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The Isil Barlan Symposium on Primary Immunodeficiency in Turkey

The scope of the symposium is to create an international platform to gather people from 
various disciplines in order to open new avenues in the Turkish genomics research with the 
partnership of national and international actors. The objectives of the meeting include:
-To create an environment that serves for building an indigenous research and clinical operation 
that conducts top quality, cutting edge investigations and scholarship in collaboration with 
national and international partners,
- Produce a network between institutions to train future scientists in the field.

Chairs: Michael Lenardo, Helen Su, Deniz Çağdaş Ayvaz, Ahmet Özen
Organizing Committee: Michael Lenardo, Ahmet Özen, Elif Karakoç-Aydıner, Safa Barış, Helen 
Matthews, İsmail Öğülür
Place: Marmara University Pendik Training and Research Hospital, Kaynarca/ Pendik / Istanbul, 
Turkey
Dates: April 19-20, 2018.
Hosting Institution: Marmara University Medical Faculty and Marmara University Pendik 
Training and Research Hospital.

Topics: 
Basics of Genomics Research and its applications to immune disorders.
Solving any disorders: Phases in discovery of novel diseases.
Bench to bedside: Translation of basic-research-driven data into improving health
Basic and Clinical Immunological Research in Turkey



The Isil Barlan Symposium on
Primary Immunodeficiency in Turkey

Conference Agenda
Marmara University Medical Faculty and

Marmara University Research and Training Hospital
Istanbul, Turkey

WHO IS PROF. DR. IŞIL BARLAN?

Professor Dr. Işıl Berat Barlan (1958-2015) was     born in Trabzon. 
She attended Robert College in Istanbul and received her medical 
degree from Istanbul University Cerrahpaşa Faculty of Medicine. She 
completed her residency in Pediatrics at Marmara University Faculty 
of Medicine, Istanbul.

She trained in Allergy and Immunology first with Dr. Müjdat Başaran 
at Marmara University and later with Dr. Raif Geha at the Boston 
Children’s Hospital. She went on to become the Chair of Pediatrics 
and the Chief of the Division of Pediatric Allergy and Immunology 
at Marmara University. Professor Barlan was a visionary physician-scientist who made a 
profound impact on the science and health care delivery in Allergy and Immunology in Turkey 
and beyond. She was a highly productive investigator, with more than 120 peer-reviewed 
papers in international and national Journals. Critically, she engaged in building a research 
and academic infrastructure in Allergy and Immunology in Turkey, established enduring 
international collaborations and mentored a large number of investigators and practitioners 
in the field.

Professor Barlan has made numerous key contributions to the field of Allergy and Immunology 
at large. In a series of highly cited papers, she established the efficacy of pharmacotherapy with 
intranasal steroids in allergic rhinitis and rhinosinusitis, and that of sublingual immunotherapy 
for allergic upper airway disease and asthma. She also pioneered combination subcutaneous 
and sublingual immunotherapy for allergic asthma. Professor Barlan made critical contributions 
in the field of primary immunodeficiencies (PID). Professor Barlan actively engaged in national 
and international collaborations on the investigation, diagnosis and management of primary 
immunodeficiency diseases. She played a critical role in studies that led to the identification 
of DOCK8 deficiency as the underlying cause of the autosomal recessive form of the hyper IgE 
syndrome as well as other novel immunodeficiencies.

The ambitious scope of Professor Barlan’s studies was enabled by her creation of productive 
research and training programs and community outreach efforts. She established the first Jeffrey 
Modell Center for Primary Immunodeficiency and the first International Patient Organization 
for Primary Immunodeficiencies chapter in Turkey, both placed at Marmara University. A 
critical achievement of Dr. Barlan was her training of a large number of academic physician-
scientists in Allergy/Immunology, with many of her trainees assuming leadership positions 
in Turkey and abroad. Professor Barlan had a particular interest in women advancement in 
science, an issue that she strongly advocated for in both national and international forums. 
She trained several women physician-scientists, who went on to lead their own programs in 
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Allergy and Immunology.
Professor Barlan was a member of the AAAAI, and an active participant and speaker at its 
annual meetings. She served on the executive committee of the European Academy of Allergy 
and Clinical Immunology (EAACI). She was the recipient of a number of awards, including 
the highly prestigious Sedat Simavi Prize in Turkey for her scientific contributions in the field 
of immunotherapy, as well as multiple prizes by the Turkish Society of Pediatrics, Marmara 
University Medical Faculty and Istanbul Provincial Directorate for her medical research and 
clinical excellence.

The American Academy of Allergy, Asthma & Immunology has honored outstanding 
individuals who have contributed to this field as leaders and teachers by the establishment of 
Annual Meeting lectureships. Professor Işıl Barlan is one of the 6 individuals, whom an annual 
lectureship is assigned, named as The Isil Berat Barlan Memorial Lectureship. We are honored 
to be commemorating our dearest mentor Prof. Barlan with the attendance of world- famous 
scientists and physicians who have dedicated their lives to improve care of children with PIDs.
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THE KEYNOTE SPEAKER: PROF. MICHAEL LENARDO, 
MD

We are thrilled to announce that  the keynote speech of the symposium 
will be given by  Prof. Michael Lenardo from National Institute of 
Allergy and Infectious Diseases, NIH, Bethesda, MD, USA. Dr Lenardo 
has discovered the molecular, cellular, and immunological basis 
of a variety of monogenic forms of infectious, auto-immune, and 
malignant diseases.  His research is focused on understanding the 
regulation of T lymphocytes in the healthy and diseased immune 
system especially using genomic approaches in individuals with 
congenital immune disorders.  A notable example is the analysis of 
individuals with mutations in the MagT1 magnesium transporter which 
led to a novel role for Mg2+ as a second messenger for TCR signals that is crucial for activation of 
phospholipase C and downstream pathways.  They showed that TCR mediated flux of Mg2+ as 
well as free basal Mg2+ are crucial for normal immune responses, especially anti-viral immunity.  
These studies have followed on earlier observations on how the TCR both promotes and inhibits T 
cell activation, showing that IL-2 could program T cells to undergo apoptosis in addition to its well 
known role in inducing proliferation. In studies of human genetic diseases, Dr. Lenardo defined 
the critical components of this pathway, including TNF receptor family molecules, providing the 
first demonstration that these immune regulatory receptors required a pre-association domain 
in order to bind ligand, and caspase-8. These studies shed light on basic aspects of cell fate 
control during immune responses.  Also, these observations are leading to novel diagnostic and 
therapeutic approaches for immune diseases and lymphoid malignancies. As a Section Chief in 
the NIAID intramural research program for over 28 years, he has been mentoring over 110 trainees, 
with the majority of trainees moving on to academic positions. 

Most significant contributions to science:
Discovery of antigen-induced T cell apoptosis (reference #1). This discovery revealed a new 
mechanism of peripheral tolerance that could also be used as a type of reverse vaccination to 
decrease pathogenic T cells and autoimmune disease (reference #2). 
Discovery of the Autoimmune Lymphoproliferative Syndrome (ALPS, reference #3). This was the 
first Mendelian genetic disorder of apoptosis and autoimmunity. Multiple genes were found to 
result in this syndrome and thousands of cases have been identified around the world.  As the 
product of an ongoing clinical protocol at the NIH clinical Center, we have just published the 20 
year follow-up in which improved diagnosis, treatment, and clinical management have been 
documented for ALPS patients.
Discovery of the pre-ligand assembly domain in the tumor necrosis factor receptor superfamily 
(reference #6). The researchers show that a critical structural feature of receptors such as Fas that are 
in the tumor necrosis factor receptor superfamily is the existence of a pre-ligand assembly domain 
which is important for the oligomerization of the receptor and the ability of like and to bind and 
signal. This domain is a potential target for therapeutics in this family of receptors (reference #9).
Discovery of magnesium as an immune signaling ion (reference #14). As described more 
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completely above, this investigation revealed the molecular basis of a primary immunodeficiency 
termed XMEN disease and described a new step in T cell receptor signaling. Furthermore, this has 
led to the use of magnesium as an oral therapy for this immunodeficiency (reference #16).

Selected Peer-reviewed Publications (Selected from 234 peer-reviewed publications)
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1991.
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April 19, 2018 
12:30 - 13:00 Opening Remarks and Welcome
  The Legacy of Dr. Isil Barlan
  Ahmet Ozen, Marmara University

13:00 - 13:45 Keynote Address
  Chairs: Yıldız Camcıoğlu, Feyzullah Çetinkaya 
  NIH/Turkish Clinical Genomics Program, Milestones and
  Future Discoveries
  Michael J. Lenardo, MD, NIH
13:45 - 14:15 
  TÜSEB: A New Funding Agency for Health Research & Technology in Turkey
  Fahrettin Keleştemur 

14:15 - 15:15 
  Chairs: Şebnem Kılıç, Günnur Deniz 
  Germline Genomics for Disorders of the Immune System
  Magdalena Walkiewicz, NIH
  Human Genomics in Primary Immunodeficiency Diseases  
  Yu Zhang, PhD, NIH
  Investigations into the genomes of patients with suspected monogenic IBD   
  or IBD-like disease.
  Bernice Lo, Sidra University

15:15 - 15:30 Coffee Break

15:30 - 15:50 
  International Cooperation Opportunities in Life Sciences
  Jale Şahin, PhD The Scientific and Technological Research Council of   
  Turkey, Directorate for International Cooperation, Bilateral and   
  Multilateral Relations  Department
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15:50 -16:50
  Chairs: Michael Lenardo, Reha Cengizlier
  CD55 deficiency, early-onset protein-losing enteropathy, and thrombosis
  Drew Comrie, NIH
  From bench to the bed side: Therapeutic modulation of
  complement in CHAPLE disease
  Ahmet Ozen, Marmara University
  Plasma extracellular vesicles along with TLR and inflammasome
  signaling impact severity of CHAPLE syndrome
  İhsan Gürsel, Bilkent University

16:50 - 17:00 Coffee Break

17:00 - 18:00  
  Chairs: İlhan Tezcan, Helen Su 
  Combined Immunodeficiency: The Middle East Experience
  Waleed Al-Herz, MD, Kuwait University
  Hematopoietic Stem Cell Transplantation in Combined Immune
  Deficiencies: Characteristics and Outcome
  Aydan İkincioğulları, MD, Ankara University
  Accurate molecular diagnosis translates into better treatment in PIDs,   
  Marmara experience
  Elif Karakoc Aydıner, MD, Marmara University
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April 20, 2018 
08:00 - 09:20 
  Chairs: Mehmet Kılıç, Michael Lenardo
  Bioinformatics Approach to Disorders of the Immune System
  Celine Hong, NIH
  Irhom2 Deficiency Associated With Hyper-Ige, Recurrent Infections,
  and Cavitary Lung Lesions  
  Hayley Raquer, BS, NIH, Jill Fritz, PhD, NIH  
  Structure and Function of Btb Domain Transcription Factors
  Batu Erman, PhD, Sabanci University
  Characterization of Genetic Defects in GHRHR-GH-GHR axis causing   
  Growth Hormone Deficiency  
  Ahmet Arman, PhD, Marmara University

09:20 - 10:20
  Chairs: Helen Su, Mehmet Kılıç
  Immunodeficiency and Immune Dysregulation in DOCK8 Deficiency:   
  Clinical and Mechanistic Studies in a defined Patient Cohort
  Sevgi Keleş, MD, Necmettin Erbakan University
  Group 3 Innate Lymphoid Cells in DOCK8 Deficiency:
  From Mice to Human  
  Ahmet Eken, PhD, Erciyes University
  Genetically Modified Antigen-specific Natural Killer Cells
  Tolga Sütlü, PhD

10:20 - 10:40 Coffee Break
10:40 - 11:40 
  Chairs: Figen Doğu, Güher Saruhan Direskeneli  
  Viral Susceptibility and Immune Deficiency
  Helen Su, MD, PhD, NIH
  Stat1 Gain of Function Mutations: Marmara University Experience
  Safa Barış, MD, Marmara University
  The Role Of Type I Interferons And Neutrophils In
  Primary Immune Deficiencies
  Mayda Gürsel, PhD, Middle East Technical University
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11:45 - 12:30 
  Research & Development Activities In Marmara Research Center (MRC)   
  Genetic Engineering & Biotechnology Institute
  Şaban Tekin, PhD, TUBITAK Marmara Research Center, GEBI
  Turkish Genome Project & Biotechnology Projects of TÜSEB
  Ali Osman Kılıç, MD, Health Institutes of Turkey (TÜSEB)
12:30 -12:40 
  Consenting Patients and Perfecting paperwork
  Helen Matthews, RN, BSN, NIH

12:40 - 14:00 Lunch

14:00 - 15:15 
  Chairs: Gülderen Yanıkkaya Demirel, Öner Özdemir
  Molecular diagnostics of PID in Istanbul; from NGS to KREC/TREC
  anaylsis
  Yuk Yin (Peter) Ng, PhD, Istanbul Bilgi University
  NIAID Genomic Research Integration System (GRIS)
  Andrew Oler, PhD, NIH
  Mapping Intracellular Immune Responses Against Lentiviral Vectors in   
  NK Cells Using Genome-Scale  CRISPR- Knockout Libraries
  Aydan Saraç, PhD, MAM GMBE
  Mesenchymal stem cells and cellular therapy
  Tunç Akkoç, PhD, Marmara University
15:15 - 16:15 
  Chairs: Uğur Muşabak, Figen Doğu
  Ege University experience in the diagnosis of PIDS: comparison of pre   
  and post- NGS era
  Güzide Aksu, MD, Ege University
  Investigation of Genetic Defects in Severe Combined Immunodeficiency   
  Patients from Turkey by Targeted Sequencing
  Baran Erman, PhD, Koç University
  Communicating Genomic Research Results To Patients And Families: Les  
  Sons From The Us Experience
  Leila Jamal, ScM, PhD, CGC

16:15 - 16:30 Coffee Break
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16:30 - 17:30 
  Chairs: Dilara Kocacık Uygun, Güzide Aksu
  DCLRE1C (ARTEMIS) mutations causing different phenotypes
  of immunodeficiency
  Şükrü Nail Güner, MD, Necmettin Erbakan University
  ADA deficiency: Management and outcome in Turkey
  Deniz Çağdaş Ayvaz, MD, Hacettepe University
  HSCT Experience in NIK Defect
  Sevgi Köstel-Bal, MD, Ankara University

17:30 - 18:00 Closing Remarks
  Deniz Çağdaş Ayvaz, MD, Hacettepe University
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