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Prof. Joseph Califano, MD

Professor and Vice Chief

Division of Otolaryngology-Head and Neck Surgery
Department of Surgery

Director Head and Neck Cancer Center

Moores Cancer Center. UC San Diego.

Prof. Brian O'Sullivan, MD, FRCPC

Department of Radiation Oncology

Chair, Department of Radiation Oncology,

Princess Margaret Hospital, University of Toronto, Canada
Chair, Multidisciplinary Head and Neck Oncology Site
Team, Princess Margaret Hospital.

Prof. Carl Snyderman, MD

A | Professor of Otolaryngology and neurological surgery

| University of Pittsburgh School of Medicine

L) 1" Co-director of the Center for Cranial Base Surgery at the
% University of Pittsburgh Medical Center (UPMC)
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The Northern Head and
Neck Forum Annual 9th 8 o 1 1 = 1 6
meeting 18:30

Crown Plaza, Haifa

Guest of Honor

Prof. Carl Snyderman

Professor of otolaryngology Agenda

and neurological surgery, at 18:30 - 19:00 Gathering

the University of Pittsburgh

School of Medicine

Co-director of the Center for

Cranial Base Surgery at the -
University of Pittsburgh 19.05-19.15  Concurrent immunotherapy in Dr Billan Salem
Medical Center (UPMC) head and neck cancer

19:00 - 19:05 Opening remarks Prof Gil Ziv

19.15-20.00 Keynote Lecture- Treatment of  Prof.
maxillofacial and skull Carl Snyderman
base Tumors

20.00-20.30 Case presentations

20:30 Dinner
RAMBAM
Health Care Campus

2% Bristol-Myers Squibb
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(g W The Northern Head and Neck Forum

Annual 8th meeting 28.9-‘6

Radiation Therapy of Head 18:00
and Neck Sarcomas pan carmel, Haifa

Guest of Honor
Prof. Brian OSullivan

Department of Radiation Agenda
Oncology and 18:00 - 18:30 Gathering
Otolaryngology,
University of Toronto 18:30 - 18:45 Opening remarks Dr Billan Salem
Prof Gil Ziv
Associate Director,

Radiation Medicine Program, 18:45 - 19:30 Radiation Therapy of Head  Prof Brian
Princess Margaret Hospital and Neck Sarcomas OSullivan

19:30 - 20:00 Discussion
20:00 Dinner
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» Comparison of the American Joint Committee
on Cancer N1 versus N2a nodal categories for
predicting survival and recurrence in patients with
oral cancer: Time to acknowledge an arbitrary
distinction and modify the system. Ebrahimi
A, Gil Z, Amit M, Yen TC, Liao CT, Chatturvedi
P, Agarwal J, Kowalski L, Kreppel M, Cernea
C, Brandao J, Bachar G, Villaret AB, Fliss D,
Fridman E, Robbins KT, Shah J, Patel S, Clark J;
International Consortium for Outcome Research
(ICOR) in Head and Neck Cancer. Head Neck.
2016 Jan;38(1):135-9.

» Trends in human papillomavirus-related
oropharyngeal cancer in Israel. Amit M, llana
K, Avraham SP, Binenbaum Y, Bachar G, Billan
S, Zaarura S, Czerninski R, Bar-Tov M, Maly A,
Akrish S, Gil Z. Head Neck. 2016 Apr;38 Suppl
1:E274-8.

» Improving the rate of negative margins after
surgery for oral cavity squamous cell carcinoma:
A prospective randomized controlled study. Amit
M, Na'ara S, Leider-Trejo L, Akrish S, Cohen JT,
Billan S, Gil Z. Head Neck. 2016 Apr;38 Suppl
1:E1803-9.

» Contemporary Management of Recurrent
Nodal Disease in Differentiated Thyroid
Carcinoma. Na'ara S, Amit M, Fridman E, Gil Z.
Rambam Maimonides Med J. 2016 Jan 28;7(1).

» What is the Minimal Surgery for Papillary
Thyroid Carcinoma? Fridman E, Gil Z. Rambam
Maimonides Med J. 2016 Jan 28;7(1).

» Plasmacytoma of the Skull Base: A Meta-
Analysis. Na'ara S, Amit M, Gil Z, Billan S. J
Neurol Surg B Skull Base. 2016 Feb;77(1):61-5.

» Perineural Spread in Noncutaneous Head and
Neck Cancer: New Insights into an Old Problem.
Amit M, Eran A, Billan S, Fridman E, Na'ara S,
Charas T, Gil Z. J Neurol Surg B Skull Base.
2016 Apr;77(2):86-95.

2016 791N2 DINIDIY

» Mechanisms of cancer dissemination along
nerves. Amit M, Na'ara S, Gil Z. Nat Rev Cancer.
2016 Jun;16(6):399-408.

» In Vitro Modeling of Cancerous Neural
Invasion: The Dorsal Root Ganglion Model.
Na'ara S, Gil Z, Amit M. J Vis Exp. 2016 Apr
12;(110):€52990.

» Hypothyroidism, autoimmunity and systemic
characteristics of salivary tumors. lIsrael Y,
Rachmiel A, Ziv G, Nagler R. Oral Oncol. 2016
Jul;58:e13-4.

» Cavernous Carotid Artery Pseudoaneurysm
Following a Radical Cavernous Sinus Resection.
Katzir M, Gil Z, Cohen JE, Sviri GE. J Neurol
Surg Rep. 2016 Jun;77(2):e102-5.

» Benign and Malignant Salivary Gland Tumors-
Clinical and Demographic Characteristics. Israel
Y, Rachmiel A, Ziv G, Nagler R. Anticancer Res.
2016 Aug;36(8):4151-4.

» Cold atmospheric plasma, created at the tipoff
an elongated flexible capillary using low electric
current, can slow the progression of melanoma.
Binenbaum Y, Ben-David G, Gil Z, Slutsker Ya Z
, Ryzhkov MA | Felsteiner Ya J, Krasik E, and
Cohen JT. PLoS One. In press.
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Cral Presentations:
» The combined endoscopic transcervical -

transoral Robotic approach for resection of
parapharyngeal space tumors, Duek I, Amit M,
Sviri GE, Gil Z. 26TH Annual Meeting, NASBS
(North American Skull Base Society). February
2016.

NORTH AMERICAN SKULL BASE SOCIETY

26" ANNUAL
MEETING

“Innovation & Creativity in Skull Base Surgery”

February 12-14, 2016, Fairmont Scottsdale Princess, Scottsdale, Arizona
Pre-Meeting Course: February 10-11, 2016, Mayo Clinic, Scottsdale, Arizona

Panel Discussion 1: Controversies in the Management of Sinonasal

Malignancy

MODERATOR: Eric Wang, MD

SPEAKERS: Roy Casiano, MD; Ziv Gil, MD, PhD; James Palmer, MD
» PIGU Modulate radioactive iodine uptake in
differentiated thyroid cancers. Na'ara S, Amit
M, Charas T, Gil Z. The Annual Meeting of the
Israeli Society of Otolaryngology, Head and Neck

Surgery. March 2016, Eilat Israel.

» Radiesse voice gel versus radiesse voice
injection  augmentation for  medialization
laryngoplasty. Benyamini L, Bishara T, Gil Z,
Cohen JT. The Annual Meeting of the Israeli
Society of Otolaryngology, Head and Neck
Surgery. March 2016, Eilat Israel.

» Postoperative nasal irrigation, a tri-armed
prospective randomized study comparing saline,
N-acetylcystein and mupirocin irrigation. Amit M
Na'ara S, Gil Z, Ostrovsky D. The Annual Meeting
of the lIsraeli Society of Otolaryngology, Head
and Neck Surgery. March 2016, Eilat Israel.

» Complex Facial Surgery. Gil Z. lll Annual
Russian-Israeli Plastic Surgery Conference,
North western State Medical University named
after I.1.Mechnikov. April 2016.

» Transmission of mMiRNA
in macrophages - derived
exosomes induce drug
resistance  of  pancreatic
adenocarcinoma. Gil Z.
Extracellular Vesicles: friends
and foes. The David Lopatie
conference center, Weizmann
Institute of science. June 2016.

» Warthin Tumor of the Larynx - a Case Report
and review of the literature. Duek |, Paker M,
Eldor L, Gil Z, Cohen JT. ISHNOS 2016 Annual
Conference, Hagoshrim, Israel (The Israel
medical association, The Israeli society of head
and neck surgery and oncology). November
2016.

» Mechanisms of Radioiodine Resistance in
Well Differentiated Thyroid Carcinoma. Na’ara S,
Amit M, Matanis W, Charas T, Francis D, Gil Z.
ISHNOS 2016 Annual Conference, Hagoshrim,
Israel (The Israel medical association, The Israeli
society of head and neck surgery and oncology).
November 2016.

» Panel: Skull Base Tumor. Moderator: Dr. E.
Soudry Panelists: Prof. C. Snyderman, Prof. D.
Fliss, Prof. R. Eliashar, Dr. S. Billan, Prof. Z. Gil.
ISHNOS 2016 Annual Conference, Hagoshrim,
Israel (The Israel medical association, The Israeli
society of head and neck surgery and oncology).
November 2016.
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Poster presentations

at scientifc meetings
» Endoscopic repair of carotid artery injury.

Duek |, Sviri G, Amit M, Gil Z. The Annual Meeting
of the Israeli Society of Otolaryngology, Head
and Neck Surgery, March 2016, Eilat, Israel.

» Transoral robotic approach for resection of a
giant hypopharyngeal fibroma - a case report.
Duek |, Bishara T, Gil Z, Cohen JT. The Annual
Meeting of the Israeli Society of Otolaryngology,
Head and Neck Surgery, March 2016, Eilat,
Israel.

» Obstructive sleep apnea in children — adeno-
tonsillar hypertrophy is not the only pathology.
Fridman E, Gil Z, Vlodavsky E, Gordin A.
The Annual Meeting of the lIsraeli Society of
Otolaryngology, Head and Neck Surgery, March
2016, Eilat Israel.

» The Combined endoscopic transcervical
- transoral robotic approach for resection of
parapharyngeal space tumors - case series.
Duek I, Amit M, Sviri G, Gil Z. ISHNOS 2016
Annual Conference, Hagoshrim, Israel (The
Israel medical association, The Israeli society of
head and neck surgery and oncology).

» Outcome of patients undergoing salvage
surgery  for  recurrent nasopharyngeal
carcinoma. Na'ara S, Amit M, Matanis W,
Billan S, Vainer I, Gil Z. ISHNOS 2016 Annual
Conference, Hagoshrim, Israel (The Israel
medical association, The Israeli society of head
and neck surgery and oncology).

» Macrophage derived exosomes induce

chemotherapy resistance.  Binenbaum Y,
Fridman E, Gil Z. ISHNOS 2016 Annual
Conference, Hagoshrim, Israel (The Israel

medical association, The Israeli society of head
and neck surgery and oncology).

» PIGU Modulates Radioactive lodine Uptake
in Differentiated Thyroid Cancers. Amit M. The
AACR Annual Meeting 2016 in New Orleans,
Louisiana.

» Interactions Between Schwann Cells and
Cancer Cells Promotes Perineural Invasion via
L1CAM Secretion. Na'ara S. The AACR Annual
Meeting 2016 in New Orleans, Louisiana.
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New research shows
outlier cause of
pancreatic cancer spread
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Title

Date Started

Research Focus

Mechanisms of
neural invasion
by pancreatic
cancer

2013

Tumor invasion onto peripheral nerves is a notorious clinical feature of various cancers,
including head and neck, prostate and pancreatic carcinomas. In order to investigate the
patterns of neural invasion we developed a novel in vitro model in which we neural cells
within their microenvironment are simultaneously grown with cancer cells in a plate. The
ability of various neurotrophic carcinomas to migrate along nerves was investigated. Con-
focal microscopy and time-lapse analysis showed that immune cells called macrophages
support cancer cell unidirectional migration along nerves. Our current research concen-
trate on exploring the mechanisms involved in neural invasion; and to evaluate the ability
of small molecules to inhibit this process using a novel transgenic in vivo animal model
that reliably recapitulate human pancreatic cancer.

Mechanisms of
drug resistance
of pancreatic
cancer

2013

Resistance to pharmacologic agents used in chemotherapy is common in most human
carcinomas, including pancreatic cancer, which is resistant to almost all drugs, including
gemcitabine, a nucleoside analog used as a first-line treatment. Poor survival rates of
PDA patients have, therefore, not changed much over 4 decades. We have demonstrated
previously that macrophages, which are abundant in the microenvironment pancreat-

ic cancer, secrete pro-tumorigenic factors that contribute to cancer progression. Our
team discovered the mechanism responsible for chemoresistance of pancreatic cancer
by reducing gemcitabine-induced cancer cell "suicide". Our current efforts focus on the
communication between macrophage and cancer cells via nanovesicles called exosomes.
These vesicles carries genetic data that modulate cancer cells sensitivity to chemotherapy
by inducing cytidine deaminase (CDA), the enzyme that metabolizes the drug following
its transport into the cell; hence make them resistant to therapy. Inhibiting this mode of
communication may offer a new strategy for augmenting the response of PDA to chemo-
therapy.

Endoscopic deliv-
ery of cold plas-
ma for treatment
of cancer

2015

of surgery. In MIS surgeons use a variety of techniques to operate with less injury to the
body than with open surgery. In general, it is safer than open surgery and allows faster re-
covery with less pain and scarring. MIS is usually done on an outpatient basis or requires
only a short hospital stay.

Inspired by use of plasma in industrial processes such as sterilization and material fabrica-
tion, plasma medicine is emerging as a new independent medical field. Plasma medicine
is envisioned to transform the landscape of many medical procedures such as the treat-
ment of chronic wounds, tissue regeneration, skin disease and dental applications. One
exceptionally appealing form of plasma, Non-Thermal Plasma (NTP), has been proposed
in recent years as new modality for cancer treatment. NTP is a stream of a low-ionized
gas at room-temperature generated by dielectric barrier discharge (DBD). It is accompa-
nied by visible, infra-red (IR) and UV radiations, as well as with free-radicals and ozone.
The type and intensity of the radicals and radiation emitted with NTP depends on the gas
used for its formation.

NTP is suggested as a promising new modality for cancer treatment owing to its ability

to selectively kill cancer cells without causing harm to the adjacent normal cells. More-
over, at different doses of exposure, NTP has divergent effects on mammalian cells: at a
low delivery power for short exposure periods, NTP will encourage cell proliferation and
promote wound healing; at median power and exposures, NTP causes cells to undergo
programmed cell death (Apoptosis); at high power and exposure, NTP causes necrosis, an
unregulated digestion of cellular components. NTP probably poses its activity on biologi-
cal material by exposure to reactive chemical species, and especially reactive oxygen and
nitrogen species. NTP exposure leads to oxidative stress in the treated tissue, triggering
the death of the more stress-sensitive tissue component - the cancer cells.

In 2014 we have established collaboration with the Physics Department at the Technion,
aiming to develop an NTP source suitable for endoscopic use. Our team has designed,
developed and patented a prototype of an NTP source enabling safe and efficient delivery
of NTP to desired locations inside the human body, on top of conventionally used endo-
scopes. The properties of our NTP generator and the NTP itself are compatible with the
guidelines of the International Commission on Non-lonizing Radiation Protection (ICNIRP),
and the EU directives (2002/3/EG) for long-term expositions to toxic gas.
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Title Date Started Research Focus
4. | GPIT complex June 2014 Thyroid cancer is a common endocrine malignancy, which in recent years has steadily
in well differen- increased world-wide. In the last two decades, many studies have focused on the genetic
tiated thyroid factors behind the origin and the development of thyroid cancer, in order to investigate
carcinoma and shed more light on the molecular pathways implicated in different differentiated or

undifferentiated types of thyroid tumors. The aim of our research is to further explore the
role protein post-translational modification and intracellular trafficking and thyroid onco-
genesis. We focus on proteins from the GPIT complex, responsible for for the attachment
of GPI-anchor to proteins. This is a new field of study in thyroid tumorigenesis but we
believe that this might play a major role in the initiation and progression of thyroid cancer
and will lead to novel detection methods, biomarkers and therapeutic targets for thyroid

cancer.

5. | Profiling the im- | September Pancreatic ductal adenocarcinomas, are characterized by extremely high prevalence of
mune response 2015 cancer peri-neural invasion (CPNI). The mechanisms leading to CPNI is a and conse-
developed at quently tumor metastasis are poorly defined. We have demonstrated the accumulation
peri-neural spac- of endoneural macrophages around invaded nerves. Moreover, these macrophages

were shown to induce invasive properties in PDAC cells. In this work, we wish to explore
the hypothesis that the peri-neural niche constitutes an immune privileged site. We are
currently examining if preferential recruitment of suppressor immune populations,
specifically regulatory T cells and Myeloid Derived Suppressor Cells to peri-nueral niches
occurs, and whether the preferential accumulation of these cells promote the process
peri-neural Inva- of neuro-invasion. To this end we are using microscopy to profile the immune response
sion at the prei-neural niche in humans and mice. Future studies will specifically deplete each
suppressor population in the KPC mouse, and evaluate the extent of peri-neural invasion.
We expect our results to shed light on the CPNI process in a way that will help design
new interventions to PDAC.

es of Pancreatic
Ductal Adeno-
carcinomas and
its role in cancer
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