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International Symposium on Intractable Skin Diseases:
Current Advances and Medical Innovations

December 13 (Sun.), 2015
Okayama Convention Center

[Program] December 13 (Sun.) 09:00-12:35 Convention Hall

Ministry of Health, Labour and Welfare Research Initiative on Overcoming Intractable Skin Diseases

An international symposium will be organized by two intractable skin disease research teams from the Health, Labour and Welfare
Ministry’s policy and research initiative on intractable diseases. Each team will present its research result at the symposium to
provide opportunities for sharing information internationally. Researchers from countries other than Japan will be invited so that
dermatology researchers from Japan and other countries can meet and exchange views on the up-to-date findings and medical
developments in the field of intractable skin diseases.  [Supported by] Japanese Society for Investigative Dermatology (JSID)

09:00-09:45  Research team on rare and intractable skin diseases
Study Summation (Principal Investigator: Masayuki Amagai, Dept. of Dermatology, Keio Univ., Tokyo)
Keynote Lecture
“Inherited epidermolysis bullosa: the international consensus classification.”
Giovanna Zambruno (Laboratory of Molecular and Cell Biology Istituto Dermopatico dell'Immacolata,
IRCCS, Rome)

09:50-10:35  Establishing evidence-based clinical guidelines for neurocutaneous syndromes
Study Summation (Principal Investigator : Chikako Nishigori, Dept. of Dermatology, Kobe Univ., Kobe)
Keynote Lecture
“Targeted gene correction in DNA repair-deficient xeroderma pigmentosum skin cells”
Alain Sarasin (Genetic Stability and Oncogenesis UMR 8200 CNRS Institut Gustave Roussy, Villejuif)

Coffee Break

10:50-11:35  Special Lecture
Chair: Hironobu Thn (Dept. of Dermatology and Plastic Surgery, Kumamoto Univ., Kumamoto)
“New strategies for targeting fibrosis in systemic sclerosis”
Maria Trojanowska (Arthritis Center, Boston Univ., Boston)

11:40-12:35  Latest medical developments in intractable skin diseases
Chairs: Masayuki Amagai (Dept. of Dermatology, Keio Univ., Tokyo),
Chikako Nishigori (Dept. of Dermatology, Kobe Univ., Kobe)
(11:40-12:00) JSID/ASDR Exchange Program
“High risk squamous cell carcinoma in recessive dystrophic epidermolysis bullosa and the role
of a permissive tumor microenvirenment”
Dedee Murrell (Dept. of Dermatology, St George Hospital, Univ. of New South Wales, Sydney)
(12:05-12:35) Panel discussion
“Cell therapy for epidermolysis bullosa (bone marrow mesenchymal stem cells) ”
Katsuto Tamai (Dept. of Stem Cell Therapy Science, Osaka Univ., Osaka)
“Topical mTOR inhibitors for tuberous sclerosis”
Mari Wataya-Kaneda (Dept. of Dermatology, Osaka Univ., Osaka)
“In vitro study of read-through therapy for pseudoxanthoma elasticum”
Yumi Okubo (Dept. of Dermatology, Nagasaki Univ., Nagasaki)
“Treating and understanding the pathology of xeroderma pigmentosum using induced
pluripotent stem cells (iPS) cells”
Chihiro Shimizuhira (Dept. of Dermatology, Kyoto Univ., Kyoto)

President: Keiji Iwatsuki (Intractable skin disease research teams, Okayama Univ.)

Secretary-General: Shin Morizane (Dept. of Dermatology, Okayama Univ. Graduate School of Medicine)

Secretariat Office: Dept. of Dermatology, Okayama Univ. Graduate School of Medicine
TEL:+81-86-235-7282.7FAX:+81-86-235-7283




JSID/JAOKF/PAPSBRS Joint Seminars and Symposia
-A Scientific Journey into Dermatology-

1. Special Lecture December 12 (Sat.) 17:00-17:45 (Convention Hall)
Chair: Keiji Iwatsuki (Dept. of Dermatology, Okayama Univ., Okayama)
1) Fumihiko Matsuda (Center for Genomic Medicine, Kyoto Univ., Kyoto)
“The comprehensive human bielogy for the future generation preventive medicine”
2) Jean-Francois Nicolas (Université Lyon! / INSERM Ul1111 - CIRI / Hopitaux de Lyon, Lyon)
“Pathology of severe drug eruptions”
2. JSID Asia Oceania Forum (JAOF) December 12 (Sat.)17:50-18:35(Convention Hall)

Chair: Ichiro Katayama (Dept. of Dermatology, Osaka Univ., Osaka)
1) ZiGang Xu (Dept. of Dermatology, Beijing Children's Hospital, Capital Medical Univ,, Beijing)
“Chronic active EB virus infection and hydroa vacciniforme-like skin eruptions”
2) Jong-Hee Chae (Dept. of Pediatrics, Seoul National Univ., Seoul)
“Neurofibromatosis 1”
3) Chia-Yu Chu (Dept. of Dermatology, National Taiwan Univ. Hospital, Taipei)
“Phemphigus: epidemiology, clinical presentation and new treatments”

3. JAOF/PAPSBRS Morning Seminar December 13 (Sun.) 08:00-08:50 (Convention Hall)
“Pustular psoriasis: how pustules develop? -considerations with special reference to genetic
backgrounds and therapeutic responses-” Chair: Shigaku Ikeda (Dept. of Dermatology, Juntendo Univ., Tokyo)
1) Kazumitsu Sugiura (Dept. of Dermatology, Nagoya Univ., Nagoya)
“Genetic background of pustular psoriasis”
2) Takuro Kanekura (Dept. of Dermatology, Kagoshima Univ., Kagoshima)
“A new therapy for generalized pustular psoriasis:granulocyte and monocyte adsorption apheresis”

4. JAOF/PAPSBRS Luncheon Seminar December 13 (Sun.) 12:40-13:30 (Convention Hall)
“Update on skin barrier functions” Chair: Shigetoshi Sano (Dept. of Dermatology, Kochi Univ., Nangoku)
1) Marek Haftek (Laboratory for Dermatological Research, Univ. of Lyon, Lyon)
“Crucial role of the tissue structure for stratum corneum permeability”
2) Peter M. Elias (Dermatology Service, Dept. of Veterans Affairs Medical Center;, and Dept. of Dermatology, Univ. of
California, San Francisco)
“New insights into the pathogenesis of atopic dermatitis”
3) Hyun Jung Kim (Dept. of Dermatology, Atopy and Asthma Center, Seoul Medical Center, Seoul)
“Two-bird-one-stone solution on atopic dermatitis treatment”

5. The 6th Annual Congress of Pan Asian-Pacific Skin Barrier Research Society (PAPSBRS)
Date & Time & Venue: December 13 (Sun.) 13:40-18:10 (Convention Hall)
President: Shigetoshi Sano (Dept. of Dermatology, Kochi Univ., Nangoku)
[List of Speakers]
1) Takayuki Sassa (Laboratory of Biochemistry, Faculty of Pharmaceutical Sciences, Hokkaido Univ., Sapporo)
2) Mary L. Williams (Dept. of Dermatology and Pediatrics, Univ. of California, San Francisco)
3) Hachiro Tagami (Emeritus Professor, Tohoku Univ., Sendai)
4) Xuemin Wang (Environment & Occupation Dermatoses Dept., Shanghai Skin Disease Hospital, Shanghai)
5) Mari Kishibe (Dept. of Dermatology, Asahikawa Medical Univ., Asahikawa)
6) Masaharu Nagayama (Research Institute for Electronic Science, Hokkaido Univ., Sapporo)
7) Mariko Yokouchi (Dept. of Dermatology, Keio Univ. School of Medicine, Tokyo)
8) Jun-ichi Sakabe (Institute of Medical Biology, A*STAR, Singapore)
9) Li Ye (Dalian Dermatosis Hospital, Dalian)
10) Ying-Jan Wang (Dept. of Environmental and Occupational Health, National Cheng Kung Univ. Medical College, Cheng Kung)

|Secretariat Office] The Japanese Dermatological Association
1-4, Hongo 4-chome, Bunkyo-ku,Tokyo, 113-0033, Japan
TEL:+81-3-3811-5079 /" FAX:+81-3-3812-6790
E-mail: jsid40@dermatol.or.jp




Current Advances and Medical Innovations

Supported by the Ministry of Health, Labour and Welfare
Research Initiative on
Overcoming Intractable Skin Diseases

Date : Sunday, December 13, 2015
Venue : Okayama Convention Center



Objectives

An international symposium will be organized by three research teams on intractable skin
diseases subsidized by the Ministry of Health, Labour and Welfare (MHLW), Japan. Each team
will present the research results at the symposium to provide opportunities for sharing
information internationally. Overseas distinguished researchers will be invited to the
symposium so that dermatology researchers from Japan and other countries can meet and
exchange views on the up-to-date findings and medical developments in the field of
intractable skin diseases.

Organizing committee

The MHLW research groups:
Prof. Masayuki Amagai (Pl: Research team on rare and intractable skin diseases)
Prof. Hironobu Ihn (PI. Initiative for creating diagnostic criteria, severity classifications, and
clinical guidelines for scleroderma and fibrotic diseases)
Prof. Chikako Nishigori (PIl. Establishing evidence-based clinical guidelines for
interdepartmental investigations of neurocutaneous syndrome)

Local organizing committee

Prof. Keiji lwatsuki (Okayama Univ.: Research team on rare and intractable skin diseases)
Assistant Prof. Shin Morizane (Okayama Univ.)
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A list of skin diseases to be studied by the
each MHLW research group

Rare intractable skin diseases (Pl. M. Amagai)
Pemphigus
Pemphigoid (including epidermolysis bullosa acquisita)
Generalized pustular psoriasis
Epidermolysis bullosa
Congenital ichthyosis
Pseudoxanthoma elasticum
Oculocutaneous albinism
Acquired idiopathic anhidrosis
Hereditary angioedema

Connective tissue diseases (PI. H. Ihn)
Eosinophilic fasciitis
Lichen sclerosus et atrophicus
Morphea
Systemic sclerosis

Neurocutaneous diseases (PIl. C. Nishigori)

Neurofibromatosis type |
Neurofibromatosis type I
Tuberous sclerosis

Xeroderma pigmentosum




International Symposium on Intractable Skin Diseases:
Current Advances and Medical Innovations

Date: December 13, 2015
Venue: Okayama Convension Center

09:00-09:45 Chair: Masayuki Amagai (Dept. of Dermatology, Keio Univ., Tokyo)
Keynote Lecture “Inherited epidermolysis bullosa: the international consensus
classification.”

Giovanna Zambruno (Laboratory of Molecular and Cell Biclogy Istituto Dermopatico
delllmmacolata, IRCCS, Rome)

09:50-10:35 Chair: Chikako Nishigori (Dept. of Dermatology, Kobe Univ., Kobe)
Keynote Lecture “Targeted gene correction in DNA repair-deficient xeroderma
pigmentosum skin cells”

Alain Sarasin (Genetic Stability and Oncogenesis UMR 8200 CNRS Institut Gustave
Roussy, Villejuif)

10:560-11:35 Chair: Hironobu Ihn (Dept. of Dermatology and Plastic Surgery,

Kumamoto Univ., Kumamoto)
Special Lecture “New strategies for targeting fibrosis in systemic sclerosis”
Maria Trojanowska (Arthritis Center, Boston Univ., Boston)

11:40-12:35 Chairs: Masayuki Amagai, Chikako Nishigori

Latest medical developments in intractable skin diseases
“High risk sguamous cell carcinoma in recessive dystrophic epidermolysis
bullosa and the role of a permissive tumor microenvironment” Dedee Murrell
(Dept. of Dermatology, St George Hospital, Univ. of New South Wales, Sydney)
“Cell therapy for epidermolysis bullosa (bone marrow mesenchymal stem cells) ”
Katsuto Tamai (Dept. of Stem Cell Therapy Science, Osaka Univ., Osaka)
“Topical mTOR inhibitors for tuberous sclerosis” Mari Wataya-Kaneda (Dept. of
Dermatology, Osaka Univ., Osaka)
“In vitro study of read-through therapy for pseudoxanthoma elasticum” Yumi
Okubo (Dept. of Dermatology, Nagasaki Univ., Nagasaki)
“Treating and understanding the pathology of xeroderma pigmentosum using
induced pluripotent stem cells (iPS) cells” Chihiro Shimizuhira (Dept. of
Dermatology, Kyoto Univ., Kyoto)




International Symposium on Intractable Skin Diseases ~ Peceriber 18 (Sun) 9:90-9:45
. . air: Masayuki Amagai
"Research team on rare and intractable skin diseases"

Activities of the research team for rare and intractable skin
diseases

Masayuki Amagai
Department of Dermatology, Keio University School of Medicine
Principal Investigator of rare and intractable skin diseases

The purpose of our research team is to make and revise the evidence-based guidelines and accumulate
epidemiological statistics for rare and intractable skin diseases. We also aim to provide evidence-based solid
medical information to improve the quality of medical and health care of our patients. We have a long history of
over 30 years to study pemphigus, pemphigoid, epidermolysis bullosa, and pustular psoriasis. In 2015, the
designated intractable diseases have been expanded by Ministry of Health, Labour and Welfare of Japan and our
team covers pemphigoid, congenital ichthyosis, pseudoxanthoma elasticum, oculocutaneous albinism, idiopathic
acquired systemic anhidrosis, and hereditary angioedema, in addition to the three diseases. We cooperate with
Japanese Dermatological Association (JDA) and other related societies to make and revise the integrated Japanese
guidelines. We also provide English version of our guidelines to contribute the global communities.

Among our activities on the above disease, we have proposed the severity grading cut-offs using pemphigus
disease area index activity score (PDAI), which is the disease activity scores with international consensus by the
experts around the world. We compared the PDAI, the Japanese pemphigus disease severity score (JPDSS) and the
physician’s subjective impression. The optimal points of pemphigus disease severity score in PDAI were set as
below: mild (0-8), moderate (9-24) and severe (225). In mild or moderate cases, JPDSS was well correlated with
PDAI, but in severe cases JPDSS reached a plateau at a PDAI score of approximately 30. PDAI evaluates disease
severity more accurately than the JPDSS, particularly in severe cases. Thus, PDAI is not only a useful tool to
measure the extent of cutaneous lesions, but also an excellent scoring system for evaluating pemphigus disease
severity. PDAI is now used for the application form of pemphigus for the designated intractable diseases supported
by Ministry of Health, Labour and Welfare of Japan.

Experience

1979-1985 Keio University School of Medicine

1985-1989 Department of Dermatology and Molecular Biology, Keio University, Graduate School of Medicine

1989-1992 Visiting research fellow, Dermatology Branch (John R. Stanley’s lab), National Cancer Institute, National Institutes of Health
1992-1995 Subchief, Division of Dermatology, Tokyo Electric Power Hospital

1996 Instructor, Department of Dermatology, Ehime University School of Medicine

1996-2005 Assistant Professor, Department of Dermatology, Keio University School of Medicine

2005-present  Professor and Chair, Department of Dermatology, Keio University School of Medicine
2007-2013 Vice Director, Keio University Hospital

2013-present  Vice Dean, Keio University School of Medicine

2013-present ~ Team Leader, Laboratory for Skin Homeostasis, RIKEN Center for Integrative Medical Sciences



Keynote Lecture

International Symposium on Intractable Skin Diseases ~ Pecelmber 13 (Sum) 9:00-9:45
. - air: Masayuki Amagai
"Research team on rare and intractable skin diseases”

Inherited epidermolysis bullosa: the international
consensus classification

Giovanna Zambruno
Laboratory of Molecular and Cell Biology, Istituto Dermopatico dell'lmmacolata, IRCCS,
Rome

Inherited epidermolysis bullosa (EB) encompasses a clinically and genetically heterogeneous group of rare
diseases characterized by fragility and blistering of skin and mucous membranes. Over the past years, the
identification of several new phenotypes and causative genes has contributed to further increase the complexity of
this disease group: to date mutations in at least 18 genes are recognized to underlie the different EB subtypes.
Since 1988 the diagnostic criteria and classification of EB have been regularly updated by international consensus
meetings. The fourth and last one was held in London in June 2013 and led to the current classification of EB (Fine
JD et al. ] Am Acad Dermatol 2014; 70: 1103-26). Four major types of EB are recognized based on the level of skin
cleavage: EB simplex (EBS) characterized by blister formation within the epidermis, junctional EB (JEB) in which
the cleavage occurs within the lamina lucida of the cutaneous basement membrane zone (BMZ), dystrophic EB
(DEB) characterized by tissue separation below the lamina densa of the BMZ, and Kindler syndrome in which
blistering can arise at multiple levels within and/or beneath the BMZ. Each EB type is then subdivided in two
major subtypes (basal and suprabasal for EBS, generalized and localized for JEB, and dominant and recessive for
DEB), which in turn comprise several subtypes. The 2013 consensus meeting has incorporated into the EB
classification new rare phenotypes and causative genes described since the previous meeting in 2007. The current
classification proposes an “onion skin” patient categorization approach that sequentially takes into account the
major EB type, mode of inheritance, phenotype, immunofluorescence antigen mapping findings, and mutation (s).
Thus, the diagnostic laboratory work-up of EB remains based on the determination of the level of skin cleavage
and antigen expression profile, followed by mutational analysis of candidate gene (s). However, the rapidly
expanding use of next generation sequencing technologies will likely modify the diagnostic approach to EB in a
near future.

Experience

DEGREES

1982 Doctor of Medicine, School of Medicine, University of Pavia, ltaly

1985 Board Certification, Dermatology and Venereology, School of Medicine, University of Pavia, Italy

1986 Certificat d’études Supérieures “Biologie Humaine-Immunologie Genérale”, Claude Bernard University, Lyon, France
2006 National board certification, Professor of Dermatology

RESEARCH EXPERIENCE AND EMPLOYMENT

Jan 1985-Oct 1996 Research fellow, Laboratory of Dermatological and Immunological Research (INSERM U 209), Lyon; Visiting
Assistant, Dept of Dermatology, Claude Bernard University, Lyon, France

Nov 1986-Mar 1993 Assistant, Dept. of Dermatology, University of Modena, ltaly

Jan 1989-Feb 1989 Visiting Assistant, Dept. of Cell Biology, Centre International de Recherches Dermatologiques (CIRD), Sophia
Antipolis, Valbonne, France

Feb 1991-Mar 1991

Sep 1991-May 1992 Visiting Assistant, Laboratory of Cell Differentiation, Istituto Nazionale per la Ricerca sul Cancro, Genova, ltaly

Mar 1993~Jan 1995 Deputy Head, Dept. of Dermatology, University of Modena, ltaly
Feb 1995—-Apr 2015 Director, Laboratory of Molecular and Cell Biology, Istituto Dermopatico dell’lmmacolata, IRCCS, Rome, Italy
-5 —
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"Establishing evidence-based clinical guidelines for interdeparimental investigations of neurocutaneous syndrome' '

Establishing evidence-based clinical guidelines for
interdepartmental investigations of neurocutaneous
syndromes

Chikako Nishigori
Department of Dermatology, Graduate School of Medicine, Kobe University
Principal Investigator of neurocutaneous syndromes

In our research group we have been investigating on neurocutaneous syndromes, namely neurofibromatosis 1 (NF
1), neurofibrobatosis 2 (NF2), tuberous sclerosis (TSC) and xeroderma pigmentosum (XP). Because
neurocutaneous syndromes develop various symptoms in the various organs including skin, nervous system,
bones and others, we need to discuss and cooperate with distinct specialists in order to establish the most suitable
clinical guidelines for patients suffering from these diseases. For this purpose we applied an approach to gather
epidemiological surveillance from the patients. Last year we made a version—up in the clinical guidelines of NF1
and NF2, and we newly established a clinical guideline for XP, which can be utilized for doctors who are not so
familiar with XP. Regarding TSC we are now under discussion to implement a version—up the clinical guideline for
TSC. Patients suffering from these intractable diseases have strong desire for the treatment of these diseases. We
made a great step for the treatment strategy for each disease. The responsible genes for NF1, NF2, TSC are
involved in RAS-MEK-ERK signaling pathway and we are seeking for some drugs to suppress this pathway, such
as bevacizumab (anti-VGEF) for NF2 and oral everolims (mTOR inhibitor) or topical Rapamycin for TSC.
Regarding the treatment for TSC, one of our investigators in our research group, Dr. Kaneda developed a topical
application of mTOR inhibitor to treat the angiofibroma in patients with TSC, and the clinical trial using this
topical application showed a dramatic effectiveness for the skin symptoms.

Lastly 1 would summarize the approach for the treatment for XP. There are 8 clinical subtypes of XP, namely XP
complementation groups A though G, which are deficient in nucleotide excision repair and variant type which are
deficient in translesion synthesis. Responsible gene for each subtype is distinct and does not share RAS-MEK-ERK
pathways. Therefore we need entirely different approach to seek for the treatment methods. First of all we
developed a simple and feasible functional assay to evaluate the DNA repair. Secondly we utilized in silico assay
to investigate the difference between DNA repair deficient cells and proficient cells and now we are searching for
a chemical compound to restore the function using drug repositioning. In order to reproduce the in vivo
symptoms we established XP-iPS cells from patients with XP-A, XP-C and XP-V and differentiated cells into the
cells in target organs. These differentiated cells will be utilized for the evaluation of the possible treatment drugs.

Experience

Education

1974-1980 Kobe University, School of Medicine

1983-1987 Kyoto University graduate school of Medicine, Department of Dermatology

Professional experience

1980 Kyoto University Hospital: Resident in Dermatology

1981-1982 Osaka Red Cross Hospital Dermatologist

1987-1988 Department of Experimental Radiology, Kyoto University; Instructor

1988-1994 and 1995-1999 Department of Dermatology, Kyoto University; Instructor

1994-1995 Department of immunology, MD Anderson Cancer Center: Postdoctoral fellow

1999-2002 Department of Dermatology, Graduate School of Medicine, Kyoto University: Assistant Professor

2002-2003 Department of Dermatology, Graduate School of Medicine, Kyoto University: Associate Professor

2003- Department of Dermatology, Graduate School of Medicine, Kobe University: Professor and Chairman
-6 —



Keynote Lecture
International Symposium on Intractable Skin Diseases ~ December 13 (Sur) j@ggl‘;gg
"Establishing evidence-based clinical quidelines for interdeparimental investigations of neurocutaneous syndrome’ )

Targeted Gene Correction in DNA Repair-Deficient
XERODERMA PIGMENTOSUM Skin Celis

Alain Sarasin, Aurélie Dupuy
Laboratory of genetic instability and oncogenesis, UMR8200 CNRS, Gustave Roussy
Institute, University Paris—Sud, Villejuif

Xeroderma pigmentosum (XP) is a rare, recessive disorder caused by a defect of the nucleotide excision repair
(NER) pathway. XP patients are subjected to numerous skin cancers with a frequency several thousand times
higher than in the general population. Our patients are originated from France, North Africa and the Comorian
Archipelago in the Indian Ocean. Most of these patients are mutated on the XPC gene contrarily to Japanese
patients. Consequently, they never developed neurological abnormalities but they are very sensitive to sunlight
and they developed numerous skin cancers on the exposed body sites, as early as 4-5 years old. In the absence of
a full protection toward UV-light they rapidly developed squamous cell and basal cell carcinomas, as well as
malignant melanomas. These tumours could be so aggressive that patients may die before the age of 12. The
black-skinned XP patients are less sensitive to cancer appearance but, in the Indian Ocean close to the equator,
they become blind before the age of 10 (1).
In the absence of curative treatment for XP, except a strict avoidance of sun-exposure, regular surgical resections
of skin tumors have to be done. Autologous grafts with repair-deficient own skin of the patients are sometimes
necessary, but the cells are still sensitive to UV. As a better therapy, we would like to propose to XP-C patients a
grz}ﬁ of skin pieces containing their own cells that have been complemented or corrected in vitro for the repair
eficiency.
In the pa>s/t, we have developed complementation of XP-C fibroblasts and keratinocytes by using recombinant
retroviruses. We were able to produce in vitro XPC-complemented epidermis and to graft it on the back of a
NOD/SCID mouse where the human graft was able to live and to repair UV-induced DNA lesions for months (2).
Unfortunately, the use of recombinant retroviruses is still under discussion before being applied for XP gene
therapy in human.
To overcome the need of retroviruses, we developed a new assay to directly correct XPC mutation using error-
free Homologous Recombination (HR). We focused on the frameshift mutation c.1643_1644delTG (p.Val548
AlafsX25), which is a founder mutation from North Africa and found in 90% of our XP-C patients (3). In
collaboration with Cellectis, meganucleases or TALE nucleases were engineered in order to induce a unique DSB
at less than 90bp of this mutation on the genomic XPC gene. This DSB is repaired by HR in the presence of a
correction matrix DNA containing a long stretch of homologous WT XPC sequences. Following recombination,
the genomic DNA has been corrected into a WT sequence, at least on one allele, that is sufficient to produce full
length XPC protein and NER-proficient cells (4,5). This technology allows us to correct a 2bp deletion without
modifying the rest of the genome and with the XPC gene still regulated by its physiological endogenous promoter.
This is a safe technique tﬁat should be available, in the near future, for human gene therapy and represents a first
step toward XP treatment.
(1) Cartault et al., DNA Repair, 10, 2011, 577-585
(2) Warrick et al., Mol. Ther., 20, 2012, 798-807
(3) Soufir et al., J. Invest. Dermatol., 130, 2010, 1537-1542
(4) Dupuy et al., PLOS One, 8, 2013, 78678
(5) Dupuy et al., Mutation Res., 776, 2015, 2-8

Experience

-Director of the translational program on melanoma at IGR.

~Director of the French laboratory of diagnosis of DNA repair-deficient diseases.

~Emeritus Research Director, Laboratory of Genetic Stability and Oncogenesis, UMR 8200 C.N.R.S

1968: Ecole Normale Supérieure (ULM/Paris). Agrégation of Genetics
1975: Ph.D. University of Paris: Aflatoxin B1: Molecular mechanism of the inhibition of translation in eukaryotes. Lysogenic
induction and DNA repair in bacteria.
1975-1978: Postdoctoral tenure at Stanford University (CA, U.S.A.): Pr. P.C. Hanawalt
Summer 1981: Department of Biological Sciences, Stanford University (U.S.A.).
Summer 1985: Visiting Professor, Stanford University (USA).
Summer 1989: Visiting Professor, University of Rio de Janeiro (Brazil).
Winter 1994: Visiting Professor, University of Sao Paulo (Brazil).
Winter 1998: Visiting Professor, University of Sao Paulo (Brazil).
- 7 -



Special Lecture

International Symposium on Intractable Skin Diseases December 13 (Sun) 10:50-11:35
"Infafive for creating diagnostic crteria, severty classifications, and clincal guidelins for scleroderma and fibrofic diseases’ '

New strategies for targeting fibrosis in systemic sclerosis

Maria Trojanowska
Arthritis Center, Boston University School of Medicine, Boston

The hallmark features of systemic sclerosis (scleroderma, SSc) include fibroproliferative vasculopathy, immune
dysfunction, and extensive skin and organ fibrosis. Delineation of the common pathways responsible for the
pathological changes affecting the key disease cell types would be critical to developing effective therapeutic
strategies. There is a growing evidence for an important role of oxidative stress in SSc development and
progression. Impaired redox homeostasis damages the vasculature and induces pro-inflammatory and pro-fibrotic
signaling. Fumaric acid esters, including dimethyl fumarate (DMF, Tecfidera) represent a novel class of molecules
that drive the antioxidative response by activating the Nrf2 signaling pathway. This presentation will discuss the
progress in characterizing the molecular and cellular targets of DMF in experimental models of SSc.

Experience

Maria Trojanowska earned her M.S. from Warsaw University and Ph.D. from the Polish Academy of Sciences, Institute of Biochemistry and
Biophysics in Warsaw. In 1986 she joined an internationally renowned Scleroderma Program directed by Professor Carwile Leroy at the Medical
University of South Carolina. In 2009 Dr. Trojanowska moved to Boston, where she is a Professor of Medicine and Director of the Arthritis Center
at the Boston University School of Medicine. Dr. Trojanowska and her team investigate the molecular and cellular mechanisms regulating
extracellular matrix (ECM) synthesis in healthy tissues and in pathological conditions focusing on the pathogenesis of scleroderma. Another area
of active investigation for the Trojanowska lab focuses on scleroderma vascular disease. Vascular disease contributes significantly to the
morbidity and mortality of patients with scleroderma, however the mechanisms contributing to scleroderma vasculopathy and the relationship
between inflammation, vasculopathy and fibrosis remain poorly understood. Dr. Trojanowska and her team have generated novel genetic mouse
models that recapitulate many of the vascular features of SSc. Such models are instrumental in elucidating the mechanisms of vascular disease
and for the discovery and validation of potential therapeutic targets to treat vasculopathy and fibrosis in patients with scleroderma.



Latest medical developments
in intractable skin diseases

Chairs : Masayuki Amagai, Chikako Nishigori
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International Symposium on Intractable Skin Diseases ~Pecember 13 (Sun) 11:40-12:00

N f Chairs: Masayuki Amagai
ASDR exchange program Chikako Nishigori

High risk squamous cell carcinoma in recessive dystrophic
epidermolysis bullosa and the role of a permissive tumor
microenvironment

Dedee F. Murrell?
'Dept of Dermatology, St George Hospital, University of New South Wales, Sydney,
*Australasian Society for Dermatological Research

Recessive d ystrophic epidermolysis bullosa (RDEB) is a recessively inherited blistering disorder due to mutations in the gene encoding collagen
VII, COL7A1, which assembles into anchoring fibrils (AF). AF are essential structures which adhere the lamina densa of the basement membrane
zone of stratified squamous epithelia to islands of collagen IV in the dermis or subepithelial surface of the esophagus and anal canal. RDEB
patients lacking collagen VIl expression develop not only widespread blistering of the skin and mucous membranes, but webbing and later
contractures with fusion of the skin overlying their fingers and toes spontaneously (pseudosyndactyly). In addition, RDEB patients have a 50 fold
increased incidence of squamous cell carcinoma (SCC) in the skin, particularly at certain sites, such as the hands, elbows, knees and feet, as well
as sites of «hronic nonhealing wounds elsewhere on the body, usually covered with dressings. There is no correlation between degree of
differentiation and metastatic potential, with most SCC being well differentiated and yet metastasizing rapidly; they are the leading cause of
premature cleath in these patients, with a life expectancy of 60% 5 years after the first SCC. Multiple primary SCCs start to develop often after the
first one. Ethnicity of the patient and degree of pigmentation is not protective, with the youngest reported RDEB with SCC being a 7 year old
Indian patient. No Ultra-violet signature mutations have been found in these SCCs and there are no Human Papilloma Virus sequences in them.
The cause is still not known.

Our work and others has found that the matrix underlying these SCCs has properties which are permissive for tumour invasion and metastasis.
The urine of RDEB patients has much higher levels of basic FGF than in other forms of EB; basic FGF is angiogenic. In collaboration with Andy
South, the genetic profile of the fibroblasts from below RDEB SCCs has been shown to be distinct from the fibroblasts from RDEB skin where
there is no SCC and from UV induced SCC; the latter two are indistinct. Differential gene expression shows enrichment for extracellular matrix
and adhesion in the RDEB SCC Fibroblast group, such as focal adhesions and receptor-ECM interactions. Thrombospondin and types V and XII
collagen are increased in SCC stroma. Type VI collagen knock down in normal dermal fibroblasts increases type Xli collagen, TSP1 and Wnt5A.
Type VIl collagen re-expression in RDEB SCC fibroblasts reduces type XlI collagen, TSP1 and Wnt5A and reduces invasiveness of RDEB-SCC.
Type VIi collagen re~expression in RDEB SCC fibroblasts reduces ¢SCC tumor growth. With Edel O’Toole we and others have shown that type
Vil collagen acts as a tumour suppressor, by regulating TGFB and angiogenesis. With Fiona Watt, we have found that wound colonization by
flagellated @ram negative organsisms, rather than other bacteria, in RDEB, promotes carcinogenesis. Hence, supplementing collagen VII by
protein therapy in RDEB may not only heal wounds but reduce the incidence of RDEB-SCC and inhibitors of inflammatory pathways in the
stroma may reduce metastasis.

Experience

QUALIFICA TIONS

1984 Medical Sciences degree, King’s College, Cambridge University, UK. Honours 2 : 1
1987 Medical degree (BM BCh) Oxford University Medical School, England; New College.
1993 Diplomate, American Board of Dermatology

1994 F.A.A.D. Fellowship of the American Academy of Dermatology

1997 Specialist Recognition, Health Insurance Commission, Australia

2001 Board Recertification Examination, American Board of Dermatology

2004 Specialist Recognition (Dermatology) Specialist Training Authority, UK

2006 Doctorate of Medicine by published works “Studies in Blistering Disorders” University of NSW, Sydney (M.D.)
2010 Fellowship of the Australasian College of Dermatologists

2013 Board recertification examination, American Board of Dermatology

2014 Fellowship of the Royal College of Physicians of Edinburgh

EMPLOYMENT

1987-1989 Intern and Medical Resident, Oxford & Cambridge Teaching Hospitals, UK
1989-1990 Medical Resident & Research Fellow, Duke University, NC, USA

1990-1993 Dermatology Resident/Chief Resident, UNC-Chapel Hill, NC, USA

19931994 Instructor & Asst Prof, Dept Derm, NYU Medical Center, NY, USA

1995-1996 Clinical Scholar, Lab for investigative Derm, Rockefeller Univ, NY, USA
1996-1999 Lecturer, Dept Derm, St George Hospital, Univ NSW, Sydney, Australia
1999-2003 Snr Lecturer, Dept Derm, St George Hospital, Univ NSW, Sydney, Aus.
2003-2008 Associate Prof, Dept Derm, St George Hospital, Univ NSW, Sydney, Aus
2004-current Chair, Dept Derm, St George Hospital, Univ NSW, Sydney, Aus.

2008~-current Professor, Faculty of Medicine, Univ NSW, Sydney, Australia



