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CONNEXIN 43 ACTS AS A PRO-APOPTOTIC MODULATOR IN CISPLATIN-INDUCED AUDITORY CELL
DEATH
Yeon Ju Kim, Young Sun Kim, Jong Joo Lee, Oak-Sung Choo, Yun-Hoon Choung (Suwon, South Korea)

MATRIX METALLOPROTEINASE INHIBITOR ATTENUATES COCHLEAR LATERAL WALL DAMAGE
INDUCED BY INTRATYMPANIC INSTILLATION OF ENDOTOXIN
Chul Ho Jang, Young Ho Choi, Yong Beom Cho (Gwangju, South Korea)

FETAL THYMUS GRAFT ENABLES RECOVERY FROM AGE-RELATED HEARING LOSS AND EXPANSION
OF CD4-POSITIVE T CELLS EXPRESSING IL-1 RECEPTOR TYPE 2 AND REGULATORY T CELLS
Hiroshi Iwai, Muneo Inaba (Osaka, Japan)

IFN/IFNAR1 SIGNALING IS CRUCIAL IN THE CONTROL OF VIRAL INFECTION IN THE COCHLEAR
SENSORY EPITHELIUM

Yushi Hayashi'?, Koji Onomoto**, Mitsutoshi Yoneyama®*, Takashi Fujita*, Nobuyuki Tanaka® (‘Tokyo, Japan;
2Kawasaki, Japan; *Chiba, Japan; *Kyoto, Japan)

IMMUNE-RESPONSE OF GUINEA PIG COCHLEAE AFTER GRAFTING HUMAN CELLS AND ITS
PREVENTION BY BONE MARROW DERIVED STROMAL CELLS

Masaaki Ishikawa, Hiroe Ohnishi, Desislava Skerleva, Tatsunori Sakamoto, Norio Yamamoto, Juichi Ito, Takayuki
Nakagawa (Kyoto, Japan)

Bausola Room

10.05-11.00 POSTER SESSION VI

GENETICS OF DEAFNESS
Moderators: Byung Yoon Choi, Eva Orzan
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IN VITRO EVALUATION OF PATHOGENIC POTENTIAL OF THE NOVEL TMPRSS3 MUTATIONS AND
GENOTYPE-PHENOTYPE CORRELATION

Ah Reum Kim'#, So Ra Im?, Sang Min Park?, Woo Jin Park?, Joo Hyun Park?® Byung Yoon Choi*

(‘Seoul, South Korea; *Buk-gu, Gwangju, South Korea; *Siksa-dong, Ilsandong-gu, Goyang-si, Gyeonggi-do, South
Korea; “Seongnam, South Korea)

GENE EXPRESSION STUDY OF THE VESTIBULAR SYSTEM OF THE IGFI DEFICIENT MOUSE
Lourdes Rodriguez-de 1a Rosa!, Silvia Murillo-Cuesta', Julio Contreras', Joaquin Dopazo'?, Isabel Varela-Nieto!, Marta
Milo® ("Madrid, Spain; ?Valencia, Spain; *Sheffield, UK)

IDENTIFICATION OF A NOVEL RECESSIVE MUTATION OF MYO7A IN PROFOUND HEARING LOSS BY
TARGETED EXOME SEQUENCING
Jihye Rhee!, Ah Reum Kim?, Byung Yoon Choi'? (*Seoul, South Korea; 2Kyunggi, South Korea)

ROLE OF SYNJ2 IN HIGH FREQUENCY PROGRESSIVE HEARING LOSS
Elisa Martelletti', Annalisa Buniello'?, Johanna C. Pass'?, Neil J. Ingham'?, Jacqueline K. White?, Karen P. Steel'?
(*London, UK; 2Cambridge, UK)

POLYMORPHISMS IN GENES INVOLVED IN OXIDATIVE STRESS IN PATIENTS WITH MENIERE’S DISEASE
Masaaki Teranishi', Yasue Uchida', Naoki Nishio', Ken Kato', Hironao Otake', Tadao Yoshida', Michihiko Sone', Saiko
Sugiura?, Fujiko Ando?, Hiroshi Shimokata? Tsutomu Nakashima? ('Nagoya, Japan; 2Aichi, Japan)

A RETROSPECTIVE STUDY ON GJB2 ALLELES IN PATIENTS WITH NONSYNDROMIC SENSORINEURAL
HEARING IMPAIRMENT: GENOTYPE/AUDITORY PHENOTYPE CORRELATION AND DESCRIPTION OF
RARE VARIANTS

Iaria Stanghellini, Silvia Palma, Cristina Falcinelli, Maria Consolatrice Guarnaccia, Elisabetta Genovese, Antonio Per-
cesepe (Modena, Italy)

SYNDROMIC SENSORINEURAL HEARING LOSS AND MITOCHONDRIAL DNA MUTATIONS IN MELAS
AND CPEO PATIENTS

Gabriella Cadoni, Serenella Servidei, Monica Giuliani, Guido Primiano, Luca Liberati, Pasqualina Picciotti, Guido
Conti (Rome, Italy)
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A HAYSTACK FULL OF NEEDLES: THE COMPLICATED INTERPRETATION OF RARE GENETIC VARIANTS
IN A GERMAN FAMILY WITH AUTOSOMAL DOMINANT NON-SYNDROMIC HEARING LOSS
Michaela A. H. Hofrichter, Barbara Vona, Erdmute Kunstmann, Indrajit Nanda, Thomas Haaf (Wiirzburg, Germany)

CHARACTERISTCS OF INNER EAR HEARING LOSS DEPENDING ON DIFFERENT MUTATIONS OF GJB2 GENE
Judith Arnolds', Sven Saleik', Patrick Munder', Bernd Wollnik?, Dagmar Wieczorek'! Alma Kuechler' Diana Arweiler-
Harbeck! ('Essen, Germany; *Cologne, Germany)

DIAGNOSTIC YIELD OF A TARGETED GENE SEQUENCING APPROACH WITHIN A REGIONAL UNIVERSAL
NEWBORN HEARING SCREENING AND CHILDHOOD SURVEILLANCE PROGRAM: A 2YEAR EXPERIENCE
IN FRIULI VENEZIA GIULIA, ITALY

Eva Orzan!, Giorgia Girotto?, Marco Gregori', Raffaella Marchi', Caterina Marchese!, Lorenzo Monasta®, Anna Mor-
gan?, Martina La Bianca*, Diego Vozzi*, Paolo Gasparini** (Tricste, Italy)

A NEW TARGETED RE-SEQUENCING PANEL FOR UNVEILING THE GENETIC CAUSES OF AGE RELATED
HEARING LOSS (ARHL)

Anna Morgan!, Diego Vozzi?, Dragana Vuckovic!, Martina La Bianca', Angela D’Eustacchio?, Maria Pina Concas?,
Mario Pirastu?, Paolo Gasparini!, Giorgia Girotto' (‘Trieste, Italy; *Sassari, Italy)

DFNB1 LOCUS ANALYSIS IN SAO TOME AND PRINCIPE POPULATION
Cristina Caroga'?, Tiago Morim de Matos'?, Graga Fialho!, Jodo Pago!, Helena Caria'? ('Lisbon, Portugal; *Settibal, Portugal)

PRESBYCUSIS AND MTDNA
J. Chora!, M. Flook!, T.D. Matos', G Fialho', H. Caria'? ('Lisbon, Portugal; *Setiibal, Portugal)

CLASSIFICATION, PATHOPHY SIOLOGY AND AUDIOLOGICAL PATTERNS OF AGE-RELATED HEARING LOSS
R. Santos', A.R. Lameiras', A. O’Neill', P. Escada', J. O’Neill', G. Fialho', H. Caria'* ('Lisbon, Portugal; *Setibal, Portugal)

AGE-RELATED HEARING LOSS: IS THIS A PREVENTABLE CONDITION?
M. Aparicio!, T.M. Matos!, P. Arguello?, M. Antunes!', A. O’Neill!, P. Escada!, J. O’Neill!, F. Fialho!, H. Caria'?
('Lisbon, Portugal; *Setibal, Portugal)

Lazzati Room

16.00-16.45

POSTER SESSION VII

STEM CELLS AND GENE THERAPY
Moderators: Marcelo Rivolta, Anna Rita Fetoni
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HYALURONIC ACID PRETREATMENT FOR SENDAI VIRUS-MEDIATED COCHLEAR GENE TRANSFER
Takaomi Kurioka!, Kunio Mizutari!, Katsuki Niwa!, Makoto Inoue?, Yasuji Ueda?, Akihiro Shiotani' (‘Saitama, Japan;
YIbaraki, Japan)

A SIMPLE STEPWISE METHOD FOR HAIR CELL INDUCTION FROM HUMAN INDUCED PLURIPOTENT
STEM CELLS

Hiroe Ohnishi, Desislava Skerleva, Shin-ichiro Kitajiri, Tatsunori Sakamoto, Norio Yamamoto, Juichi Ito, Takayuki
Nakagawa (Kyoto, Japan)

EVALUATION OF THE EFFECT OF HUMAN ADIPOSE-DERIVED STEM CELLS (ASCS) ON SPIRAL
GANGLION NEURONS TO IMPROVE COCHLEAR IMPLANTATION

Philipp Schendzielorz, Yingjun Zhi, Anna Lundershausen, Kristen Rak, Johannes Volker, Agmal Scherzad, Katrin
Frolich, Rudolf Hagen and Andreas Radeloff (Wiirzburg, Germany)

COMPARISON OF THE DIFFERENTIATION OF NEURAL STEM CELLS AND PRIMARY NEURONS FROM
THE RAT COCHLEAR NUCLEUS BY SPONTANEOUS CALCIUM ACTIVITY
C. Voelker, K. Rak, J. Voelker, P. Schendzielorz, R. Hagen, A. Radeloff (Wuerzburg, Germany)

HUMAN DERMAL FIBROBLASTS DEMONSTRATE POSITIVE IMMUNOSTAINING FOR NEURON- AND
GLIA- SPECIFIC PROTEINS

Cynthia.J. Janmaat, Karien E de Rooij, Simon C. de Groot, Heko Locher, John C.M.J. de Groot, Johan H.M. Frijns,
Margriet A.Huisman (Leiden, the Netherlands )
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CLASSIFICATION, PATHOPHYSIOLOGY AND
AUDIOLOGICAL PATTERNS OF AGE-RELATED
HEARING LOSS

R. Santos!, A.R. Lameiras!, A. O’Neill'*?, P. Escada'?, J.
O’Neill*?, G. Fialho*, H. Caria**

!ENT-CHLO, HEM, ENT Service, Centro Hospitalar de Lisboa
Ocidental EPE, Hospital Egas Moniz, Portugal; ?FCM/UNL,
Department of Anatomy, Faculty of Medical Sciences, New
University of Lisbon, Portugal; *CEFITEC, Faculty of Sciences
and Technology, New University of Lisbon, Portugal; *BiolSI,
Biosystems & Integrative Sciences Institute Faculty of Science of
the University of Lisbon, Portugal; *ESS/IPS, School of Health,
Polytechnic Institute of Setitbal, Portugal

Presbycusis (age-related hearing loss-ARHL) is a major health
problem affecting nearly 70% of people aged > 65 years old. It
is responsible for communication disabilities (social deafness),
isolation and reduced cognitive auditory input.

Due to its physiology complexity, the mechanisms of ARHL are not
fully understood. They involve circulatory disturbances, apoptosis,
genetic susceptibility and environmental causes.

Schuknecht (1969) developed a classification for ARHL which
establishes an association between pathophysiological mechanisms
and alterations of cochlear morphology underlying ARHL and a
specific pattern of audiometric evaluation with clinical relevance.
Sensorial ARHL is associated with degenerative changes in the
organ of Corti and outer hair cells at the basal turn of the cochlea
and is characterized by an audiometric pattern with loss in the high
frequencies. Neural ARHL is characterized by neuronal loss, in
particular of the neuronal afferents, with audiometric representation
by a gradually downward curve and important negative impact in
auditory discrimination. Metabolic ARHL results from atrophy of
the stria vascularis with consequent alterations in the endolymph
potential and changes in spiral ligament morphology, which is
represented by a flattened curve with loss in all frequencies in the
audiometric evaluation. Cochlear conductive ARHL is associated
with alterations in cochlear conduction as result of stiffness of
the basilar membrane at the basal turn of the cochlea and it is
characterized by loss in the low frequencies. Mixed ARHL is
characterized by loss in high frequencies as result of degenerative
changes in the outer hair cells mainly in the basal turn of the
cochlea; impaired discrimination due to severe loss of cochlear
neuronal population; loss in all frequencies as effect of decreased
stria vascularis cells and alterations in spiral ligament; loss in
low frequencies due to injury in the apical turns of the cochlea.
Considerations on these clinical data integrating the patient
evaluation are crucial for genetic susceptibility evaluation. Some
examples are presented.
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AGE-RELATED HEARING LOSS: IS THIS A
PREVENTABLE CONDITION?

M. Aparicio', T.M. Matos?, P. Arguello’, M. Antunes*, A.
O’Neill>¢7, P. Escada®®’, J. O’Neill%’, F. Fialho? H. Caria*}
"Faculty of Sciences, University of Lisbon, Portugal; *BiolSI,
Faculty of Sciences, University of Lisbon, Lisbon, Portugal;
iSchool of Health, Polytechnic Institute of Setiibal, Setiibal,
Portugal; *CEAUL, Faculty of Sciences, University of Lisbon,
Portugal; "ENT-CHLO, HEM, ENT Service, Centro Hospitalar de
Lisboa Ocidental EPE, Hospital Egas Moniz, Portugal; *°FCM/
UNL, Department of Anatomy, Faculty of Medical Sciences, New
University of Lisbon, Portugal; 7 CEFITEC, Faculty of Sciences
and Technology, New University of Lisbon, Portugal

The better articulation between social sciences and biomedical sciences,
due to the increased knowledge on the pathophysiological mechanisms
of cellular aging and the genetic susceptibility factors underlying some
age—related disorders, is particularly relevant to the field of active aging.
We have been studying age-related hearing loss (ARHL), by
attempting to identify predisposing genetic factors and by assessing
the impact of ARHL in the quality of life of the elderly citizens.
The study here presented focuses on ~ 450 individuals from the
Portuguese population, aged >65, and includes audiological
evaluation, assessment of sociological parameters, and genetic
analysisinvolving genotyping of variants in genes previously
associated with ARHL in other populations.

Socio-demographic parameters of the elderly individuals of the
sample are also considered. The statistical analysis is towards the
identification of natural patterns of hearing decrease considering
both the shape and the magnitude of the audiological curve and
the characterization of such patterns through statistical models. In
conclusion, we discuss biological and clinical aspects, taking into
consideration both the genetic results from the ARHL Portuguese
population and the social dimensions of ageing. Thus, this study
expects to contribute to the prognosis of ARHL in the future.

POSTER SESSION VI
STEM CELLS AND GENE THERAPY
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HYALURONIC ACID PRETREATMENT FOR SENDAI
VIRUS-MEDIATED COCHLEAR GENE TRANSFER
Takaomi Kurioka!, Kunio Mizutari', Katsuki Niwa!, Makoto
Inoue?, Yasuji Ueda?, Akihiro Shiotani!

Department of Otolaryngology, Head and Neck Surgery,
National Defense Medical College, Saitama, Japan; *DNAVEC
Corporation, Ibaraki, Japan

Gene therapy with viral vectors is one of the most promising
strategies for sensorineural hearing loss. However, safe and effective
administration of the viral vector into cochlear tissue is difficult
because of the anatomical isolation of the cochlea. We investigated
the efficiency and safety of round window membrane application of
Sendai virus, one of the most promising non-genotoxic vectors, after
pretreatment with hyaluronic acid (HA) to promote efficient viral
translocation into the cochlea. Sendai virus expressing the green
fluorescent protein reporter gene was detected throughout cochlear




