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Study of the mechanism of intractable chronic pruriginous skin disease and
development new therapeutic drug for these diseases.
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This study aimed to clarify the role of periostin (PO) in atopic dermatitis
(AD) and develop a new biomarker and therapy for AD. It was revealed that PO may directly interact
not only with keratinocytes but also with fibroblasts and immune cells to exacerbate inflammation in
AD. Serum squamous cell carcinoma antigen (SCCA) 2 levels reflected disease severity and clinical
type of AD. SCCA2 in combination with PO may thus be a useful biomarker for AD. Collagen tripeptide
(CTP), a functional collagen fraction with a high content of Gly-X-Y tripeptides, was investigated
for AD treatment. Th2 cytokine productions were inhibited significantly by CTP treatment under
AD-like inflammation in human keratinocytes. In the clinical trial, skin inflammation and serum TARC
level at week 12 were reduced significantly compared with the initial values in the CTP treated
patients. Therefore, CTP may have therapeutic benefit for AD by inhibiting type 2 skewed allergic

inflammation.
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SCCAI1l and 2 levels in AD patients.

200
a0 TS
b ko
: = 1804 .

- m. > E s
E )
o £ :
2 { - -
=~ 40+ 4 2 - 2
3 g l=g |

sk ' i '
E 20 1"::1 e g .. 'I:r -'!‘.

e R e e I

I.‘.' 8 w* A o - i e L]

Endrendema wiskspiesd Frrigo | imibs

ifi=4at) A

in= 145} [n=30) § = ek hesnack
ini=232)

Eryihrodsmayidespeead  Prarias Limbs HeadiFace
=41} fFi=146) n=30 {n=11)} Meckihesiback
' =z

Dunn's mudtiple comparnisontestt, * p<0.05,™ p=0.001
TP =0.001 significantwith respectto al othe groups

Erythroderma type followed by widespreaded type had increased levels
of SCCA1 and 2 compared to other clinical types of AD.

3 CTP AD :

CTP TNF-a IFN-y IL-3 TSLP TARC/CCL17 MDS/CCL22
Sema3A NGF

CTP CTP

STAT-1 AD CTP 12
CTP CP
CpP CTP 12

SCORAD TARC CTP AD

(J Dermatol Sci 2017)



CTPOY A A1~

c TENAVEXICSADINE

ADHike inflammation | mRNA |
cTP - + - +
TARC N
TSLP
Bactin [ ——
TARC MDC TSLP

AD-like inflammation  AD-like inflammation

iy

AD-like inflammation

< = i
%E” IT] ¥ 144 ITI‘
]
Izéi'l i 1
X e
T g - b aa
CTP -+ - * -+ -+ - * -

0008

ADBOMERBETIOMENZTARCMOC, TSLPOmMBNARRIZ, CTPE

ICEDIMMIENEZE. TARC, TSLPTRERS YNNI TERARICHIMENIE.
ADBEICXI T SCTPAARLER ADRBEICXI I SCTPHARIIER
Eruption area SCORAD score . )
TEWL Skin hydration
_ 3 ';' . ﬁ J i tu _ 3
IR LR £ ¥f“$% -
Hoggmdi fhen-id ° ?-H -4
.CTP - CII3 poes : P Ow 8w 12w:Ow Bw 12w Ow_ 8w f2wiOw 8w 12w

CTPARET. RBEEIEL. SCORADNEREICETLTUE,

CTP cp CTP cp

CTPAEREE CTEWLATBRIE TRICHEEEE/F o TIETFT L CLVE.

10

, 70(3) 242- 248 2018.
Okawa T, Yamaguchi Y, Kou K, Ono J Koumitsu N, Inoue Y, Kohno M, Matsukura S,
Kambara T, Ohta S, lzuhara K, Aihara M: Serum levels of squamous cell carcinoma
antigens 1 and 2 reflected disease severity and clinical types of atopic dermatitis in
adult patients. Allergol Int, 67:124-130, 2018. doi: 10.1016/j.alit.2017.06.016. .
Katayama I, Aihara M, Ohya Y, Saeki H, Shimojo N, Shoji S, Taniguchi M, Yamada H,
Japanese Society of Allergology : Japanese guidelines for atopic dermatitis 2017.
Allergol Int, 66(2):230-247, 2017. doi: 10.1016/j.alit.2016.12.003. .
Hakuta A, Yamaguchi Y, Okawa T, Yamamoto S, Sakai Y, Aihara M
Anti-inflammatory effect of collagen tripeptide in atopic dermatitis. J Dermatol Sci,
88:357-364, 2017. doi: 10.1016/j.jdermsci.2017.09.002.

, , s Costello
, 39(8) 829-832, 2017.



SCCA . , 37(14):37-41, 2017. .
Watanabe Y, Yamaguchi Y, Komitsu N, Ohta S, Azuma Y, lzuhara K, Aihara M.
Elevation of serum sguamous cell carcinoma antigen 2 in patients with psoriasis:
associations with disease severity and response to the treatment. Br J Dermatol,
174(6):1327-1336, 2016. doi: 10.1111/bjd.14426.

, 23(2):218-225, 2016.
, 23(2):1-8, 2016.

, 36(10):945-949, 2016.

8
55
) , 2018,10,20.
48
s , 2018,11,17.
117 , , 2018,6,1.

Hakuta A, Yamaguchi Y, Okawa T, Yamamoto S, Sakai Y, Aihara M : Collagen
tripeptide may modulate inflammation of atopic dermatitis. 2017 Annual Meeting,
Society of Investigative Dermatology (SID), Oregon, 2017,4,27.

Kanaoka M, Yamaguchi Y, Koumitsu N, Arima K, lzuhara K, Aihara M Pro-fibrotic
Phenotype of Human Skin Fibroblasts Induced by Periostin via Modulating TGF-8
Signaling. The European Society for Dermatological Reseach (ESDR), Salzburg,
2017,9,29.

Kanaoka M, Yamaguchi Y, Koumitsu N, Arima K, lzuhara K, Aihara M : Pro-fibrotic
Phenotype of Human Skin Fibroblasts Induced by Periostin via Modulating TGF-3
Signaling. The 42 Annual Meeting of the Japanese Society for Investigative
Dermatology (JSID), Kochi, 2017,12,17.

Yamaguchi Y, Shirai Y, Ono J, Kawaguchi Y, lzuhara K, Kuwana M, Aihara M An

increased circulating level of periostin in patients with systemic sclerosis: associations
with functional impairment in various affected organs. 2016 ACR/ARHP Annual
Meeting, Washington DC, 2016,11,15.

Hakuta A, Yamaguchi Y, Okawa T, Sakai Y, Yamamoto S, Aihara M : Collagen
tripeptide may modulate inflammations of atopic dermatitis. 41st JSID, Sendai,
2016,12,10.

2
( . .9

24. 2016

TODAY’S THERAPY 2017( , , ), 59 1928-1932,
2017.
5 2)

1. 2.
3.
( ). ( ),

160-165, 2016.



¢y

YAMAGUCHI yukie

8 60585264

@

HAKUTA amiko

OKAWA tomoko



