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WFZER RO EE  (330) : Podoplanin expression of keratinocytes was induced by IL-22 in a
STAT-3-dependent manner. The podoplanin expression was highly upregulated in basal cells
of granular layer—negative psoriatic epidermis compared with that of granular layer
positive less hyperproliferative epidermis. Furthermore, podoplanin expression was more
marked on basal cells of psoriatic rete ridges where stem cell-derived transit amplifying
cells are assumed to be located. The finite proliferative potential of transit amplifying
cells was confirmed in keratinocyte following podoplanin induction. These results indicate
that podoplanin might be a novel marker of transit amplifying cells of epidermis.

AR R
(EFEHAL . 1)
EHERE GERan & &t

2009 4EF 3, 500, 000 1050000 4 550, 000
2010 “EJF 3, 000, 000 900, 000 3, 900, 000
2011 4 3, 000, 000 900, 000 3, 900, 000
2012 £ & 3, 000, 000 900, 000 3, 900, 000
WwoE 12, 500, 000 3, 750, 000 16, 250, 000

WFIe40 B « s

ﬂﬁ%® YRE B NESRERIRIE S - KRN

F—U— K iifE. BEHIE, fENEREE. R T7=0, IL-22

- LRI S D FERELTER, 1o13REIC GEIERT)

ﬁﬁ/ﬁ%@fl FERELS 2ODIRY FOM%E



REND D LT HERPZFHEH. b I 1o
T Mz i & T2 REREDRETH D &
TORMTHD, BEIZHOVTIE, WEL O4F
®%Cﬁbwﬂ@ﬁ&LTTm7ﬂ@ﬂﬁﬁ
S, INEFHET LM E LT TIP-DC 23
FREN, IL22 21X LT85/ b
HA ANTEKY | RO F SR AN S
Nb5EHmoT-, UL, BRI D8
TNF o $3H0P0 IL-23p40 HLEDHE L X h
W LEDOFHMEE HUVE - T, TIP-DC—Th17
IR SEE . & BT TL-23-T17 sl o4&~ &
LU, Vo ERFER AR, REREE %
HzTW5b,

—Ji. BIOIUTRRIZOWTEICHRE & it

D, MIEPRE RIS E R O RE 2V < O R
L. &5V 7V v 7 Off& CRomEES
TR AIECH DL Z L ZFEI LTS, Z
AU HYIC 5 Z AT HE A TUHE D T HLfiE D R
PR L L RFIIHATE L LS 2 &
ThHHD, TR TIP-DC Fi#i s &
Lo RBEEESDICOVWTIEARAHO £ £
Thol, FHICUVET VYV ITETILIZDONT
X, B, transit amplifying #ii (TA #0

) OERIENARAIRTH D0, TA LD
Ui~ —H—DFELRNT &R RE 2/
Y A R = i

2. WMHEOHM

AW TIE, BLEORIZH & KAMIHEHE
W5 ANy 7o RE L oBhE
Db LT EIMABLE LT,

3. WDk

FKEGMfE D 3R ITEEE R EZH W T, IL-22 %
GOHEEYA P IA VLD R RS T =
DFBERF LT~ siRNA LT 5 ) 7 A LA
shRNA, F 7= BAOBHE 3R & Vs B i
DR EIT- T, IEWFRE, MBERLIZBT
LR KT 7 = ORBLE REABRIE I
Bt L. A BEsE & OB S &b TN,

4. BFIERRE

ARFIEIT BT, 31T 2 MR AT
i & A R BEAE 2 3 DAL R IOV T
UAE, {EH STV 5 TIP-DC-Th17 i
L DOBED S IR AN Z T2,

(1) FPEMARIZIS VW Tpodoplanin® FHE A
IL-221T & U STATHEAFEIZ S E i 2 S,
IR MIOEE S EE L WA kR
. 3WIEEEEZR AW TR L7Z (Honma et
al: J Dermatol Sci 65: 134, 2012) , Hi
TR LT, 2 ORGSR IR E O
KESEANLLRD LI, TEREZ &AL
FKHA AR L T\ 5, PodoplaniniX.
U VOB TRBLL, EEREZTCIEREET
b DD, AUEIRIER b L OWRER 2 Tl

. EOFRBNRD B, TIUIRERH B W
bﬂf%é%ﬁ%&kﬁ{%ﬁﬁﬁ@ﬁw
a2 XRTAHRTH D, S HITRLMME
DSTAT3HEAEMEpodoplaninFE Bl i, FLMER Z
T, MRt X v s Eo R L
TR TCHEAASEOND Z & 25
BNREBEOTIRICAEET 22 B AML
7o ZHIFEREBME~—T—ThHs 81
AT TV URBEDL L EWiNF—T
7po Tk, #HEINHtransit
amplifying cell (TA ) DOTFEIBNLIC
ABFHELTWS, ZDOZ &, podoplanind
. TAE O LnWw~—h—E7 0 552 &
ZRTEHTREEZ 55 (Honma et al: |
Dermatol 40: 296-7, 2013) , F7=
podoplaningFEIZI1T 5 26 DFTRIX
EGF=% ﬁ%@)/Mm&@@LT%D\ﬁﬁ

WZRE S BRVIfaREE s, BE L <

juxtacrinef§i#1Z L 0 | BEGFZERE T 5
STAT3Y Vb E I LIcy 7 vEbic b
L. podoplanin®FEIND Z L ERIE L
Tu 5 (Fujii et al: Cellular Signal (in
press),

(2)  REBIROKEAR A L A E FI BRI
. B TERFETE T2V AT A THDLZ EN
. lamellar granule 34 (Ishida—Yamamomo
et al. PLosOne 7: 1, 2012)X°
kallikrein-protease system (Kishibe et
al: J Invest Dermatol 132: 1717-24, 2012,
Tgawa et al: Exp Dermatol 20:53-57, 2012)
IR VRS, WRERE O LR O L
WENTIE & 720 9 D 2 B EnT, AH
HIBERAE O R 1L, bivbitoilE ORE
HED, WL OO AR MR ERET



IREINTEY ., WREIZBW TS, protease
DIEMALD Z A I v 7 BE 72 CRME R RS
L7 HBERERE S TR N D,

(3) FKZHMUIZFT 5 95KD B-Rafd / v 7 &
7N K DR OHFEE T X, ECFZ A
RO FIRICAIE T AMAP kinasef(# A/ L
T. Afb~—D—7THh Binvolucrin,
loricrin®3gH LH L#EHF L WD &%
R UTZ, ZOPRTRIE, [ER 72 R MIRRG %
ZAZBIT B confluentREEIZ G L 72 FT AL
LB END, T, B ERICIT
confluentfREEN TR INDIZHL )b 6
T, REMIIE, HEEE, Ak~ — T — D%
Honwdng, H7-0Hsubconfluent TH
BNDEHITESDELTEY., EHIZZ
1X 3B PN 4y FEPACE /- L Ceyelic AMP
BIE L SN o TS, DT &L, Wit
F R Dceyclic MPY 7 FIARZEDIK T & H
b, RISV TR 7 /L OHEE
TRIENEWRE AT DA REEZ RIET 5 O
Thbd, BREBARMFEOEET, 95kD B-Raf
DOHCREIC IS T 2R B TRIL, K52 S5 HE %M
WY BELL 2IRMRBIRTHDLZ &b
mENT,

DL EORERIE, TlER 2 CIXTAM I fE Ik > K
MR BN Z > TV DIl EDOHRE L HbE
podoplanin?¥, FRIZHIT HTA HLDH 1172
FHl~—h—lZ o528, 72, ZOE
BN, HERERE P T 5 I D EGRS: BAR DIEVEAL
CHEHEILTWDZ EAERLTWD, T
(2 HORED R 7R EE A, BYOH & SHI e
etz G bRk HlE ST
HILERTHEOTHD, Txr ORERIT,
FEIZ IS\ TIL, BCFZ BR R A & O T H5H & 57
b 7 F NN, EFEEEITE<ERD D
DD, BOTRFIZEST-BAENOH DL AT
LATHY, FGE%, EEMEE 500
B S - RomER R Oy s, RN E
SIFHENTNWEZ LERELTND,

5. FleREinLE
(BFgef . WFge 838 R OB 724 1
=)

UdesEamse) (B 10 14)

@® Honma M, Fuijii M, linuma S, Minami-Hori
M, Takahashi H, Ishida-Yamamoto A., lizuka
H: Podoplanin expression is inversely
correlated with granular layer/filaggrin
formation in psoriatic epidermis.J Dermatol

40: 296-7, 2013

@Honma M, Minami-Hori M, Takahashi H,
lizuka H: Podoplanin expression in wound
and hyperproliferative psoriatic epidermis:
Regulation by TGF-beta and STAT-3
activating cytokines, IFN-ganma, IL-6, and
IL22.J Dermatol Sci 65: 134-140, 2012

@ Ishida-Yamamoto A, Kishibe M,
Murakami M, Honma M, Takahashi H,

lizuka H:
Lamellar granule secretion starts before the
estgablishment of tight junction barrier for
paracellular tracers in mammalian epidermis.
PloS One 7:1-7,2012

@ Kishibe M, Bando Y, Tanaka T,

Ishida-Yamamoto A, lizuka H, Yoshida S:

Kallikrein-Related Peptidase 8—-Dependent
Skin Wound Healing Is Associated with
Upregulation of Kallikrein-Related Peptidase
6 and PAR2. J Invest Dermatol 132: 1717-24,
2012
(® Takahashi H, Nakamura K, Kaneko F,

Nakagawa H, lizuka H: Analysis of psoriasis

patients registered in Japanese Society for
Psoriasis Research from 2002 to 2008. J
Dermatol 38: 1125-9, 2011

® lizuka H: Management of patients with
psoriasis in Japan. Adv Psorisasis &

Inflammatory skin diseases, : 126-132, 2011

@Takahashi H, Tsuji H, Hashimoto Y,

Ishida-Yamamoto A, lizuka H: Serum

cytokines and growth factor levels in
Japanese patients with psoriasis. Clin Exp
Dermatol 35: 645-9, 2010



®Mizukoshi K, Matsumoto K, Hirose R,

Fujita T, Ishida-Yamamoto A, lizuka H:

Effects of serine palmitoyltransferase
inhibitor ISP-1 on the stratum corneum of
intact mouse skin. Biol Pharm Bull 34:
1383-9, 2011

@lgawa S, Kishibe M, Murakami M Honma
M, Takahashi H, lizuka H,

Ishida-Yamamoto A: Tight junctions in the

stratum corneum explain spacial
differences in corneodesmosome
degradation. Exp Dermatol 20: 53-57,
2010

Takahashi H, Honma M,

Ishida-Yamamoto A, lizuka H: Adiponectin

and leptin modulate cell proliferation and
cytokine secretion of normal human
keratinocytes and T lymphocytes. J
Dermatol Sci 59: 143-145, 2010

(Fa¥EFR] (10 1F)
@ Honma M, Fujii M, Takahashi H, lizuka
H: Podoplanin alters betal-integrin-mediated

cell adhesion and initiates terminal
differentiation in human epidermal
keratinocytes. The 37" annual meeting of the
Japanese Society  for Investigative
Dermatology 2012

@ Igawa S, limuma S, Kishibe M,

Minami-Hori M, Honma M, Murakami M,
Ishida-Yamamoto A, lizuka H: A
desquamation paradox of atopic dermatitis:
markedly remaining corneodesmosomes
despite the increased serine protease activity
in vitro. The 37" annual meeting of the

Japanese Society  for Investigative
Dermatology 2012
@ Fujii M, Honma M, Takahashi H,

Ishida-Yamamoto A, lizuka H: Cell
density-dependent induction of podoplanin

through EGFR-STAT3 signaling pathway
contributes to increased cell invasion of SCC
cells. The 37" annual meeting of the
Japanese Society  for Investigative
Dermatology 2012

@ Kishibe M, Igawa S, Ishida-Yamamoto A,
lizuka H: Kallikrein-related peptidase 8 is
involved in skin wound healing the rough
upregulation of KLK6 and protease activated
receptor 2. The 36" annual meeting of the

Japanese Society  for Investigative
Dermatology 2011
® Ishida-Yamamoto A, Kishibe M,

Murakami M, lizuka H: Epidermal lamellar
granule secretion starts before establishment
of paracellular permeability barrier. The 36"
annual meeting of the Japanese Society for
Investigative Dermatology 2011

® Fujii M, Honma M, Takahashi H,
Ishida-Yamamoto A, lizuka H: Podoplanin
induces upregulated cell mortility through
activation of coffilin and matrix
metalloproteinase-9 in HaCat cells. The 36"
annual meeting of the Japanese Society for
Investigative Dermatology 2011

@ lizuka H: A new era of the
pathophysiology of psoriasis: anti-TNF-alfa
agents as a smart bomb with multiple targets.
The 35" annual meeting of the Japanese
Society for Investigative Dermatology 2010

Ishida-Yamamoto A, Ilgawa S, Kishibe M,
Murakami M, Honma M, lizuka H: Tight
junctions in the stratum crneum explain
special differences in corneodesmosome
degradation. The 35" annual meeting of the
Japanese Society  for Investigative
Dermatology 2010

©@ Honma M, Fuijii M, lizuka H: Podoplanin
upregulates cell mortility through the
activation of cofilin and matrix
metalloproteinase in immortalized epidermal
keratinocytes. The 35" annual meeting of the

Japanese Society  for Investigative
Dermatology 2010
Takahashi H, Tsuji H, lizuka H:

Adiponectin and leptin modulte cell
proliferation and cytokine expressions of
normal human keratinocytes and T
lymphocytes. The 35" annual meeting of the
Japanese Society  for Investigative



Dermatology 2010

(X&) GF 1)

lizuka H: Psoriasis. In Therapy of Skin
Diseases. Eds: Krieg, Bickers, Miyachi;

Springer 2010. pp193-211

(PEE R EEAE)
OiiRdL Gt o )

Ay
I
HEFIZ -
TEEH -
x5
HEEFH B -
ENs D5 -

OBAHRIL Gt )

AR
I
HEFIZ -
T -

HH o
BASHEH A
ENA DR -

(Z Dfth)
R Bl s

6. WFIEE
(D) W ERE
% —  (IIZUKA HAJIME)
JEJNERFRT: « B - #d%
FgeEFKE: 90113513

(2) 9oy

LA HHZE (YAMAMOTO AKEMI)
JEJINERFRF: « R - HEEdR
WgeEFR S 30241441

EFE S8 (TAKAHASHI HISWTOSHI)
JEJNERFRT: « =55 - GhER
&&= :00216748

AR X (HONMA MASARU)
JENERRZ « RS - GEAT
s =:50344578

(3) L HETIEA

(



