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Skin—specific secreted peptide, dermokine was expressed in colorectal and pancreatic
cancer at the early—stage of carcinogenesis. Serum dermokine was potential biomarker in
these cancers. In addition, activity of skin—specific protease, SASPase plays a key role
in stratum corneum hydration through profilaggrin processing. SASPase was also expressed
at the early—stage of carcinogenesis. These results suggested the potential link between

cancer progression and stratification of epithelia

AR E
(EEHELAL - 1)
BB kg Ty & &t
2009 4 900, 000 270, 000 1170, 000
2010 4E & 800, 000 240, 000 1040, 000
2011 4% 800, 000 240, 000 1040, 000
2012 4 800, 000 240, 000 1040, 000
ok 3300, 000 990, 000 4290, 000




RIS : IR M

Bt g o8 < M - EREES: - B

F—U— o, Ml - MRk A - 1k

1. WFFEBHAE 4O 5

MNED ERRC X, BB LA (e
N555) & HE R (RIEC/RIESE) o
FEENFEL, 2 OMBEEXE{LT L2 L
WX 0B OEBBEEDRBICHK LTV
%o LU, ZDOAL « HERFRERE IR AR
W72 N\, — 5 CHEMEEE O 9 B FRE
RN DIAET DN, FOTEAL » HEFR
HEDRFFEIX, L D5 T RSN I A OV <
LEZLND,

FIEREICFIND EE EAMAME, &
JEBIZBWTHHEL, AlE - BkikE Tok
LR b2l L, RA&EPICITHIIEIE 2k L
%, AEBICBOCHET S, EERYLE
FIZZDXE IR E—rF—NR—% —EHE

TENENFHfESEoD, LEROMWEESRED,

LG ZHERE L TV D &0 D R 7 i
T D,

L AT, KIGEIEAPIBFEIZ W T,

Hg B TH 5 IER KA RGBT &
s EEZRERELRT, 77/ —<&
RO RY =T L O BREBTEK
SND, ABZETIE. ZOR(LOEIZE T
5% EALBIG N EE L BGHRRIE R D 5 11
BEHPLTWDRICERT S, T72bb,
EREBCICHEW R R D @ sy
TR ZE L T, EE LRI
JR - MERFEE & PR AL O 53 HOBEE M 2 1
EMMILEI EFTDHDOTH D,

e & 1ZLLAIT, @ in situ hybridization
EaEHWT~ U ABHHRP DNA library 7»
O HERE F R AW E EE Dermokine
Z[EIE LTz, (Matsui et al., Genomics 2004)
FDH%, a, BLAMTH Yy, 6. £ LW o
isoform ZMFET 2 F b HE iz, (Toulza
et al., J. Invest. Dermatol. 2005; Naso et
al., J. Invest. Dermatol. 2006) L 72>L .
I b isoform DHEREDEWE G D,
Dermokine 23 & D X 5 2 AHMERE A H - T
BHONEH ST o> TWVARWES B E W,

—J7C. FEMNIZ Dermokine 23T HH
BT —H_X—A ETHLMMNI > TV
oo & T CHFEFRIX., A LERIKEHEE

SROMVELERRY/ (BF) —=—W A1/ (BK) B WF5E
AT & FLEAFIE A2 17V, 238 Dermokine (B, )
N B AGEE (Cancer in adenoma) O b7
ZREALFIRICB W CEBE T 2 F L R
L. K FATaimiE 2t LT ELISA 217 9
L. BEFoOmMEERE~— 7 — X0 bEWETtE
RCTERMRE (Tis, T1) ZHRHETE2ENH
LN LDDb T, I T, AW
TiE, BI&EHeE. 215 D Dermokine O I i
JEgE~—h— & L CORELANEORGE
L. Dermokine D IEFHAMKIZIIT 2 A FikkRE
FHLMNZTAZ EICL Y, HEE EEEK -
HEFFHERE & | BB LD T O AW
BEME A N5 2 & 2R AT,

2. WMEOEM

TEMEESE O 9 ENX B MERIC kT S,
7B ERGHBA AR - HERFEEREOBFRIL, B
LD T BT IZ BRSO TH B,
AR CIE, koI EBsiT 5 LR ZRE
Biges, HEg ERAR (RIERKRE) OFK
SFRERE L LU TWASRICER L, WS
WCHBIZRBET 2FRHL IR 2ob
L THRERMEERFENTWEALE
Dermokine | T B i 45 B W) & 1 & 4y fif ¥ &
SASPase] D EJE LRz & EMALICBIT D
B MO 21T 5, TR O mAE» S5 5
NFEHMREZHETAFICLY , BT 28
2R, FrAIREN ORE~ RO
o

3. WD L

g LR - MRS & R ks T
5 B LRS- OFEUMEEZE ST
5 212, Dermokine KON SASPase @D/ v 77
U b~ R E AW ABEEREREAT & JEMiE
WZBIT DI 60+ ORIUEN 21T LT
179, 8 & OBEMEMEHT L. BRI i o
VT, WAL AR RRARR O EAT IR L TAT -
776

@O b FEIZEBIT D Dermokine 7 A Y T F—
L DFEBLS B — AT & LT AL O RREE
Rl - B - K - e o M ia ke
Kk IZ BT D Dermokine DET A V7 — A
(a/B/v/0/€e) ® mRNA FEBLIR ISP
Yettw T RTEfifr 217 -7, /o7 nm



v hRKT 7 IR E LT primer & HH
VN2 E B RT-PCR fEMTIC LD . &7 14V 7
F—LNEDOLIREETRILTNDOD
INEFEHICE 5 MIC LT,

@ ~v2EEF I (APCnin/+) I2BIT 5
Dermokine O %& HfAREAT

LR E~D A RHEE T L
(APCmin/+) %f L T{To7=,

@ Dermokine @/ v 7 7 7 ~~ 7 AfEHT

BEIC/ESLE Z2 T o 7= Dermokine / v 7 7
TR AEANT LAY ALERELZR L.
g bR OISR R e . e
2 o3t~ — J1 — O FEBUIR L O AT 04 JE i
HEIZBE LTt 21T > 7=,

@ SASPase D/ w7 T v b= 7 ADfRENT &
SRR (1 B T BT

O~ @ DN % B I 55 B & B E 5y R 19
3 SASPase [IZBWTHITo 7=,

O ‘e - B - Kk - B o Hlark -
FRR IS D Dermokine D& T A YV 7 F— I

(a/B/v/06/€e) D mRNA FEBLIR I SCHLIAE
Yutt % T2 JRAERTIZ X % Dermokine 7 A
VT NDRB NG — R T o T, M
fakkz AW Miric ko 2 b EEics 0y
Tix, A< &b, Dermokine- B, y 233
LTWbZ EnHbNERs T2, ET KGR
MG K HCT116 D E:f&E BWE I, Zh b
isoform OEHAED, ERICHDWMINTND
ZEOHBMT LT, HID, BRRREER A T
WTCFRITIS &0 KGR - Bk - R o3
b B I8V T, Dermokine— 8/ v 2338
BLTWAHZ EEWLMNT Lz, BLEDHA
Ze BRI LT, R B 3 o s FE A 1.
T2V TC, Sandwitch ELISA J5IC & % i
KA Z 1TV, Dermokine ML s s~
— = LTHNTOHDLZ EEMETL, WX
e - B S 7z, (Tagi and Matsui et al.,
J. Gastroenterol, 2010: Watanabe et al.,
Anticancer Res, 2013) Z OFEEIL, (LA
Wk iF 5 L% ELIZfE > T Dermokine @
WM KIS TWNWDZ EERL, 2
NETORBEEMSTF LD EEZOND,

Q@ Fre~vyARMEET L THD APCnin/
+~ 7 ADOKRIGIZH L TOERER RT-PCR %
HrZ24T\W, =7 A2ADIEF KBEHAMIZH S
Dermokine— B 73, FEHLAR CITIFRIBILE L TW

HZLmaMER LT, L LE MEME TR
D, iR ZHWTOEBERBUIME TER
Moo, - 7T, Demorkine ™~ v A{H{kas
IR AENTIZRIE L, BERKIZBITS
EERRSREMENT 21TV, B N RANEICH T D%
e OMBEAEE AR BEREMRT LT,

® Dermokine / v 7 7 U RAT L AT R
VR, KGR ONT 21T > 72T, -
JE TSR R T NRO N, ZDZ L
I% Dermokine AW EEHE TH U 72035 Al
ONOBEEHRE S LTCOMRELR G, A
JE DB HIZEAIZES b > TWA RIREM N E 2
b,

@ Fh#Fi-hERE EEREREN S T+THY .,
MO LRHEICRB T 50 1L LT, BEAHE
4 iR 3% SASPase DIEHEMEMNT 21T - 7=,
SASPase KAE~T L 2~ A%, IR Z 2
THENHESNE 2o T, FEMZR AT
DFEFR, 7 M E—MERERORKOEBFER
BIn T TodH D Profilaggrin D4R HiE
ZoTWAZEEHLMI L (Matsui et
al., EMBO Mol.Med. 2011), F7-= in vitro
TlZ. Profilaggrin ® U > b —EH| &2 H)kr<
DEHHONE 72V | Profilaggrin /yfED
HWEIRE ARSI T MR TH DL EE AL,
—J57C SASPase IX. APCmin/+~ 7 A D KIGJE
RY =7 M REEMARK R IEE IR
TWBZ EHHbEMNE R T,

UEDZ Lt REFFEIZEWT, KEFRF
FLHE AR T & AR O R E R R 12 B W
T, IS 0D > 7 F ARG EO L@ IENGR
OHENDL I ENRBEINT, ZNH O LR
WO T AR EHEE IR LD R BRI
BT, B TWBLZERNEZHN., BRHE
AL THEMEOMRY], IEHEE~— 7 — &
L TS, AIFEEER 5 F O R E S TR O
O HREMENREZ NS,

5. ERFRMLE

GEgERm) (BE8fF) (X THEBADY)
1. Watanabe K, Oochiai T, Kikuchi S, Kumano
T, Matsui T, Morimoto K, Yasukawa S,
Nakamori S, Sasako M, Yanagisawa A, Otsuji
E: Dermokine Expression in Intraductal
Papillary-Mucinous
Neoplasm and Invasive Pancreatic
Carcinoma. Anticancer Res. 32: 4405-4412,
2012.



2. Matsumura S, Imoto I, Kozaki K, Matsui
T, Muramatsu T, Furuta M, Tanaka S,
Sakamoto M, Arii S, Inazawa J: Integrative
array—based approach identifies MZB1 as a
methylated
suppressor in hepatocellular carcinoma.
Clin Cancer Res.18:3541-51, 2012

doi: 10.1158/1078-0432. CCR-11-1007

frequently putative tumor

3. Sandilands A, Brown SJ, Goh CS, Pohler
E, Wilson NJ, Campbell LE, Miyamoto K, Kubo
A, Irvine AD, Thawer-Esmail F, Munro CS,
McLean WH, Kudoh J, Amagai M, Matsui T:
Mutations in the SASPase gene (ASPRV1) are
not associated with atopic eczema or
clinically dry skin. J. Invest. Dermatol.
132:1507-10, 2012.
doi:10.1038/jid. 2011. 479

4. Ono H, Imoto I, Kozaki K, Tsuda H, Matsui
T, Kurasawa Y, Muramatsu T, Sugihara K,
Inazawa J: SIX1
transition in

promotes
epithelial-mesenchymal

colorectal cancer through ZEB1 activation.

Oncogene 31, 4923-4934, 2012
doi:10.1038/onc. 2011. 646

5. Matsui T, Miyamoto K, Kubo A, Kawasaki
H, Ebihara T, Hata K, Tanahashi S, Ichinose
S, Imoto I, Inazawa J, Kudoh J, Amagai M:
SASPase corneum
hydration through
profilaggrin—-to—filaggrin processing
EMBO Mol. Med. 3:320-333, 2011.

doi: 10.1002/emmm. 201100140

regulates stratum

6. Muramatsu T, Imoto I, Matsui T,
Kozaki K, Haruki S, Sudol M, Shimada
Y, Tsuda H, Kawano T, Inazawa J: YAP is
a candidate oncogene for esophageal
squamous cell carcinoma.

Carcinogenesis 32:389-398, 2011.

doi: 10.1093/carcin/bgq254

7. Tagi T, Matsui T, Kikuchi S, Hoshi S
Ochiai T, Kokuba Y, Kinoshita—-Ida Y,
Kisumi-Hayashi F, Morimoto K, Imai T
Imoto I, Inazawa J, Otsuji E: Dermokine as

a novel biomarker for early-stage
colorectal cancer. A
Gastroenterol. 45:1201-11, 2010

doi: 10.1007/s00535-010-0279-4

8. Haruki S, Imoto I, Kozaki K, Matsui T,
Kawachi H, Komatsu S, Muramatsu T, Shimada
Y, Kawano T, Inazawa J: Frequent silencing
of protocadherin 17, a candidate tumour
suppressor for esophageal squamous—cell
carcinoma.

Carcinogenesis 31:1027-36, 2010

doi: 10.1093/carcin/bgq053

(Fa¥ER] Gr1e )
1. Matsui T: Mammalian Skin-specific
Retroviral-like Aspartic Protease,
SASPase is a Key Modulator of Skin
Moisturization and Evolution. RSC-iCeMS
Joint International Symposium
Cell-Material Integration and Biomaterial
Sciences
March 18, 2013 (Kyoto)

2. Matsui T: Mammalian Skin—specific
Retroviral-like Aspartic Protease,
SASPase is a Key Modulator of Skin
Moisturization and Evolution.

The 35th Annual Meeting of the Molecular
Biology Society of Japan

December 13, 2012 (Fukuoka)

3. Matsui T: Endogenous
Retroviral-like Aspartic Protease
SASPase as a Key Modulator of Skin
Moisturization and Evolution.

6th Annual Symposium on
Nanobiotechnology, Cell-Material
Integration and Biomaterial
Sciences.

November 8-9, 2012 (Kyoto)

4. Matsui T: Endogenous Retroviral-like
Aspartic Protease, SASPase as a Key
Modulator of Skin Moisturization .  The
Montagna Symposium on the Biology of the
Skin

October 12, 2012 (Oregon, USA)

5. Matsui T: Mammalian Skin—specific
Retroviral-like Aspartic Protease,
SASPase is a Key Modulator of Skin
Moisturization.

Fujihara Seminar 2012: A new horizon of
retroposon research

Aug 3, 2012 (Kyoto)



6. Matsui T: Mammalian Skin—specific
Retroviral-like Aspartic Protease,
SASPase is a Key Modulator of Skin
Moisturization.

Joint Meeting of The 45th Annual Meeting of
the Japanese Society of Developmental
Biologists & The 64th Annual Meeting of the
Japan Society for Cell Biology

May 29, 2012 (Kobe)

7. Matsui T: Endogenous Retroviral-like
Aspartic Protease, SASPase as a key
modulator of skin moisturization.

The 8th Okazaki Biology Conference:
Speciation and Adaptation II

— Environment and Epigenetics —

March 23, 2012 (Okazaki)

8. Matsui T: Evolutionally integrated
retroviral-like aspartic protease,
SASPase regulates stratum corneum
hydration through
profilaggrin—to—filaggrin processing. The
34th Annual Meeting of the Molecular
Biology Society of Japan

December 13, 2011 (Yokohama)

9. Matsui T: SASPase regulates stratum
corneum hydration through
profilaggrin—-to—filaggrin processing
The 36th Annual Meeting of the Japanese
Society for Investigative Dermatology
December 10, (Kyoto)

10. Matsui T: S DREREFr SAYIZ R BL T
%7 uTF 7 —YSASPasell L 5, AEEKY &
Dl A

The 61st Annual Meeting of Japanese Society
of Allergology

November 11, 2011 (Tokyo)

11. Matsui T: FZJE3EZBRLERFN 72 L b
BYANAT ZRGF BT aT T —8
SASPaselX. Profilaggrin?>HFilaggrin~®
DfRESIE L. AEEOKSEERETT 5.
The 84th Annual Meeting of the Japanese

Biochemical Society
September 22, 2011 (Kyoto)

12. Matsui T: FHEBMRE B Rk L B
ZET

The 29th Annual Meeting of the Japanese
Society of Aesthetic Dermatology

September 10, 2011 (Yamaguchi)

13. Matsui T: SASPase regulates stratum
corneum hydration through
profilaggrin—-to—filaggrin processing.
Heidelberg—Kyoto Joint Symposium
“Crossing Boundaries: Stem Cells,
Materials, and Mesoscopic Sciences”
July 21-23, 2011 (Heidelberg, Germany)

14. Matsui T: B FAHEBIIC 30\ RS S
T BGR BRI E R A2 L b o A L A
B 7 a7 7 —¥SASPaselx, AEE DK EE
T D,

Annual Meeting for the Society of
Evolutionary Studies

July 30, 2011 (Kyoto)

15. Matsui T: SASPase regulates stratum
corneum hydration through
profilaggrin—-to—filaggrin processing
Epithelial Differentiation &
Keratinization Gordon Research Conference

July 3-8, 2011 (USA)

16. Matsui T: Analysis and clinical
application of dermokines, stratified
epithelia-specific secreted proteins.

Gordon research Conference—Epithelial
Differentiation & Keratinization
June 24, 2009

(Les Diabretes, Switzerland)

(MF] GF14)

Matsui T: Endogenous Retroviral-Like
Aspartic SASPase as a Key
Modulator of Skin Moisturization.
Treatment of Dry Skin Syndrome —The Art and
Science of Moisturizers— Edited by Lodén
and Maibach, Springer, Part 2: 179-192,
2012.

Protease,

(Z D)
R Bl D
http://epithelial. evolution. jp/TakeshiM
atsui/Japanese. html

6. WAL
(D) TR FTE
H & (MATSUT TAKESHI)



HEKRT: WE-FREE S AT A LA
A o L S B 2
FgeE &5« 10452442



