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Autophagy in skin pigmentation
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This study tested whether autophagy is essential for skin pigmentation and how to
affect the pigmentation in skin. Using normal human epidermal melanocytes (NHEMs) and normal human
epidermal keratinocytes (NHEKs), the autophagy-related factors (ATG5, ATG?R were silenced, the
melanogenesis-related genes and pathways were investigated in NHEMs, and the melanosome-uptake and
melanosome degradation in NHEKs were also analyzed. This study demonstrated that autophagy activity
affects melanosome formation and melanin synthesis in epidermal melanocytes, and autophagy is essential
in melanosome degradation in epidermal keratinocytes.



(premelanosome)

I, 1v

C. de Duve
LRO

(™)

mTOR
TSC
(Arch Dermatol. 2012)
mTOR

invitro

LRO
Golgi
stage I, I1,
stagelV
50

(LRO)

LRO
Murase D et
al. J Invest Dermatol.2013
@
@
(MITF-Cre; Atg5
flox/flox )
(K5-Cre; Atg5
flox/flox )
phenotype
(€)
(&Y) (NHEM)
RNA

LC3I1  p62



1
Scr. SiRNA Atg7SiRNA

- e P62
e — e
e TR s
SRR g clan-A
S e MR

T — - —— . B-actin

- -+ o+ - - + + BafilomycinAl
(K1)
@) (NHEK)
NHEK
RNA
NHEK
Invitro

(3) NHEM  NHEK

*

®

(LC3B)

(E#EBAL)
(=2)

Wataya-Kaneda M, Tanaka M, Yang L, Yang
F, Tsuruta D, Nakamura A, Matsumoto S,
Hamasaki T, Tanemura A, Katayama 1.
Clinical and Histologic Analysis of
the Efficacy of Topical Rapamycin
Therapy Against Hypomelanotic Macules
in Tuberous Sclerosis Complex. JAMA
Dermatol . 151(7),722-30,2015.
DO1:10.1001/ jamadermatol.2014.4298.
Yang L, Yang F, Wataya-Kaneda M,
Tanemura A, Tsuruta D, Katayama |.
4-(4-hydroroxyphenyl)-2-butanol
(rhododendrol) activates the
autophagy- lysosome pathway in
melanocytes: insights into the
mechanisms of rhododendrol-induced
leukoderma. J Dermatol Sci. 77(3),
182-5, 2015. DOl : 10.1016/
j-jdermsci.2015.01.006.

Tanemura A, Yang L, Yang F, Nagata Y,
Wataya-Kaneda M, Fukai K, Tsuruta D,
Ohe R, Yamakawa M, Suzuki T, Katayama
1. An immune pathological and
ultrastructural skin analysis for
rhododenol-induced leukoderma
patients. J Dermatol Sci. 77(3), 185-8,
2015.D01: 10.1016/j.jdermsci.2015.01.
002.

MB Derma
( ) 2016.
1
Yang L, Wataya-Kaneda M, Tanaka M, Yang F,
Tanemura A, Tateishi C, Tsuruta D, Ishii
M, Katayama 1. Silencing of tuberous
sclerosis complex (TSC) 2 via siRNA causes
reduction of autophagy and impairment of
melanogenesis in cultured human skin
epidermal melanocytes: implication for a
potential mechanism of hypopigmented
macules in tuberous sclerosis complex.
2015 World Congress of
Dermatology,2015.6.8-6.13, Vancouver,

(IHC: DAB %:4)

(B BEERAL)



Canada.

@
YANG, Lingli

40711784

@
KANEDA, Mari

70397644
KATAYAMA, Ichiro

80191980



