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o DISCUSSION, REVIEW,
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S

MESSAGE FROM THE PRESIDENT OF THE ESPCR

Dear ESPCR member,

[ am writing you to pass on an important notice concerning the 2005 ESPCR
Officers elections.

As you may remember, a call for nominations was issued and the Officers
elections were planned for this month. However, I recently learned that Jean Marie
Naeyaert has suddenly fallen ill for an undetermined time, and will not be able to fulfil
his work as ESPCR Secretary and conduct the elections process. Moreover, Prof.
Naeyaert has been nominated as a candidate for the ESPCR Presidency and is in fact the
only nominee. He also asked to withdraw his nomination, and a new call is therefore
needed.

Under these circumstances and given the dates and the proximity of the summer
vacations, the ESPCR Council has decided to postpone the elections until late
September, after the next [IPCC. Accordingly, a new call for nominations will be issued
in due time and the elections will be completed before the end of the year.

We will give you further information on this issue, and hopefully some better
news on Prof. Naeyaert’s health, during the next ESPCR General Assembly that will
take place in Reston, on September 21, from 10:30 to 11:00.

I take this occasion to wish you good and relaxing summer vacations.

Looking forward to meeting you in Reston,

Jose Carlos Garcia-Borron
President to the ESPCR
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Meeting Report

First Meeting of the Asian Society for Pigment Cell Research (ASPCR)
Feb. 1-2, 2005 - New Delhi, India

WWW.AaSspcCr.org

Editor’s Selection

Mechanisms of skin tanning in different racial/ethnic groups in response to
ultraviolet radiation

Tadokoro T, Yamaguchi Y, Batzer J, Coelho SG, Zmudzka BZ, Miller SA, Wolber R, Beer JZ,
Hearing VJ.
J Invest Dermatol. 2005 Jun;124(6):1326-32.

Abstract : Ultraviolet radiation stimulates pigmentation in human skin, but the mechanism(s) whereby
this increase in melanin production (commonly known as tanning) occurs is not well understood. Few
studies have examined the molecular consequences of UV on human skin of various racial
backgrounds in situ. We investigated the effects of UV on human skin of various races before and at
different times after a single 1 minimal erythemal dose UV exposure. We measured the distribution of
DNA damage that results, as well as the melanin content/distribution and the expression of various
melanocyte-specific genes. The density of melanocytes at the epidermal:dermal junction in different
types of human skin are remarkably similar and do not change significantly within 1 wk after UV
exposure. The expression of melanocyte-specific proteins (including TYR (tyrosinase), TYRP1
(tyrosinase-related protein 1), DCT (tyrosinase-related protein 2), MART1 (melanoma antigens
recognized by T-cells) gp100 (Pmell7/silver), and MITF (micropthalmia transcription factor))
increased from 0 to 7 d after UV exposure, but the melanin content of the skin increased only slightly.
The most significant change, however, was a change in the distribution of melanin from the lower
layer upwards to the middle layer of the skin, which was more dramatic in the darker skin. These
results provide a basis for understanding the origin of different skin colors and responses to UV within
different races.
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CURRENT LITERATURE

1. Chemistry of Melanins and other Pigments
(Dr. A. Napolitano)

The structural features of natural and synthetic melanins were intensively investigated by several research
groups using theoretical approaches and spectroscopic techniques. A map of steady state fluorescence as a
function of excitation and emission wavelengths, and significantly, a three-dimensional map of the "specific
quantum yield" i.e the fraction of photons absorbed at each wavelength that are subsequently radiated at each
emission wavelength was presented by the group of Paul Meredith at the Queensland University (Nighswander-
Rempel et al). An interpretation for the red shifting and broadening of the absorption spectrum observed during
5,6-dihydroxyindole-2-carboxylic acid polymerization as followed by UV spectroscopy was provided by first
principles density functional theory calcns. (Tran et al.). The group of J. Simon examined bovine iris and
choroid melanosomes at two ages by inductively coupled plasma mass spectrometry, elemental analysis, IR
spectrometry, and X-ray photoelectron spectrometry (Hong et al). The results suggest some differences in the
content of carboxylate-containing monomer between iris and choroid melanosomes and loss of carboxylic
functions with ageing.

The possible effects of the peroxidase/H,0O, system in melanogenesis is considered in a paper by Garcia Molina
et al. Of relevance in this connection is a study by Mastore et al establishing by electrochemical methods the
endogenous production of H,O, during melanogenesis and confirming previous reports that tyrosinase can
manifest both catalase and peroxidase activities.

Current analytical methodologies were used to measure eumelanin and pheomelanin in human skin, before and
following irradation, thus providing evidence that both pheomelanin and eumelanin are positively related to skin
color. (Hennessy, A. et al) The ratio of melanin classes was found similar in people with widely different cancer
rates and UVR sensitivity, suggesting that factors other than the amount of pheomelanin may be important in
determining UVR susceptibility in persons with red hair. Finally, a review by Napppi and Christensen offers an
interpretation of the insect innate immunity in terms of melanogenesis and associated cytotoxic reactions.

REACTIVITY AND PROPERTIES

- Capozzi V, Perna G, Gallone A, Biagi PF, Carmone P, Fratello A, Guida G, Zanna P, Cicero R.
Raman and optical spectroscopy of eumelanin films. Journal of Molecular Structure. 744-747, 717-721, 2005.

- Davidenko, SA, Kurik MV, PiryatinskiiYuP, Verbitsky AB.
Studies of melanin pigments of different origin. Crystals and Liquid Crystals 426:37-45, 2005.

- De Albuquerque JE, Giacomantonio C, White AG, Meredith P.
Determination of thermal and optical parameters of melanins by photopyroelectric spectroscopy. Preprint
Archive, Condensed Matter 1-4, 2005.

- Diaz P, Gimeno Y, Carro P, Gonzalez S, Schilardi PL, Benitez G, Salvarezza RC, Creus AH.
Electrochemical Self-Assembly of Melanin Films on Gold. Langmuir 21(13):5924-5930, 2005.

- Hong L, Simon JD.
Physical and chemical characterization of iris and choroid melanosomes isolated from newborn and mature
cows. Photochemistry and Photobiology 81:517-523, 2005.

- Nighswander-Rempel S, Riesz J, Gilmore J, Meredith P.
A quantum yield map for synthetic eumelanin. Preprint Archive, Physics 1-9, 2005.

- Riesz J, Gilmore J, Meredith P.
Quantitative photoluminescence of broad band absorbing melanins: a procedure to correct for inner filter and
re-absorption effects. Spectrochimica Acta, Part A: Molecular and Biomolecular Spectroscopy 61A(9):2153-2160,
2005.
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- Tran M, Linh P, Ben J, Meredith P.
On the relationship between the broad band absorption and secondary structure of eumelanin. Preprint Archive,
Quantitative Biology 1-30, 2005.

BIOSYNTHESIS

- Adachi K, Wakamatsu K, Ito S, Miyamoto N, Kokubo T, Nishioka T, Hirata T.
An oxygen transporter hemocyanin can act on the late pathway of melanin synthesis. Pigment Cell Research
18(3):214-219, 2005.

- Garcia-Molina F, Fenoll LG, Morote JC, Garcia-Ruiz PA, Rodriguez-Lopez JN, Garcia-Canovas F, Tudela J.
Opposite effects of peroxidase in the initial stages of tyrosinase-catalysed melanin biosynthesis. Int J Biochem
Cell Biol. 37(6):1179-96, 2005.

- Kim Y-J, No JK, Lee J-H, Chung H-Y
4,4'-Dihydroxybiphenyl as a new potent tyrosinase inhibitor. Biological & Pharmaceutical Bulletin. 28(2):323-327,
2005.

- Mastore M, Kohler L, Nappi Al.
Production and utilization of hydrogen peroxide associated with melanogenesis and tyrosinase-mediated
oxidations of DOPA and dopamine. FEBS Journal 272(10):2407-2415, 2005.

- Nappi AJ, Christensen BM.
Melanogenesis and associated cytotoxic reactions: applications to insect innate immunity. Insect Biochem Mol
Biol. 35(5):443-59, 2005.

MELANIN ANALYSIS

- Hennessy A, Oh C, Diffey B, Wakamatsu K, Ito S, Rees J.
Eumelanin and pheomelanin concentrations in human epidermis before and after UVB irradiation..Pigment
Cell Research 18(3):220-223, 2005.

- Higashi Y, Fujii Y.
Simultaneous Determination of the Binding of Amantadine and Its Analogues to Synthetic Melanin by Liquid
Chromatography After Precolumn Derivatization with Dansyl Chloride. Journal of Chromatographic Science
43(4):213-217, 2005.

MELANIN PRECURSORS

- KvamE, Dahle J.
The pheomelanin precursor 5-S-cysteinyldopa protects melanocytes from membrane damage induced by
ultraviolet A radiation. Cancer Lett. 221(2):131-134, 2005.

OTHER PIGMENTS

- Aghajanyan AE, Hambardzumyan AA, Hovsepyan A S, Asaturian RA, Vardanyan AA, Saghiyan AA.
Isolation, purification and physicochemical characterization of water-soluble Bacillus thuringiensis melanin.
Pigment Cell Research 18(2), 130-135, 2005.

- ChenY, Deng Y, Wang J, Cai J, Ren G.
Characterization of melanin produced by a wild-type strain of Bacillus thuringiensis. J Gen Appl Microbiol.
50(4),183-188, 2005.

- de Cassia R, Goncalves R, Pombeiro-Sponchiado SR.
Antioxidant activity of the melanin pigment extracted from Aspergillus nidulans. Biol Pharm Bull. 28(6), 1129-
1131, 2005.

- Eisenman HC, Nosanchuk JD, Webber JB, Emerson RJ, Camesano TA, Casadevall A.
Microstructure of cell wall-associated melanin in the human pathogenic fungus Cryptococcus neoformans.
Biochemistry. 44(10), 3683-3693, 2005.

- Oloke JK, Glick BR.
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Production of bioemulsifier by an unusual isolate of salmon/red melanin containing Rhodotorula glutinis.
African Journal of Biotechnology 4(2),164-171, 2005.

Singh P, Piotrowski M, Gau AE.

Purification and partial characterization of an extracellular melanoprotein from the fungus Venturia
inaequalis. Z Naturforsch [C]. 60(1-2), 109-115, 2005.
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2. Biology of pigment cells and pigmentary disorders
(Dr. M. Picardo)

Boucneau J, De Schepper S, Vuylsteke M, Van Hummelen P, Naeyaert JM, Lambert J.

Gene expression profiling of cultured human NF1 heterozygous (NF1) melanocytes reveals downregulation of a
transcriptional cis-regulatory network mediating activation of the melanocyte-specific dopachrome tautomerase
(DCT) gene. Pigment Cell Res. 18(4):285-99, 2005.

Canton I, Akhtar S, Gavalas NG, Gawkrodger DJ, Blomhoff A, Watson PF, Weetman AP, Kemp EH.
A single-nucleotide polymorphism in the gene encoding lymphoid protein tyrosine phosphatase (PTPN22)
confers susceptibility to generalised vitiligo. Genes Immun. 2005 Jul 14.

Chintala S, Li W, Lamoreux ML, Ito S, Wakamatsu K, Sviderskaya EV, Bennett DC, Park YM, Gahl WA, Huizing M,
Spritz RA, Ben S, Novak EK, Tan J, Swank RT.

Slc7all gene controls production of pheomelanin pigment and proliferation of cultured cells. Proc Natl Acad Sci
U S A. 2005 Jul 21.

Fernandez Y, Verhaegen M, Miller TP, Rush JL, Steiner P, Opipari AW Jr, Lowe SW, Soengas MS.
Differential regulation of noxa in normal melanocytes and melanoma cells by proteasome inhibition:
therapeutic implications. Cancer Res. 65(14):6294-304, 2005.

Galadari I.
Serum levels of the soluble interleukin-2 receptor in vitiligo patients in UAE. Allerg Immunol (Paris). 37(3):109-
11, 2005.

Garbelli S, Mantovani S, Palermo B, Giachino C.
Melanocyte-specific, cytotoxic T cell responses in vitiligo: the effective variant of melanoma immunity? Pigment
Cell Res. 18(4):234-42, 2005.

Garraway LA, Widlund HR, Rubin MA, Getz G, Berger AJ, Ramaswamy S, Beroukhim R, Milner DA, Granter SR,
DuJ, Lee C, Wagner SN, Li C, Golub TR, Rimm DL, Meyerson ML, Fisher DE, Sellers WR.

Integrative genomic analyses identify MITF as a lineage survival oncogene amplified in malignant melanoma.
Nature. 436(7047):117-22, 2005.

Halaban R.
Rb/E2F: a two-edged sword in the melanocytic system. Cancer Metastasis Rev. 24(2):339-56, 2005.

Kim EJ, Park HY, Yaar M, Gilchrest BA.
Modulation of vascular endothelial growth factor receptors in melanocytes. Exp Dermatol. 14(8):625-33, 2005.

Laberge G, Mailloux CM, Gowan K, Holland P, Bennett DC, Fain PR, Spritz RA.
Early disease onset and increased risk of other autoimmune diseases in familial generalized vitiligo. Pigment Cell
Res. 18(4):300-5, 2005.

Lacosta AM, Muniesa P, Ruberte J, Sarasa M, Dominguez L.
Novel expression patterns of Pax3/Pax7 in early trunk neural crest and its melanocyte and non-melanocyte
lineages in amniote embryos. Pigment Cell Res. 18(4):243-51, 2005.

Lee AY, Kim NH, Choi WI, Youm YH.

Less keratinocyte-derived factors related to more keratinocyte apoptosis in depigmented than normally
pigmented suction-blistered epidermis may cause passive melanocyte death in vitiligo. J Invest
Dermatol124(5):976-83, 2005.

LiuJB, Li M, Yang S, Gui JP, Wang HY, Du WH, Zhao XY, Ren YQ, Zhu YG, Zhang X].
Clinical profiles of vitiligo in China: an analysis of 3742 patients. Clin Exp Dermatol. 30(4):327-31, 2005.

Mason CP, Gawkrodger DJ.
Vitiligo presentation in adults. Clin Exp Dermatol. 30(4):344-5, 2005.

Mulekar SV, Al Eissa A, Asaad M.

Koebnerization of donor site in unilateral vitiligo patients, treated successfully by autologous, noncultured
melanocyte-keratinocyte (MK) cell transplantation. Clin Exp Dermatol. 30(4):445-6, 2005.
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Pianigiani E, Andreassi A, Andreassi L.
Autografts and cultured epidermis in the treatment of vitiligo. Clin Dermatol.23(4):424-9, 2005.

Rossi GR, Unfer RC, Seregina T, Link CJ.
Complete protection against melanoma in absence of autoimmune depigmentation after rejection of melanoma
cells expressing alpha(1,3)galactosyl epitopes. Cancer Immunol Immunother. 2005 May 12.

Schriek G, Oppitz M, Busch C, Just L, Drews U.
Human SK-Mel 28 melanoma cells resume neural crest cell migration after transplantation into the chick
embryo. Melanoma Res. 15(4):225-34, 2005.

Sedghizadeh PP, Williams JD, Allen CM, Prasad ML.
MSG-1 expression in benign and malignant melanocytic lesions of cutaneous and mucosal epithelium. Med Sci
Monit. 11(7):BR189-94, 2005.

Tonks ID, Hacker E, Irwin N, Muller HK, Keith P, Mould A, Zournazi A, Pavey S, Hayward NK, Walker G, Kay GF.
Melanocytes in conditional Rb-/- mice are normal in vivo but exhibit proliferation and pigmentation defects in
vitro. Pigment Cell Res. 18(4):252-64, 2005.

Zailaie MZ.

Decreased proinflammatory cytokine production by peripheral blood mononuclear cells from vitiligo patients
following aspirin treatment. Saudi Med J.;26(5):799-805, 2005.
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3. MSH, MCH, other hormones, differentiation

(Dr. R. Morandini)

Si-multi-electrode arrays implanted into brain tissue for long-term recording lose electrical connectivity due to
the post-implantation inflammatory reaction. This inflammatory reaction creates a physical and electrical gap
between the electrode and the surrounding neurons. Zhong (2005) uses nitrocellulose-based, bioactive coatings
that release alpha-MSH. The alpha-MSH released on day 21 was still bioactive, and successfully inhibited nitric
oxide (NO) production by LPS-stimulated microglia. In the same way, Schultz (2005) shows that
Polyelectrolyte multilayer films made of poly-(L-lysine) (PLL) and poly-(L-glutamic acid) (PGA) have been
functionalized by covalent binding of a synthetic analogue of the anti-inflammatory peptide, alpha-MSH to
PGA to create biologically active coatings for tracheal prostheses. For prostheses modified by PGA ending
multilayer films, a more regular and less obstructive cell layer was observed on the endoluminal side compared
to those modified by PLL ending films. Systemic anti-inflammatory IL-10 production was only detected in rats
implanted with prostheses functionalized by alpha-MSH, demonstrating, in vivo, the anti-inflammatory activity
of the embedded peptide into multilayer architectures.

These data are in accordance and confirm the anti-inflammatory action of alpha-MSH.

alpha-MSH acts through the stimulation of cAMP pathway. Busca (2005) has shown that cAMP
transcriptionally activates Hifla gene in a melanocyte cell-specific manner resulting in stimulation of VEGF
expression. alpha-MSH is a potent anti-inflammatory hormone.

The mammalian melanocortin system has been established as a crucial regulatory component in an
extraordinarily diverse number of physiological functions. In contrast, comparatively little is known about the
avian melanocortin system. The data reviewed by Boswell (2005) indicate that the melanocortin system has
been strongly conserved during vertebrate evolution and that alpha-MSH is produced locally in birds to act as an
autocrine/paracrine hormone.

Regulation and signal transduction

- Bonetto S, Carlavan I, Baty D.
Isolation and characterization of antagonist and agonist peptides to the human melanocortin 1 receptor.
Peptides. 2005 May 10;

- Boswell T, Takeuchi S.
Recent developments in our understanding of the avian melanocortin system: Its involvement in the regulation
of pigmentation and energy homeostasis. Peptides. 2005 Jun 21.

- Busca R, Berra E, Gaggioli C, Khaled M, Bille K, Marchetti B, Thyss R, Fitsialos G, Larribere L, Bertolotto C, Virolle
T, Barbry P, Pouyssegur J, Ponzio G, Ballotti R.
Hypoxia-inducible factor 1{alpha} is a new target of microphthalmia-associated transcription factor (MITF) in
melanoma cells. J Cell Biol. 170(1):49-59, 2005.

- Deacon SW, Nascimento A, Serpinskaya AS, Gelfand VI.
Regulation of bidirectional melanosome transport by organelle bound MAP kinase. Curr Biol. 8;15(5):459-63,
2005.

- Desrues L, Castel H, Malagon MM, Vaudry H, Tonon MC.
The regulation of alpha-MSH release by GABA is mediated by a chloride-dependent [Ca(2+)](c) increase in
frog melanotrope cells. Peptides. 2005 Jun 27.

- Harmer SC, Bicknell AB.
Role of gamma-MSH peptides in the regulation of adrenal steroidogenesis. Peptides. 2005 Jun 25.

- Mayer JP, Hsiung HM, Flora DB, Edwards P, Smith DP, Zhang XY, Gadski RA, Heiman ML, Hertel JL, Emmerson
PJ, Husain S, O'brien TP, Kahl SD, Smiley DL, Zhang L, Dimarchi RD, Yan LZ.
Discovery of a beta-MSH-derived MC-4R selective agonist. J Med Chem. 48(9):3095-8, 2005.

- Metz JR, Geven EJ, van den Burg EH, Flik G.
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ACTH, {alpha}-MSH and control of cortisol release: Cloning, sequencing and functional expression of the
melanocortin-2 and melanocortin-5 receptor in Cyprinus carpio. Am J Physiol Regul Integr Comp Physiol. 2005
May 12.

Murdoch H, Feng GJ, Bachner D, Ormiston L, White JH, Richter D, Milligan G.
Periplakin interferes with G protein activation by the melanin-concentrating hormone receptor-1 by binding to
the proximal segment of the receptor C-terminal tail. J Biol Chem 280(9):8208-20, 2005.

Newton RA, Smit SE, Barnes CC, Pedley J, Parsons PG, Sturm RA.
Activation of the CAMP pathway by variant human MCL1R alleles expressed in HEK and in melanoma cells.
Peptides. 2005 Jun 28.

Nickolls SA, Fleck B, Hoare SR, Maki RA.
Functional selectivity of melanocortin 4 receptor peptide and nonpeptide agonists: evidence for ligand-specific
conformational states. J Pharmacol Exp Ther.313(3):1281-8, 2005. Epub 2005 Mar 2.

Rouzaud F, Kadekaro AL, Abdel-Malek ZA, Hearing VJ.
MCI1R and the response of melanocytes to ultraviolet radiation. Mutat Res. 571(1-2):133-52, 2005. Epub 2005 Jan
26.

Schioth HB, Haitina T, Ling MK, Ringholm A, Fredriksson R, Cerda-Reverter JM, Klovins J.
Evolutionary conservation of the structural, pharmacological, and genomic characteristics of the melanocortin
receptor subtypes. Peptides. 2005 Jun 25.

Takahashi A, Nakata O, Kasahara M, Sower SA, Kawauchi H.
Structures for the proopiomelanocortin family genes proopiocortin and proopiomelanotropin in the sea
lamprey Petromyzon marinus. Gen Comp Endocrinol. 2005 Jun 23.

Taylor AW.
The immunomodulating neuropeptide alpha-melanocyte-stimulating hormone (alpha-MSH) suppresses LPS-
stimulated TLR4 with IRAK-M in macrophages. J Neuroimmunol 162(1-2):43-50, 2005.

Yang Y, Chen M, Loux TJ, Georgeson KE, Harmon CM.
Molecular mechanism of the intracellular segments of the melanocortin-4 receptor for NDP-MSH signaling.
Biochemistry. 44(18):6971-9, 2005.

Zhou L, Williams T, Lachey JL, Kishi T, Cowley MA, Heisler LK.
Serotonergic pathways converge upon central melanocortin systems to regulate energy balance. Peptides. 2005
Jun 29.

Global effect on cell in vitro

Beaumont KA, Newton RA, Smit DJ, Helen Leonard J, Stow JL, Sturm RA.
Altered cell surface expression of human MC1R variant receptor alleles associated with red hair and skin
cancer risk. Hum Mol Genet. 2005 Jun 22.

Louiset E, Belmeguenai A, Desrues L, Leprince J, Tonon MC, Vaudry H.
Signal transduction in rana melanotrope cells: mechanism of action of neurotensin on secretory and electrical
activities. Ann N'Y Acad Sci. 1040:131-6, 2005.

VAN DEN Hurk MJ, Scheenen WJ, Roubos EW, Jenks BG.
Calcium Influx through Voltage-Operated Calcium Channels Is Required for Proopiomelanocortin Protein
Expression in Xenopus Melanotropes. Ann N'Y Acad Sci. 1040:494-7, 2005.

Zhong Q, Sridhar S, Ruan L, Ding KH, Xie D, Insogna K, Kang B, Xu J, Bollag RJ, Isales CM.
Multiple melanocortin receptors are expressed in bone cells. Bone.36(5):820-31, 2005. Epub 2005 Mar 31.

Clinical investigation

Bonilla C, Boxill LA, Donald SA, Williams T, Sylvester N, Parra EJ, Dios S, Norton HL, Shriver MD, Kittles RA.
The 8818G allele of the agouti signaling protein (ASIP) gene is ancestral and is associated with darker skin color
in African Americans. Hum Genet. 116(5):402-6, 2005.
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- Francke F, Richter D, Bachner D.
Immunohistochemical distribution of MIZIP and its co-expression with the Melanin-concentrating hormone
receptor 1 in the adult rodent brain. Brain Res Mol Brain Res. 2005 Jun 8.

- Froidevaux S, Calame-Christe M, Tanner H, Eberle AN.
Melanoma targeting with DOTA-alpha-melanocyte-stimulating hormone analogs: structural parameters
affecting tumor uptake and kidney uptake. J Nucl Med 46(5):887-95, 2005.

- McQuade P, Miao Y, Yoo J, Quinn TP, Welch MJ, Lewis JS.
Imaging of melanoma using 64Cu- and 86Y-DOTA-ReCCMSH(Argl1), a cyclized peptide analogue of alpha-
MSH. J Med Chem. 48(8):2985-92, 2005.

- Schultz P, Vautier D, Richert L, Jessel N, Haikel Y, Schaaf P, Voegel JC, Ogier J, Debry C.
Polyelectrolyte multilayers functionalized by a synthetic analogue of an anti-inflammatory peptide, alpha-MSH,
for coating a tracheal prosthesis. Biomaterials. 26(15):2621-30, 2005.

- Stutz AM, Morrison CD, Argyropoulos G.
The Agouti-related protein and its role in energy homeostasis. Peptides. 2005 Jun 13;

- Wermter AK, Reichwald K, Buch T, Geller F, Platzer C, Huse K, Hess C, Remschmidt H, Gudermann T, Preibisch G,
Siegfried W, Goldschmidt HP, Li WD, Price RA, Biebermann H, Krude H, Vollmert C, Wichmann HE, Illig T,
Sorensen TI, Astrup A, Larsen LH, Pedersen O, Eberle D, Clement K, Blundell J, Wabitsch M, Schafer H, Platzer M,
Hinney A, Hebebrand J.

Mutation analysis of the MCHR1 gene in human obesity. Eur J Endocrinol. 152(6):851-62, 2005.

- Zhong Y, Bellamkonda RV.
Controlled release of anti-inflammatory agent alpha-MSH from neural implants. J Control Release. 2005 Jun 22.

Others - Not classified

- Amano M, Takahashi A, Yamanome T, Oka Y, Amiya N, Kawauchi H, Yamamori K.
Immunocytochemical localization and ontogenic development of alpha-melanocyte-stimulating hormone (alpha-
MSH) in the brain of a pleuronectiform fish, barfin flounder. Cell Tissue Res. 320(1):127-34, 2005.

- Bradley RL, Mansfield JP, Maratos-Flier E.
Neuropeptides, including neuropeptide Y and melanocortins, mediate lipolysis in murine adipocytes. Obes
Res.13(4):653-61, 2005.

- Brogden KA, Guthmiller JM, Salzet M, Zasloff M.
The nervous system and innate immunity: the neuropeptide connection. Nat Immunol. 6(6):558-64, 2005.

- Cai M, Mayorov AV, Cabello C, Stankova M, Trivedi D, Hruby VJ.
Novel 3D pharmacophore of alpha-MSH/gamma-MSH hybrids leads to selective human MC1R and MC3R
analogues. ] Med Chem 48(6):1839-48, 2005.

- Cai M, Mayorov AV, Ying J, Stankova M, Trivedi D, Cabello C, Hruby VJ.
Design of novel melanotropin agonists and antagonists with high potency and selectivity for human
melanocortin receptors. Peptides. 2005 May 2.

- Cho MK, Lee CJ, Lee CH, Li SZ, Lim SK, Baik JH, Lee W.
Structure and function of the potent cyclic and linear melanocortin analogues. J Struct Biol. 150(3):300-8, 2005.
Epub 2005 Apr 13.

- Cone RD.
Anatomy and regulation of the central melanocortin system. Nat Neurosci. 8(5):571-8, 2005. Review.

- Dridi S, Swennen Q, Decuypere E, Buyse J.
Mode of leptin action in chicken hypothalamus. Brain Res. 1047(2):214-23, 2005.

- IdaT, Mori K, Miyazato M, Egi Y, Abe S, Nakahara K, Nishihara M, Kangawa K, Murakami N.
Neuromedin S is a novel anorexigenic hormone. Endocrinology. 2005 Jun 23.
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Ito N, Ito T, Kromminga A, Bettermann A, Takigawa M, Kees F, Straub RH, Paus R.
Human hair follicles display a functional equivalent of the hypothalamic-pituitary-adrenal (HPA) axis and
synthesize cortisol. FASEB J. 2005 Jun 9.

Kokare DM, Dandekar MP, Chopde CT, Subhedar N.
Interaction between neuropeptide Y and alpha-melanocyte stimulating hormone in amygdala regulates anxiety
in rats. Brain Res. 1043(1-2):107-14, 2005.

Kopanchuk S, Veiksina S, Petrovska R, Mutule I, Szardenings M, Rinken A, Wikberg JE.
Co-operative regulation of ligand binding to melanocortin receptor subtypes: evidence for interacting binding
sites. Eur J Pharmacol. 512(2-3):85-95, 2005.

Mashiko S, Ishihara A, Gomori A, Moriya R, Ito M, Iwaasa H, Matsuda M, Feng Y, Shen Z, Marsh DJ, Bednarck MA,
MacNeil DJ, Kanatani A.

Antiobesity effect of a melanin-concentrating hormone 1 receptor antagonist in diet-induced obese mice.
Endocrinology. 146(7):3080-6, 2005.

Ramos EJ, Romanova IV, Suzuki S, Chen C, Ugrumov MV, Sato T, Goncalves CG, Meguid MM.
Effects of omega-3 fatty acids on orexigenic and anorexigenic modulators at the onset of anorexia. Brain
Res.1046(1-2):157-64, 2005.

Roy M, David NK, Danao JV, Baribault H, Tian H, Giorgetti M.
Genetic Inactivation of Melanin-Concentrating Hormone Receptor Subtype 1 (MCHR1) in Mice Exerts
Anxiolytic-Like Behavioral Effects. Neuropsychopharmacology. 2005 Jun 29.

van den Hurk MJ, Jenks BG, Roubos EW, Scheenen W1J.
The extracellular calcium-sensing receptor increases the number of calcium steps and action currents in
pituitary melanotrope cells. Neurosci Lett. 377(2):125-9, 2005. Epub 2004 Dec 21.

Wilkinson M, Wilkinson D, Wiesner G, Morash B, Ur E.

Hypothalamic resistin immunoreactivity is reduced by obesity in the mouse: co-localization with alpha-
melanostimulating hormone. Neuroendocrinology. 81(1):19-30, 2005. Epub 2005 Apr 1.
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4. Photobiology

(Dr. N. Smit)

A role of IFN-y in activation of melanocytes is suggested for the development of pigmented spots in a mouse
model (Aoki eta l). The paper describes that genes of various chemokines are upregulated by IFN-y. An
interactive network of keratinocytes, T lymphocytes, mast cells and macrophages would provide a suitable local
environment for the activation of melanocytes. Importance of the local environment may also be implicated
from the work of Tadokoro et al. In skin of different racial/ethnic groups the effects of UV was examined in
situ. Expression of various melanocyte-specific proteins was increased after UV exposure but the most
significant change was the shift of melanin distribution from the lower layer upwards to the middle layer,
especially in the darker skin types. The study by Landi et al confirms earlier studies demonstrating the
association of MCIR variant alleles and increased risk of sporadic and familial melanoma.

In individuals with fewer additional risk factors (darker skin type and few nevi) this association is even stronger.
In the previous bulletin already the work of Bohm was described that showed influence of MSH on nucleotide
excision repair, improved survival and reduced apoptosis. Also in the paper by Kadekaro et al positive effects of
oMSH and endothelin-1 on prevention of UV induced apoptosis is reported. Melanocyte cultures with loss of
function MC1R mutations did not show the same protection against apoptosis for the cells treated with aMSH.
The increase in apoptosis for the loss of function MC1R melanocytes by the control UV treatment was however
also lower than in the cells with functional MCIR .

A possible difference in the apoptotic response between cells with functional and non-functional MC1R might
explain why certain cancer prone individuals develop malignant melanoma. Runger et al describe that such
differences in apoptotic responses between keratinocytes and melanocytes may give an explanation why
mutations in the cell cycle regulating genes INK4a/ARF ultimately lead to melanoma and not to the non-
melanoma UV induced skin cancers. The paper by Assefa et al gives a nice review about factors involved in the
apoptotic response to UV in keratinocytes and gives some more insight in the complex mechanisms involved in
UV induced signaling. The role of reactive oxygen species, lysosomal proteases and many cytosolic signaling
proteins as described in this review could be differently regulated in melanocytes but will also be of great
relevance for the situation in the pigment cells.

- Aoki H, Moro O.
Upregulation of the IFN-gamma-stimulated genes in the development of delayed pigmented spots on the dorsal
skin of F1 mice of HR-1 x HR/De. J Invest Dermatol 124: 1053-1061, 2005.

- Assefa Z, Van Laethem A, Garmyn M, Agostinis P.
Ultraviolet radiation-induced apoptosis in keratinocytes: On the role of cytosolic factors. Biochim Biophys Acta
2005.

- Bauer J, Buttner P, Wiecker TS, Luther H, Garbe C.
Effect of sunscreen and clothing on the number of melanocytic nevi in 1,812 German children attending day
care. Am J Epidemiol 161: 620-627, 2005.

- Beane Freeman LE, Dennis LK, Lynch CF, Lowe JB, Clarke WR.
Test-retest of self-reported exposure to artificial tanning devices, self-tanning creams, and sun sensitivity
showed consistency. J Clin Epidemiol 58: 430-432, 2005.

- Berking C.
The role of ultraviolet irradiation in malignant melanoma. Hautarzt 56: 687-697, 2005.
Taken together, animal models and epidemiological data suggest a UV A-associated pathogenesis of melanoma that
puts into question the effectiveness of sunscreens in melanoma prevention.

- BhawanJ.
Assessment of the long-term safety of topical retinoids. Cutis 75: 25-31, 2005.

- Bivik CA, Andersson EB, Rosdahl IK.

Wavelength-specific effects on UVB-induced apoptosis in melanocytes. A study of Bcl-2/Bax expression and
keratinocyte rescue effects. Melanoma Res 2005, 15: 7-13, 2005.
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Chin MY, Ng KC, Li G.
The novel tumor suppressor p33ING2 enhances UVB-induced apoptosis in human melanoma cells. Exp Cell Res
2005, 304: 531-543, 2005.

Dauda MM, Shehu SM.
Malignant melanoma : a review. Niger Postgrad Med J 12: 125-130, 2005.

Eide MJ, Weinstock MA.
Association of UV index, latitude, and melanoma incidence in nonwhite populations--US Surveillance,
Epidemiology, and End Results (SEER) Program, 1992 to 2001. Arch Dermatol 141: 477-481, 2005.

Felcht M, Fischer JC, Michels M, Weinhold M, Zouboulis CC.

Malignant melanoma -- a medical students' viewpoint. J Dtsch Dermatol Ges 421-430, 2005.

Abstract: Malignant melanoma is a primarily cutaneous melanocytic tumour with increasing incidence responsible for
90 % of skin cancer mortality. Genetic predisposition has been identified as the most important risk factor, while UV is
second in importance and can be avoided.

Goldberg DJ, Marmur ES, Schmults C, Hussain M, Phelps R.
Histologic and ultrastructural analysis of ultraviolet B laser and light source treatment of leukoderma in striae
distensae. Dermatol Surg 31: 385-387, 2005.

Hennessy A, Oh C, Diffey B, Wakamatsu K, Ito S, Rees J.
Eumelanin and pheomelanin concentrations in human epidermis before and after UVB irradiation. Pigment Cell
Res 18: 220-223, 2005.

Hussein MR.
Ultraviolet radiation and skin cancer: molecular mechanisms. J Cutan Pathol 32: 191-205, 2005.

Kadekaro AL, Kavanagh R, Kanto H, Terzieva S, Hauser J, Kobayashi N et al.
alpha-Melanocortin and endothelin-1 activate antiapoptotic pathways and reduce DNA damage in human
melanocytes. Cancer Res 65: 4292-4299, 2005.

Kaskel P, Rohwer H, Osterwalder U, Peter RU.
Improving textile sun protection by regular washing of clothing. Fortschr Med Orig 119 Suppl 2: 91-94, 2001.

Krengel S, Stark I, Geuchen C, Knoppe B, Scheel G, Schlenke P et al.
Selective down-regulation of the alpha6-integrin subunit in melanocytes by UVB light. Exp Dermatol 14: 411-
419, 2005.

Kvam E, Dahle J.
The pheomelanin precursor 5-S-cysteinyldopa protects melanocytes from membrane damage induced by
ultraviolet A radiation. Cancer Lett 221: 131-134, 2005.

Landi MT, Kanetsky PA, Tsang S, Gold B, Munroe D, Rebbeck T et al.
MCI1R, ASIP, and DNA repair in sporadic and familial melanoma in a Mediterranean population. J Natl Cancer
Inst 97: 998-1007, 2005.

Lloyd RS.
Investigations of pyrimidine dimer glycosylases - a paradigm for DNA base excision repair enzymology. Mutat
Res 2005.

Mouret S, Sauvaigo S, Peinnequin A, Favier A, Beani JC, Leccia MT.

E6* oncoprotein expression of human papillomavirus type-16 determines different ultraviolet sensitivity related
to glutathione and glutathione peroxidase antioxidant defence. Exp Dermatol 14: 401-410, 2005.

The results of our study suggest that E6* levels could modulate the glutathione/glutathione peroxidase pathway
providing a mechanism to protect HPV-infected keratinocytes against an environmental oxidative stress, such as UV
radiation

Musumeci F, Applegate LA, Privitera G, Scordino A, Tudisco S, Niggli HJ.
Spectral analysis of laser-induced ultraweak delayed luminescence in cultured normal and tumor human cells:
temperature dependence. J Photochem Photobiol B 79: 93-99, 2005.

Niggli HJ, Tudisco S, Privitera G, Applegate LA, Scordino A, Musumeci F.
Laser-ultraviolet-A-induced ultraweak photon emission in mammalian cells. J Biomed Opt, 10: 24006, 2005.
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Pastila R, Leszczynski D.
Ultraviolet A exposure might increase metastasis of mouse melanoma: a pilot study. Photodermatol
Photoimmunol Photomed 21: 183-190, 2005.

Pfeifer GP, You YH, Besaratinia A.
Mutations induced by ultraviolet light. Mutat Res 571: 19-31, 2005.

Pianigiani E, Risulo M, Andreassi A, Taddeucci P, Ierardi F, Andreassi L.
Autologous epidermal cultures and narrow-band ultraviolet B in the surgical treatment of vitiligo. Dermatol
Surg 31: 155-159, 2005.

Runger TM, Vergilis I, Sarkar P, DePinho RA, Sharpless NE.
How disruption of cell cycle regulating genes might predispose to sun-induced skin cancer. Cell Cycle 4: 643-
645, 2005.

Stander S, Schwarz T.

Tumor necrosis factor-related apoptosis-inducing ligand (TRAIL) is expressed in normal skin and cutaneous
inflammatory diseases, but not in chronically UV-exposed skin and non-melanoma skin cancer. AmJ
Dermatopathol 27: 116-121, 2005.

Tadokoro T, Yamaguchi Y, Batzer J, Coelho SG, Zmudzka BZ, Miller SA et al.

Mechanisms of skin tanning in different racial/ethnic groups in response to ultraviolet radiation. J Invest
Dermatol 124: 1326-1332, 2005.
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5. Neuromelanins
(Prof. M. d'Ischia)

Among the papers that appeared from March to July 2005, two reviewing articles are deserving of mention.
One, due to Fedorow et al. (2005), provides a comparative perspective of neuromelanin and the melanins found
in other body tissues. After surveying the basic differences concerning biogenesis and cellular localization, the
authors examined possible mechanisms in common relating to the biological functions, and emphasized the
possible role of neuromelanin in the intracellular oxidative processes leading to neuronal cell death.

The other review, by Mendez-Alvarez and Soto-Otero (2005), surveys the potentially dangerous role of
dopamine for dopaminergic neurones in an oxidative stress setting and the relationship with the pathogenesis of
Parkinson's disease. In the authors’ view, main damaging processes mediated by the catecholamine include 1)
autoxidation of the catechol ring to form a range of reactive oxygen species via sequential electron transfer to
oxygen and concomitant deposition of neuromelanin acting as an iron sink; and ii) oxidative conversion to
neurotoxins which may interfere with mitochondrial respiration thus leading to cell death.

Finally, Morawski et al. (2005) investigated the intra- and extraneuronal concentrations of iron and other
elements of the human substantia nigra pars compacta vs. pars reticulata using a sophisticated methodology
based on a scanning proton beam focussed down to below 1 ~m that induces characteristic X-rays in the
specimen. This technique allowed subcellular spatial resolution and yielded unprecedented insight into the intra-
and extraneuronal iron concentrations and distribution. The data provided corroborating evidence that the
increased intraneuronal iron content is linked to neuromelanin.

- Fedorow H., Tribl F., Halliday G., Gerlach M., Riederer P., Double K. L.
Neuromelanin in human dopamine neurons: Comparison with peripheral melanins and relevance to
Parkinson's disease. Progress in Neurobiology 75(2):109-124, 2005.
Abstract : Neuromelanin (NM) is a dark polymer pigment produced in specific populations of catecholaminergic
neurons in the brain. It appears in greatest quantities in the human brain, in lesser amts. in some other non-human
primates, but is absent from the brain in many lower species. Interest in this pigment has seen a resurgence in recent
years because of a hypothesised link between neuromelanin and the especial vulnerability of neuromelanin-contg.
neurons to cell death in Parkinson's disease (PD). Little is known regarding the biol. of neuromelanin. As
neuromelanin appears to have characteristics in common with the better studied peripheral melanin pigments this
review compares what is known about neuromelanin with melanins found in other body tissues. Unlike peripheral
melanins, which are produced in specialised cells called melanocytes and may be transferred to other cell types,
neuromelanin granules are believed to be stored in the cell in which they are produced. Neuromelanin granules display
a unique, more heterogeneous appearance compared with peripheral melanins. Unlike melanin, neuromelanin is
traditionally thought to result from a non-enzymic synthesis pathway with no known pathway for neuromelanin
catabolism. More recent data, however, is indicative of some regulation of neuromelanin synthesis and turnover. By
analogy with peripheral melanins, neuromelanin may function in vivo to attenuate the effects of damaging stimuli.
Among several possible mechanisms suggested, the ability of neuromelanin to interact with transition metals, esp. iron,
and to mediate intracellular oxidative mechanisms has received particular attention. Recent data from neuromelanin in
the Parkinson's disease brain suggests that this proposed function may be compromised, thus rendering pigmented
neurons vulnerable to oxidative damage in this disorder.

- Mendez-Alvarez Estefania, Soto-Otero, Ramon.
Dopamine: a double-edged sword for the human brain. Recent Research Developments in Life Sciences 2:217-246,
2004.
Abstract : Dopamine is a catecholamine that plays an important role in the human brain as an inhibitor
neurotransmitter particularly involved in the modulation of the motor function. It is synthesized in the nerve terminals
of dopaminergic neurons from the precursor amino acid tyrosine. The synthesis begins with the conversion of tyrosine
to L-DOPA through the action of tyrosine hydroxylase, a rate-limiting step for dopamine synthesis, for which reason
the activity of this enzyme is tightly controlled. The L-DOPA is then immediately metabolized to dopamine by L-
arom. amino acid decarboxylase. In the nerve terminals, dopamine is stored in synaptic vesicles whose acidic content
prevents the autoxidn. of the neurotransmitter, and from which is released by an exocytotic process triggered by a
convenient physiol. stimuli. The action of dopamine is terminated by its re-uptake by a membrane-assocd. transporter
protein and subsequent reutilization or catabolism by monoamine oxidase (MAQ) and catechol-O-methyltransferase
(COMT). However, the major hazard with this neurotransmitter comes from the easier oxidn. of its catechol ring
through a process which involves a single-electron transfer to oxygen (O2). Thus, the autoxidn. of dopamine results in
the formation of anion superoxide (O2 -), hydrogen peroxide (H202), hydroxyl radical ( OH) and other reactive
oxygen species (ROS) capable of generating oxidative stress and consequently to initiate a neurodegenerative process.
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The autoxidn. of dopamine is terminated with the formation of neuromelanin, a polymeric substance capable of
accumulate iron, which enhances the vulnerability of dopaminergic neurons due the ability of this metal to promote the
generation of ROS. The metab. of dopamine by MAO also involves the generation of H202, thus contributing to
enhance the hazard of this neurotransmitter.

Furthermore, dopamine easily forms dopaminergic neurotoxins in the brain, which may cause depletion of ATP in
dopaminergic neurons through inhibition of the mitochondrial respiratory chain with subsequent cell death. This
review summarizes recent data supporting the danger dopamine holds for the brain, particularly for dopaminergic
neurons, and its potential involvement in the pathogenesis and development of Parkinson's disease.

Morawski M., Meinecke Ch., Reinert T., Doerffel A. C., Riederer P., Arendt T., Butz T.

Determination of trace elements in the human substantia nigra. Nuclear Instruments & Methods in Physics
Research, Section B: Beam Interactions with Materials and Atoms 231:224-228, 2005.

Abstract : "The gain in brain is mainly in the stain" was long time a key sentence for research in neurodegenerative
disease. However, for a quantification of the element concns. (esp. iron) in brain tissue, std. staining methods are
insufficient. Advanced phys. methods allow a quant. elemental anal. of brain tissue. The sophisticated ion beam anal.
provides a quant. detn. of elemental concns. with a subcellular spatial resoln. using a scanning proton beam focussed
down to below 1 m that induces characteristic X-rays in the specimen (PIXE - particle induced X-ray emission).
Histochem. and biochem. detns. of total iron content in brain regions from idiopathic Parkinson's disease have
demonstrated an increase of iron in parkinsonian substantia nigra pars compacta but not in the pars reticulata, however
without a clear cellular classification. For the first time, we have differentially investigated the intra- and
extraneuronal elemental concns. (esp. iron) of the human substantia nigra pars compacta vs. pars reticulata with
detection limits in the range of 50 mol/l. Thus, we could compare the neuronal iron concn. in human brain sections
of healthy and parkinsonian brain tissue. Clear differences in the iron concn. and distribution could be disclosed.
Addnl., we could show in situ that the increased intraneuronal iron content is linked to neuromelanin.
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6. Genetics, molecular and developmental biology

(Dr. F. Beermann)

# 1: In the last few months, 3 papers were published which point to the existence of melanocytes and/or cells
capable of producing pigment in heart (Mjaatvedt et al.), lens (Wang et al.) or thymus (Yamazaki et al.).

# 2: Mitf is one of the or the most important transcription factor involved in melanocyte-specific gene
regulation. In the July 7 issue of Nature, Garraway et al. now report that Mitf is amplified in human metastatic
melanoma and even more prevalent in metastasis. Additional experimental evidence furthermore suggests that
Mitf can be regarded as a melanoma oncogene. For further comments, see also News and Views by Glen
Merlino (Nature 436, 33-34).

- Ackermann J, Frutschi M, Kaloulis K, McKee T, Trumpp A, Beermann F.
Metastasizing melanoma formation caused by expression of activated N-RasQ61K on an INK4a-deficient
background. Cancer Res 65(10):4005-4011, 2005.

- Beaumont KA, Newton RA, Smit DJ, Helen Leonard J, Stow JL, Sturm RA.
Altered cell surface expression of human MC1R variant receptor alleles associated with red hair and skin cancer
risk. Hum Mol Genet 22, Epub 2005

- Berryere TG, Kerns JA, Barsh GS, Schmutz SM.
Association of an Agouti allele with fawn or sable coat color in domestic dogs. Mamm Genome 16(4):262-272, 2005.

- Blaszczyk WM, Arning L, Hoffmann KP, Epplen JT.
A Tyrosinase missense mutation causes albinism in the Wistar rat. Pigment Cell Res 18(2):144-145., 2005.

- Busca R, Berra E, Gaggioli C, Khaled M, Bille K, Marchetti B, Thyss R, Fitsialos G, Larribere L, Bertolotto C, Virolle T,
Barbry P, Pouyssegur J, Ponzio G, Ballotti R.
Hypoxia-inducible factor 1{alpha} is a new target of microphthalmia-associated transcription factor (MITF) in
melanoma cells. J Cell Biol 170(1):49-59. Epub 2005 Jun 2027., 2005.
Shortened abstract: Our data demonstrate that Hifla is a new MITF target gene and that MITF mediates the cAMP
stimulation of Hifla in melanocytes and melanoma cells. Importantly, we provide results demonstrating that HIF1 plays
a pro-survival role in this cell system. We therefore conclude that the alpha-MSH/cAMP pathway, using MITF as a
signal transducer and HIF lalpha as a target, might contribute to melanoma progression.

- Chaki M, Mukhopadhyay A, Ray K.
Determination of variants in the 3'-region of the Tyrosinase gene requires locus specific amplification. Hum Mutat
26(1):53-58, 2005.

- Cook AL, Smith AG, Smit DJ, Leonard JH, Sturm RA.
Co-expression of SOX9 and SOX10 during melanocytic differentiation in vitro. Exp Cell Res 13(13, 2005.

- Costin GE, Valencia JC, Wakamatsu K, Ito S, Solano F, Milac AL, Vieira WD, Yamaguchi Y, Rouzaud F, Petrescu AJ,
Lamoreux ML, Hearing VJ.
Mutations in Dopachrome tautomerase (Dct) affect eumelanin / pheomelanin synthesis but do not affect
intracellular trafficking of the mutant protein. Biochem J 16 Epub, 2005.

- Deichmann M, Thome M, Benner A, Kirschner M, Hassanzadeh J, Kurzen H.
Preponderance of the oncogenic V599E and V599K mutations in B-raf kinase domain is enhanced in melanoma
cutaneous/subcutaneous metastases. BMC Cancer 5(1):58, 2005.

- Delmas V, Larue L.
Cadherins in the mammary gland and the melanocyte lineage (in french). J Soc Biol 198(4):385-389, 2004.

- Dettlaff-Swiercz DA, Wettschureck N, Moers A, Huber K, Offermanns S.
Characteristic defects in neural crest cell-specific Galpha(q)/Galpha(11)- and Galpha(12)/Galpha(13)-deficient
mice. Dev Biol 282(1):174-182, 2005.

- Dunn KJ, Brady M, Ochsenbauer-Jambor C, Snyder S, Incao A, Pavan WJ.

WNT1 and WNT3a promote expansion of melanocytes through distinct modes of action. Pigment Cell Res
18(3):167-180, 2005.
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Forshew T, Khaliq S, Tee L, Smith U, Johnson CA, Mehdi S, Maher ER.
Identification of novel TYR and TYRP1 mutations in oculocutaneous albinism. Clin Genet 68(2):182-184, 2005.

Garraway LA, Widlund HR, Rubin MA, Getz G, Berger AJ, Ramaswamy S, Beroukhim R, Milner DA, Granter SR, Du
J, Lee C, Wagner SN, Li C, Golub TR, Rimm DL, Meyerson ML, Fisher DE, Sellers WR.

Integrative genomic analyses identify MITF as a lineage survival oncogene amplified in malignant melanoma.
Nature 436(7047):117-122, 2005.

Abstract: Systematic analyses of cancer genomes promise to unveil patterns of genetic alterations linked to the genesis
and spread of human cancers. High-density single-nucleotide polymorphism (SNP) arrays enable detailed and genome-
wide identification of both loss-of-heterozygosity events and copy-number alterations in cancer. Here, by integrating
SNP array-based genetic maps with gene expression signatures derived from NCI60 cell lines, we identified the
melanocyte master regulator MITF (microphthalmia-associated transcription factor) as the target of a novel melanoma
amplification. We found that MITF amplification was more prevalent in metastatic disease and correlated with decreased
overall patient survival. BRAF mutation and p16 inactivation accompanied MITF amplification in melanoma cell lines.
Ectopic MITF expression in conjunction with the BRAF(V600E) mutant transformed primary human melanocytes, and
thus MITF can function as a melanoma oncogene. Reduction of MITF activity sensitizes melanoma cells to
chemotherapeutic agents. Targeting MITF in combination with BRAF or cyclin-dependent kinase inhibitors may offer a
rational therapeutic avenue into melanoma, a highly chemotherapy-resistant neoplasm. Together, these data suggest that
MITF represents a distinct class of 'lineage survival' or 'lineage addiction' oncogenes required for both tissue-specific
cancer development and tumour progression.

Gimenez E, Lavado A, Jeffery G, Montoliu L.
Regional abnormalities in retinal development are associated with local ocular hypopigmentation. J Comp Neurol
485(4):338-347., 2005.

Griffin AE, Cobb BR, Anderson PD, Claassen DA, Helip-Wooley A, Huizing M, Gahl WA.
Detection of hemizygosity in Hermansky-Pudlak syndrome by quantitative real-time PCR. Clin Genet 68(1):23-30,
2005.

Grille S, Bellacosa A, Larue L.
Regulation of E-cadherin by the Akt protein kinase B (in french). J Soc Biol 198(4):375-378., 2004.

Halaban R.
Rb/E2F: A two-edged sword in the melanocytic system. Cancer Metastasis Rev 24(2):339-356., 2005.

Hoashi T, Watabe H, Muller J, Yamaguchi Y, Vieira WD, Hearing V1.
MART-1 is required for the function of the melanosomal matrix protein PMEL17/GP100 and the maturation of
melanosomes. J Biol Chem 280(14):14006-14016. Epub 12005 Jan 14028., 2005.

Itoh T, Furuichi Y.

Hot-Water Extracts from Adzuki Beans (Vigna angularis) Stimulate Not Only Melanogenesis in Cultured Mouse
B16 Melanoma Cells but Also Pigmentation of Hair Color in C3H Mice. Biosci Biotechnol Biochem 69(5):873-882,
2005.

Iwakiri R, Kobayashi K, Okinami S, Kobayashi H.
Suppression of Mitf by small interfering RNA induces dedifferentiation of chick embryonic retinal pigment
epithelium. Exp Eye Res 81(1):15-21, 2005.

Jannot AS, Meziani R, Bertrand G, Gerard B, Descamps V, Archimbaud A, Picard C, Ollivaud L, Basset-Seguin N,
Kerob D, Lanternier G, Lebbe C, Saiag P, Crickx B, Clerget-Darpoux F, Grandchamp B, Soufir N.

Allele variations in the OCA2 gene (pink-eyed-dilution locus) are associated with genetic susceptibility to
melanoma. Eur J] Hum Genet 27 Epub, 2005.

Ji M, Andrisani OM.
High-level activation of cyclic AMP signaling attenuates bone morphogenetic protein 2-induced sympathoadrenal
lineage development and promotes melanogenesis in neural crest cultures. Mol Cell Biol 25(12):5134-5145, 2005.

Jungers KA, Le Goff C, Somerville RP, Apte SS.
Adamts9 is widely expressed during mouse embryo development. Gene Expr Patterns 5(5):609-617. Epub 2005 Apr
2020., 2005.

Kawa Y, Soma Y, Nakamura M, Ito M, Kawakami T, Baba T, Sibahara K, Ohsumi K, Ooka S, Watabe H, Ono H,
Hosaka E, Kimura S, Kushimoto T, Mizoguchi M.
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Establishment of a kit-negative cell line of melanocyte precursors from mouse neural crest cells. Pigment Cell Res
18(3):188-195, 2005.

- Lahav R.
Endothelin receptor B is required for the expansion of melanocyte precursors and malignant melanoma. Int J Dev
Biol 49(2-3):173-180, 2005.

- Lavado A, Matheu A, Serrano M, Montoliu L.
A strategy to study tyrosinase transgenes in mouse melanocytes. BMC Cell Biol 6(1):18., 2005.

- Lee LM, Seftor EA, Bonde G, Cornell RA, Hendrix MJ.
The fate of human malignant melanoma cells transplanted into zebrafish embryos: Assessment of migration and
cell division in the absence of tumor formation. Dev Dyn 20 Epub 2005.

- Lyons LA, Imes DL, Rah HC, Grahn RA.
Tyrosinase mutations associated with Siamese and Burmese patterns in the domestic cat (Felis catus). Anim Genet
36(2):119-126, 2005.

- Makova K, Norton H.
Worldwide polymorphism at the MC1R locus and normal pigmentation variation in humans. Peptides 22 Epub
2005.

- McKeown SJ, Lee VM, Bronner-Fraser M, Newgreen DF, Farlie PG.
Sox10 overexpression induces neural crest-like cells from all dorsoventral levels of the neural tube but inhibits
differentiation. Dev Dyn 233(2):430-444, 2005.

- Mjaatvedt CH, Kern CB, Norris RA, Fairey S, Cave CL.
Normal distribution of melanocytes in the mouse heart. Anat Rec A Discov Mol Cell Evol Biol 23 Epub 2005.

- Murakami M, Ikeda T, Saito T, Ogawa K, Nishino Y, Nakaya K, Funaba M.
Transcriptional regulation of plasminogen activator inhibitor-1 by transforming growth factor-beta, activin A
and microphthalmia-associated transcription factor. Cell Signal 13 Epub 2005.

- Murthy KK, Mahboubi VS, Santiago A, Barragan MT, Knoll R, Schultheiss HP, O'Connor D T, Schork NJ, Rana BK.
Assessment of multiple displacement amplification for polymorphism discovery and haplotype determination at a
highly polymorphic locus, MC1R. Hum Mutat 14 Epub 2005.

- Newton RA, Smit SE, Barnes CC, Pedley J, Parsons PG, Sturm RA.
Activation of the cAMP pathway by variant human MC1R alleles expressed in HEK and in melanoma cells.
Peptides 28 Epub 2005.

- Oka M, Kikkawa U.
Protein kinase C in melanoma. Cancer Metastasis Rev 24(2):287-300, 2005.

- Philipp U, Hamann H, Mecklenburg L, Nishino S, Mignot E, Gunzel-Apel AR, Schmutz SM, Leeb T.
Polymorphisms within the canine MLPH gene are associated with dilute coat color in dogs. BMC Genet 6(1):34,
2005.

- Philipp U, Quignon P, Scott A, Andre C, Breen M, Leeb T.
Chromosomal Assignment of the Canine Melanophilin Gene (MLPH): A Candidate Gene for Coat Color Dilution
in Pinschers. J Hered 15 Epub 2005.

- Pla P, Alberti C, Solov'eva O, Pasdar M, Kunisada T, Larue L.
Ednrb2 orients cell migration towards the dorsolateral neural crest pathway and promotes melanocyte
differentiation. Pigment Cell Res 18(3):181-187, 2005.

- Raveh E, Cohen S, Levanon D, Groner Y, Gat U.
Runx3 is involved in hair shape determination. Dev Dyn 3 Epub 2005.
Shortened abstract: Runx3 is expressed predominantly in the dermal compartment of the hair follicles as they form and
during the hair cycle, as well as in the nail and sweat gland skin appendages. Distinct expression is also detected
periodically in isolated cells of the epidermis and in melanocytes, populating the hair bulb. Runx3-deficient mice display
a perturbation of the normal hair coat, which we show to be due to hair type and hair shape changes.

-Reed JA, Lin Q, Chen D, Mian IS, Medrano EE.
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SKI pathways inducing progression of human melanoma. Cancer Metastasis Rev 24(2):265-272, 2005.

- Sanchez Hanke M, Kief S, Leuwer R, Koch U, Moll I, Brandner JM.
In vitro isolation and cell culture of vestibular inner ear melanocytes. Audiol Neurootol 10(4):191-200. Epub 2005
Apr 2001, 2005.

- Schmidt-Kuntzel A, Eizirik E, O'Brien S J, Menotti-Raymond M.
Tyrosinase and Tyrosinase Related Protein 1 Alleles Specify Domestic Cat Coat Color Phenotypes of the albino
and brown Loci. J Hered 1 Epub 2005.

- Schwahn DJ, Timchenko NA, Shibahara S, Medrano EE.
Dynamic regulation of the human dopachrome tautomerase promoter by MITF, ER-alpha and chromatin
remodelers during proliferation and senescence of human melanocytes. Pigment Cell Res 18(3):203-213, 2005.

- Silva-Vargas V, Lo Celso C, Giangreco A, Ofstad T, Prowse DM, Braun KM, Watt FM.
beta-Catenin and Hedgehog Signal Strength Can Specify Number and Location of Hair Follicles in Adult
Epidermis without Recruitment of Bulge Stem Cells. Dev Cell 9(1):121-131, 2005.
Comment: This paper mainly addresses (de novo) hair follicle formation, but also the role of B-catenin induced hair-
follicles to provide a niche for melanocytes.

- Steingrimsson E, Copeland NG, Jenkins NA.
Melanocyte stem cell maintenance and hair graying. Cell 121(1):9-12, 2005.

- Tadokoro T, Yamaguchi Y, Batzer J, Coelho SG, Zmudzka BZ, Miller SA, Wolber R, Beer JZ, Hearing V1.
Mechanisms of skin tanning in different racial/ethnic groups in response to ultraviolet radiation. J Invest Dermatol
124(6):1326-1332, 2005.

- Thomas BB, Aramant RB, Sadda SR, Seiler MJ.
Light response differences in the superior colliculus of albino and pigmented rats. Neurosci Lett 9 Epub 2005.

- Wang L, Prescott AR, Spruce BA, Sanderson J, Duncan G.
Sigma receptor antagonists inhibit human lens cell growth and induce pigmentation. Invest Ophthalmol Vis Sci
46(4):1403-1408, 2005.

- Yamazaki H, Sakata E, Yamane T, Yanagisawa A, Abe K, Yamamura K, Hayashi S, Kunisada T.
Presence and distribution of neural crest-derived cells in the murine developing thymus and their potential for
differentiation. Int Immunol 17(5):549-558. Epub 2005 Apr 2018, 2005.

- Zahed L, Zahreddine H, Noureddine B, Rebeiz N, Shakar N, Zalloua P, Haddad F.
Molecular basis of oculocutaneous albinism type 1 in Lebanese patients. J Hum Genet 4 Epub 2005.
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. Tyrosinase, TRPs, other enzymes
(Prof. J.C. Garcia-Borron)

Boissy RE, Visscher M, Delong MA.
DeoxyArbutin: a novel reversible tyrosinase inhibitor with effective in vivo skin lightening potency. Exp
Dermatol. 14(8):601-8, 2005.

Hall AM, Orlow SJ.
Degradation of tyrosinase induced by phenylthiourea occurs following Golgi maturation. Pigment Cell Res.
18(2):122-9, 2005.

Monji A, Inoue H, Oshima H, Aihara M, Tomioka M, Kumagai N.
Tyrosinase induction and inactivation in normal cultured human melanocytes by endothelin-1. Int J Tissue
React. 27(2):41-9, 2005.

Schmidt-Kuntzel A, Eizirik E, O'brien SJ, Menotti-Raymond M.
Tyrosinase and Tyrosinase Related Protein 1 Alleles Specify Domestic Cat Coat Color Phenotypes of the albino
and brown Loci. J Hered. 96(4):289-301, 2005.

Tadokoro T, Yamaguchi Y, Batzer J, Coelho SG, Zmudzka BZ, Miller SA, Wolber R, Beer JZ, Hearing V1.
Mechanisms of skin tanning in different racial/ethnic groups in response to ultraviolet radiation. J Invest
Dermatol. 124(6):1326-32, 2005.

Urosevic M, Braun B, Willers J, Burg G, Dummer R.
Expression of melanoma-associated antigens in melanoma cell cultures. Exp Dermatol. 14(7):491-7, 2005.

Wang N, Daniels R, Hebert DN.
The Cotranslational Maturation of the Type | Membrane Glycoprotein Tyrosinase: The Hsp70 System Hands
off to the Lectin-based Chaperone System. Mol Biol Cell. 2005 Jun 15

Willers J, Lucchese A, Mittelman A, Dummer R, Kanduc D.

Definition of anti-tyrosinase MAb T311 linear determinant by proteome-based similarity analysis. Exp
Dermatol. 14(7):543-50, 2005.
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8. Melanosomes
(Prof. J. Borovansky)

Various pathological pigment lesions (Dowling-Degos disease, melasma, PEComa) were ultrastructurally
characterized (Zhang&Zhu, Grimes et al, Koutlas et al). Trafficking defects in Hermansky-Pudlak
syndrome were both studied (Boissy et al, Natsuga et al) and explained in reviews (Bonifacino,
DiPietro&Dell"Angelica). Oxidative changes of the melanin moiety of retinal pigment epithelium
melanosomes were demonstrated (Hong&Simon) and  discussed in relation to lipofuscin formation
(Sarangajaran &Apte). MART-1 was shown to form a complex with Pmell7 which is important for
melanosome maturation (Hoashi et al). An inverse relationship between MIA expression on the one hand
and that of tyrosinase and TRP-1 on the other hand was observed (Tatzel et al). Lectins and niacinamide
were reported to be able to inhibit melanosome transfer from melanocytes to keratinocytes in vitro with
preliminary good results as for niacinamide also in vivo (Greatens et al). Threshold radiant exposures for
bubble formation in water suspension of RPE melanosomes and nucleation temperatures were
experimentally determined and wused to calculate the absorption coefficient of a melanosome
(Neumann&Brinkmann).

Boissy RE, Richmond B, Huizing M, Helip-Wooley A, Zhao Y, Koshoffer A, Gahl WA.

Melanocyte-specific proteins are aberrantly trafficked in melanocytes of Hermansky-Pudlak syndrome —
type 3. Am J Pathol 166(1 ): 231-240, 2005.

Comments: To assess the role of HPS3 protein in melanocytes, the cultured pigments cells developed from HPS3
patients were evaluated both histologically and biochemically. HPS3 melanocytes contained morphologically
normal melanosomes, predominantly of stage I and II. DOPA reaction demonstrated an increase in melanization of
melanosomes. Unique to HPS3 melanocytes were numerous DOPA-positive vesicles and tubular elements present
throughout the cell body and dendrites. Tyrosinase, tyrosinase-related protein 1, DCT and LAMP1 and 3
localisation in HPS3 melanocytes demonstrated a fine flocular distribution in contrast to the coarse, granular
distribution characteristic of control melanocytes. The localization profile of other proteins expressed by
melanocytes appeared normal.

Bonifacino JS.

Insights into the biogenesis of lysosome-related organelles from the study of the Hermansky-Pudlak
syndrome. Ann NY Acad Sci 1038: 103-114, 2004.

Comment: A review.

Di Pietro SM, Dell’ Angelica EC.

The cell biology of Hermansky-Pudlak syndrome: Recent advances. Traffic 6(7): 525 — 533, 2005.
Comments: A review . Following the identification of a number of genes associated with HP syndrome the
emerging picture is that HP syndrome can result from defects in the formation of, and cargo recruitment into,
membrane-bounded transport carriers, in the tethering and regulation of fusion between endosomal compartments
and/or derived transport carriers and the intracellular positioning and movement of late endocytic organelles.

Fedorow H, Tribl F, Halliday G, Gerlach M, Riederer P, Double KL.

Neuromelanin in human dopamine neurons: Comparison with peripheral melanins and relevance to
Parkinson’s disease. Progress in Neurobiol 75(2): 109-124, 2005.

Comment: An extensive review comparing ultrastructural, biochemical, chemical properties and biological role of
neuromelanin granules with those of melanosomes.

Greatens A, Hakozaki T, Koshoffer A, Epstein H, Shwemberger S, Babcock G, Bisset D, Takiwaki H, Arase S,
Wickett RR, Boissy RE.

Effective inhibition of melanosome transfer to keratinocytes by lectins and niacinamide is reversible. Exp
Dermatol 14(7): 498-508, 2005.

Comments: Plasma membrane lectins and their glycoconjugates expressed by keratinocytes and melanocytes are
critical molecules involved in the transport of melanosomes. Niacinamide is known to inhibit the transfer of
melanosomes. The dosages of lectins and niacinamide not affecting cell viability were shown to exert an inhibitory
effect on melanosome transfer when used either alone or together in cocultures of melanocytes-keratinocytes.
Niacinamide was also tested in vivo — its topical application resulted in a dose-dependent and reversible pigment
reduction in facial hyperpigmented spots.

Grimes PE, Yamada N, Bhawan J.
Light microscopic, immunohistochemical, and ultrastructural alterations in patients with melasma. AmJ
Dermatopathol 27(2): 96-101, 2005.
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Comments: Having studied biopsies from 21 patients with melasma, the authors conclude that melasma is
consequence of specific hyperfunctional melanocytes that cause excessive melanin deposition in the epidermis and
dermis. Electron microscopy revealed more melanosomes in melanocytes, keratinocytes and dendrites in the
involved skin in comparison to the uninvolved skin.

Hoashi T, Watabe H, Muller J, Yamaguchi Y, Vieira WD, Hearing VJ

MART-1 is required for the function of the melanosomal matrix protein PMel17/gp100 and maturation of
melanosomes. J Biol Chem 280(14): 14006-140016, 2005.

Comments: The role of MART1 (Melan A) in melanogenesis has remained unclear. Small interfering RNA
technology and transfection of MART1 to MART1 negative melanoma cells were used to characterize the
function(s) of MART1 in human melanocytes and human melanoma cells. MART-1 was shown to form a complex
with protein Pmell7 which affects Pmell7 stability, its trafficking to early melanosomes and its processing to the
Stage II form. Colour immunofluorescence microscopic pictures make the conclusions convincing.

Hong L, Simon JD

Physical and chemical characterization of iris and choroid melanosomes isolated from newborn and mature
cows. Photochem. Photobiol. 81(3): 517-523, 2005.

Comments: Bovine choroid and iris melanosomes were isolated from eyes of adult and newborn animals. Their
physicochemical properties were studied by means of elemental analysis, infrared spectrometry, inductively
coupled plasma mass spectrometry and X-ray photoelectron spectrometry. The article represents the most detailed
study of the melanin moiety of isolated eye melanosomes and demonstrates not only tissue-related but particularly
age-related chemical differences, namely oxidation-induced ring-opening of phenol rings and a decrease of
carboxylate groups in the pigment.

Koutlas IG, Pambuccian SE, Jessurun J, Manivel JC, Gopalakrishnan R

Perivascular epitheloid cell tumor of the oral mucosa. Arch Pathol Lab Med 129(5): 690-693, 2005.
Comments: A case report of perivascular epitheloid cell tumor (PEComa),. PEComas are a family of tumors
defined by coexpression of melanocytic and muscle markers. Tumor cells were positive for melanocytic markers
(HMB-45, MelanA/MART-1, MITF) and muscle markers (smooth muscle actin, desmin and calponin).
Ultrastructural examination revealed stage I melanosomes. There are 2 hypotheses to explain the histogenesis of
PEComas: 1) They are derived from undifferentiated cells of the neural crest that can express dual smooth muscle
and melanocytic phenotype; 2) these tumors are of myoblastic origin but are molecularly altered and coexpress
melanogenesis and melanocytic markers.

Natsuga K, Akiyama M, Shimizu T, Suzuki T, Ito S, Tomita Y, Tanaka J, Shimizu H.

Ultrastructural features of trafficking defects are pronounced in melanocytic nevus in Hermansky-Pudlak
syndrome type 1. J Invest Dermatol 125(1): 154-158, 2005.

Comments: Electron microscopic investigation of a melanocytic naevus seen in 17-y-old Japanese girl with HPS-
1 revealed the presence of aberrant immature melanosomes , large membranous structures and giant melanosomes
in the vicinity of trans Golgi network, i.e. the characteristic abnormalities because of protein trafficking defects. It
is interesting that these ultrastructural features were far more clearly demonstrated in the naevus cells than in the
epidermal melanocytes. The patient was a compound heterozygote of HPS-1 mutation with a novel mutation.

Neumann J, Brinkmann R.

Boiling nucleation on melanosomes and microbeads transiently heated by nanosecond and microsecond laser
pulses. J Biomed Optics 10(2) , 2005, article 024001-in press.

Comments: Melanosomes can act as devices converting energy, e.g. light into heat. Selective tissue damage on
the cellular level can be achieved by microbubble formation around laser heated intracellular pigments. Aqueous
suspension of porcine RPE melanosomes irradiated by short pulsed laser superheated the surrounding water to
150°C.

Pashkova N, Catlett NL, Novak JL, Weisman LS.

A point mutation in the cargo-binding domain of myosin V affects its interaction with multiple cargoes.
Eukaryotic Cell 4(4): 787-798, 2005.

Comments: Class V myosins move diverse intracellular cargoes which attach via interaction of cargo specific
proteins to the myosin globular tail. The paper describes subdomains of the globular tails of yeast myosin V and
their interactions. Transport of melanosomes is mentioned only marginally.

Sarangajaran R, Apte SP.

Melanin aggregation and polymerization: Possible implications in age-related macular degeneration.
Ophthalmic Res 37(3): 136-141, 2005.

Comments: Degradation processes in/of melanosomes and lysosomes in the retinal pigment epithelium appear to
be intimately connected so that they may involve exchange of contents between these two organelles. It is
speculated that age-related accumulation of low molecular weight phototoxic prooxidant melanin oligomers within
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lysosomes of RPE may be responsible for decreasing the digestive rate of incorporated cellular components which
may lead to lipofuscin formation.

Tatzel J, Poser I, Schroeder J, Bosserhoff AK.

Inhibition of melanoma inhibitory actvity (MIA) expression in melanoma cells leads to molecular and
phenotypic changes. Pigment Cell Res 18(2): 92-101, 2005.

Comments: Excellent report demonstrating an inverse correlation between melanoma inhibitory activity (MIA)
expression and pigmentation. MIA-deficient cell clones (obtained via stable antisense MIA ¢cDNA transfection)
were distinctly pigmented and contained stage III and IV melanosomes. Molecular analyses revealed reexpression
of tyrosinase and TRP-1 in MIA deficient cells. PAX3 mRNA and MITF protein were also expressed only in MIA
deficient cells. (MITF and PAX3 are positive regulators of TRP-1 and tyrosinase transcription).

Zhang RZ, Zhu WY.

A study of immunohistochemical and electron microscopic changes in Dowling-Degos disease. J Dermatol
32(1): 12-18, 2005.

Comments: Dowling-Degos disease is an autosomal dominant inherited pigmentary disorder characterized by
reticulate pigmentation of the flexures, comedone-like lesions and pitted scars. Thorough ultrastructural and
immunohistochemical analyses of the pigmentary lesions revealed elongated epidermal rete ridges with basilar
hyperpigmentation. All pigmented cells in the basal layer were recognized by antiPEP-1, antiPEP-2, HMB-45 and
NKI/beteb antibodies. Melanocytes contained regular melanosomes in all stages of their maturation. Supranuclear
,, melanosome caps“ were present both in melanocytes and keratinocytes in the hyperpigmented area.
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Calendar of events

2005 6™ World Congress on Melanoma
September 6-10, Vancouver BC, Canada
Contact: Congress Secretariat

Venue West Conference Services Ltd.

645 - 375 Water Street

Vancouver BC,

V6B 5C6 - Canada

Tel : 1-604-681-5226

Fax: 1-604-681-2503

E-mail: congress@venuewest.com

Web site : www.ipcc.info/

2005 X1V™ International Pigment Cell Conference (IPCC)
September 18-23, Reston, Virginia, USA
Contact: Dr. V. HEARING
E-mail: hearingv@nih.gov
Web: www.ipcc.info
Satellite Meetings : Friday, September 23, 2005
- "Melanoma", coordinated by Meenhard Herlyn
(co-sponsored by the Society for Melanoma Research)
- "Photobiology", co-chaired by Frances Noonan and Sharon Miller
(co-sponsored by the American Society for Photobiology)
- "Vitiligo", co-chaired by Mauro Picardo and Alain Taieb
(co-sponsored by the IFPCS Vitiligo Special Interest Group)

2005 35" Annual ESDR Meeting
September 22-24, Tubingen, Germany
Contact: E-mail: office@esdr.org

Web: www.esdr.ch

2005 14™ Congress of the European Academy of Dermatology and Venereology
October 12-16, London, United Kingdom
Contact: CTS

Data House

Curriers Close, Tile Hill

UK - Coventry CV4 8AW

Tel: +44 (0)870 429 4612

Fax: +44 (0)870 429 4613

Email: eadv(@ctsnet.co.uk

Web: www.eadv2005.com
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2005 Perspectives in Melanoma 1X
November 17-18, Tampa, Florida — Tampa Marriott Waterside
Chairmen: John M. Kirkwood, MD and Alexander M.M. Eggermont, MD, PhD
Contact: Coleson Chase
Tel: +1(770) 751 7332
Email: meetings@imedex.com
Web: http://www.imedex.com or http://www.imedex.com/announcements/melanoma05.asp

2005 19™ Annual Meeting of the Japanese Society for Pigment Cell Research

(JSPCR)

December 3-4, Yokohama City, Japan
Chair: Prof. Toyoko Akiyama, Keio University
Contact: E-mail: hakiyama@hc.cc.keio.ac.jp

2006 4"European Academy of Dermatology and Venereolog (EADV) Symposium
February 9-12, Saariselka, Lapland, Finland
Contact : E-mail: lapland2006@congrex.fi

Web: www.eadv.org/lapland2006

2006 36™ Annual ESDR Meeting
September 7-9, Paris, France
Contact: E-mail: office@esdr.org

Web: www.esdr.ch

2006 X111"™ Meeting of the ESPCR
September 24-27, Barcelona, Spain
Contact: Dr. L. Montoliu
E-mail: montoliu@cnb.uam.es
Web: www.cnb.uam.es/~espcr06/

2007 37" Annual ESDR Meeting

September 6-8, Zurich, Switzerland

Contact: E-mail: office@esdr.org
Web: www.esdr.ch

2007 X1V™ Meeting of the ESPCR
September , Bari, Italy
Organizer: Prof. Rosa Cicero

2007 21° World Congress of Dermatology
October 1-5, Buenos Aires, Argentina
Contact: E-mail: info@dermato2007.org

Web: www.dermato2007.org

2008 International Investigative Dermatology
(Joint Meeting of the ESDR, SID and JSID)

May 14-17 , Kyoto, Japan

Contact: E-mail: office@esdr.org Web: www.esdr.ch

2008 20™ International Pigment Cell Conference (IPCC)
Sapporo, Japan
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PIGMENT CELL Research new enhanced website at
WWW.PCr.org

We are pleased to announce the launch of a new enhanced website for Pigment Cell Research
with several new features, improved navigation and a modernized lay-out.

On this site, there is a specific Editor s page, where Colin Goding will be posting comments
relevant to the journal, or to the pigment cell community. Right now, you will find a very valuable
article on writing a scientific paper.

All reviews published in Pigment Cell Research since February 2005 are freely available, and
can be accessed from the new website as well.

In addition, we have collated articles on vitiligo and melanoma respectively in two virtual
issues. The virtual issues will be updated progressively as more papers are published on these topics in
the journal. More virtual issues are planned to be launched within the next year.

Under the heading of Pigment Cell Resources we have designed a special area with society
information as well as relevant meetings. Also, as an extra service to the pigment cell community we
will have a special section with the results of key gene arrays on melanocytes. Data in this section will
be freely available to the community and will be carefully selected for quality and usefulness by Colin
Goding and Bill Pavan. The first array data included is from Keith Hoek (Ziirich) and details
expression of genes in normal human melanocytes in culture. This data should enable you to determine
whether any gene of interest is expressed in this cell type.

Colin Goding Pernille Hammelse
Editor-in-Chief Journal Publishing Manager
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I[PCC INFO UPDATE

Dear Colleagues,

There will be an Open Season for Late-Breaking Abstracts that can be submitted to the [PCC from
July 24 - Aug 24.

The format requirements are the same as before and are noted on the web site. The rule remains that an
individual can be a presenter of only 1 paper (oral or poster) at the [PCC, but can be a coauthor on any
number of abstracts.

* Late-Breaking abstracts will be by poster only (with the possible exception that if a

currently scheduled oral lecture is cancelled, all abstracts will be considered for that open spot).
* Late-Breaking abstracts will not be published in the PCR Supplement, but will be copied

and distributed to all attendees of the meeting.

* All Late-Breaking abstracts must be submitted online by August 24.

The Scientific Program of the 19th IPCC is now finalized and can be accessed on the web site.
Abstracts will be available for download on the web site as of August st
(Late-Breaking abstracts will be added soon after the Aug 24th deadline).

The deadline for Registration and Hotel Reservations is August 24, 2005, after which time there is a
late penalty fee for registration and hotel rooms will be available only at the standard rate.

IMPORTANT DATES
July 24, 2005 - Late-Breaking Abstract submission begins.
Aug 24, 2005 - Deadline for hotel reservations, normal registration and

Late-Breaking Abstract submission.
Sept 18-22, 2005 - 19th Intl Pigment Cell Conference, Hyatt Regency Hotel, Reston, Virginia
Sept 23, 2005 - Melanoma, Photobiology and Vitiligo Satellite Symposia.
On behalf of the Local and the International Program Committees, we look forward
to welcoming you to the Washington DC area for a very successful meeting.

Vince Hearing, Organizer, 19th IPCC
E-mail: hearingv@nih.gov

Plan to attend the 19th International Pigment Cell Conference
http://www.ipcc.info
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