban anthropological theory, but will also further strengthen the
collaboration between anthropologists and mental health practitioners in Turkey and the
United States by specifying why people choose to participate in religious healing and
assisting in the deployment of culturally informed mental health care interventions in
treating migrant and immigrant populations.
Thesaurus Terms:
Middle East, alternative medicine, community health service, ethnic group, health
behavior, identity, migrant, religion, socioenvironment
behavior modification, culture, health care service utilization, mental health, mental
health service, psychological identification, social adjustment, social support network,
sociology /anthropology
behavioral /social science research tag, clinical research, data collection methodology
/evaluation, field study, health services research tag, human subject, interview, statistics
/biometry
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