B - 3 SC(20234E3 ) NEBOEFBIUVEAEROE S

SRR IR LR S ge Rt

Zvhb -

4

FALOFEE L (%)

FAFLE S R HELILS

AR GO HA SF5H3H10H
NP G- OB AR EASE 1 H Y

PN SO B T RIR T T L~ RS BITHIRREEL & /T 7 a0 N2 L5 1 JE e
ER BB AT

RCEARE ()% BRI FE ML (ER)
B % 2 KA A JOEML (1)
BB OEL SR R () | ()

WeHEE R K ()

WIS B T R



WX ® B

K4 [0 feks

R DA
FETRIFRE T L~ 7 R I DIRBAE L X377 u P kB R EREER BT AR

ML OEE
UEEMFZEE IR, THE TR, RIBR. BIEIR e & RIEVEZR I K 5 HEMR R S BU S o fig
%%\%va?x%%mfﬁof%tw%iﬂf#ﬁ@” VT 2 WS G ORFFRIE, b
IZR DAL TIZ L D b DR, KENY THREZHER T 2 720lcnEi e a T —
TURRIMRBR T D K 5 7, AR T A~OEEICOWTIHIE L A ERFI SR TVh RN
ZEMD, AR TIIEEREE LA RIS 527 —F L e T vn UEROF SO %
Hi & Uiz, BIEIZ, MEERKRDOI#R TH 0 | SR 5 OIRECWE, e EORAZBLE
ﬁ#%ﬁ%ﬁm FEEC R (TEWL) XKy Ea2 i+ 2 2 & CAEEROEEEAH R T 5
EHOTWD, BEIEHRE, HE, BSOS TWwd, RE TR, BAEOA
Eﬁﬁk%@@&—yi—ﬂ~miofﬁﬁﬂv7%% HERFL T D, AIDDOZERTZ O
&Y THEREDME T3 2 R EORB AR Z L2 D, AR TIX, BHERED—
DT DFERIFICIT D vLIE R R B 12 D\ T NWﬁﬂ*&zﬂﬁﬁf(#%%ﬂkm
) OFT N~ T A TR EZIT 572, WIZ, 2014 FIZ AT S 7= Bl IRTIR RS D )
NU D L-7 v a— 2R (SGLD)-2 RERIO X7 ) 7a v ik, BEgRA LIEBEND
FEREEDORBENHRE SN Z b, BABERP 22 [SGLT-2 PAEI O EM4HICET 5
Recommendation| /5~ LEEZRGAICIL, G52 IET 28080z, 20X 7)) 7ay
v 2 RIBEIRIRE T L~ U RS D 2 & TR R B O 21T o 7.

H1E 1RBERFR O 2 BB RIR T T L~ U AR DR SR HREFE OENC oW T

AREETIE, 1BUERF, 2 BUEIRRE GEIRREL & IR ~ o A8 W TR E 2 E 25—
Freeran CERICE D D EER IOV TRRET LT,

A MLF Y by (STZ) B5oltE~ D 2 (C57BL/6N)D 10 #Hihia 1 BUBERP (STZ ~ v
2), 2 B (B4R 2 BT 2 BUBERB (N-STZ v~ &) &L, £ LCHitE~Y 2 (KK-
Ay/Tadcl 14 8 Z AR 2 RO RE (KK-Ay/Tadel <7 2) L LTHEMA L7, £ TEWL &
@Ky EAZMET D L, TEWL X STZ ~ 7 ARAEICE L . ABKYEIZTT X TOHRKBEET
wv?%fﬁ%ﬁi@ﬁﬁ_ﬂwawto%Xﬁkﬁ%(Mm@jﬁwrmﬁ JRET N~

THML, FFICSTZ ~ U A TIL 28 (GOMMM A STz, o T —7 v ik, Rz~
?Af®ﬁ@f%7WV?XTﬂQL FFlZ ZW%RWVWXH(NSHZKK&ﬂmM) bSIA

TITRIER B BNEZESNT, VAo —F o ORBEILSTZ ~ 7 AZBWTRELFED L, 2

RUERIFE T L~ 07 ARETIIELIZ R SN2 o T, TREEIL, TXRTOBRKBTT L~ A




TEIE ST, L Ll ORI G O BT TR 72 > Tz, 1 BBEREE T L~ 7 2 TIL,
AGEs DERE L & bICRIMPERFHE L 9, /KR TH D AGEs(RAGE) 2R%BlEH5Z LT MY
vy AXEuruT7 7 —t (MMP)-9 ML, JEERED IV a7 —r o a2nffd oL T
TEWL 75 E5- LU, BERENFHE SN LB L HND 97, FELR 2 BFERP (N-STZ ~ 7 A)
T MMP-9 O, IV Bla 7 — 50 O RITBIE S e 1oy, RIEES A A D
TNF-a, IL-6 23N L T 7n CBROBAB RGN, 2 MERFIEHET L~ 7 2Tl
B (TNF)-a 2N EROIENERE S B E IS e, JIEMY A R A ThoA v ¥
—A ¥y (IL)-6 B~ A MIJAZTEME(L L Te 22 I U 2RI EE, b 7ra =X —E OiEENR
RSz 979, I KD B T m UEED R S, RIET) DK T K o TR E ~E v
77
T2 KK-Ay/Tadel ~ 7 RZBIT DX T 70 P &5 TRIT DL EIZOWT

ARETIE, KK-Ay/Tadcl v 7 2 (2 BUFEIRIF~ ¥ A) & SGLT-2 fHEI%Z (Img/kg/H) 4 JE[H
FHBRO®RS Lz, AWFZEik. 10 Biso i SPF C57BL/6N, 35 XY KK-Ay/Tadcl O~ A
(CLEA Japan Inc., Tokyo, Japan) Z#{Ef L7z, 3 TEWLIL, #XTO~Y U A THEEITIALD
Wi o ey, AREAKSEIT, MBERCHAT 2 BPERF~ T A TR L, Eni2x7 ) 7n
DUEHITTRED L, TR 7 —F 0 osBiElE, 2BER[ET L~ T A THAD L7, )
7V T7u Y o gETHEMB RN, ZAUTMEMEY A R A 2 TL-10 O RF- & RIEMEY A 4
A > IL-1 DD DB MMP-1 2380 Lo 7ol TR a5 =7 s & 7e o 72 1919, FERp ~
VARZENRT ) T k5T 58 RIEWTA N A O (TNF)-a lZIERE BT o
RO, IL-6 MM L7=Z D, E7 =X —EREINL 1910 X5 TV AT 53—
AR (TGF)-B O L0 b7 b w GRS (HAS)2 2D LicZ L, e 7 vm Ui
WD U CRHEBZE A~ L8Nz, LR TH AT 7a Y v BREIZBWTEEa 7 =70 0 b
BT CREROBD ISR E BT 6 LD 2 E DR SN,
i i

YEEMFTEZE CTOEATHIRIZEB W TR EORIEMRBIZ L > TRGRELFHHETHZ L4
LN LTEY . AL CTIHEMERIEMIR B O —2>TH HHEIRIFIC L 5 R JdABRERE I R IF T 4F
PEIZDOWTRRET L7e, R, BUEPEE 25| S 2 3 RREFRBUCIT, KA A L Znbi
BT 2~ 2 Mk, ReKF+ThHhora7—7 0 e 7 Anr UBOEEICRECEEL, 61
WEIRIF DX A4 7 (1L 2 ) & JEARGA, AR CRS R S DR BN 70 5 Z L R T &
7o BIMAEIZ XD AGEs O, —DOHERKIT/-sTWDH I Enbiiiffay hr—/L EELE
2%, FNT Y TP BRI T v RO PR E DR E RBERTH D Z LRk
ST,

51 SCER
1) Skin disruption is associated with indomethacin-induced small intestinal injury in mice.

Satoshi Yokoyama, Kazuya Ooi, et al. Exp Dermatol, 23(9), 659-663, 2014.

2) Impairment of skin barrier function via cholinergic signal transduction in a DSS-induced
colitis mouse model. Satoshi Yokoyama, keiichi Hiramoto, Mayu Koyama, Kazuya Ooi, Exp
Dermatol, 24(10), 779-784, 2015.

3) Deterioration of dry skin in arthritis model mice via stress-induced changes in immune cells




in the thymus and spleen. Kenji Goto, Keiichi Hiramoto, Ion Takada, Kazuya Ooi. Journal
of Biosciences and Medicines, 08(01), 23-37, 2020.

4) Yamagishi S, Imaizumi T. Diabetic vascular complications: pathophysiology, biochemical
basis and potential therapeutic strategy. Curr Pharm Des, 11(18), 2279-2299, 2005.

5) Yamagishi S, Nakamura K, Matsui T. Receptor for advanced glycation end products (RAGE):
a novel therapeutic target for diabetic vascular complication. Curr Pharm Des, v14(5), 487-
495, 2008.

6) Yan SF, Ramasamy R, Naka Y, Schmidt AM. Glycation, inflammation, and RAGE: a scaffold
For the macrovascular complications of diabetes and beyond. Circ Res, 93(12),1159-1169,
2003.

7) Wilhelm SM, Collier IE, Marmer BL, Eisen AZ, Grant GA, Goldberg GI. SV40-transformed
human lung fibroblasts secrete a 91kDa type IV collagenase which is identical to that
secreted by normal human macrophages. JJ Biol Chem,264(29), 17213-17221,1989.

8) Lumeng CN, Saltiel AR. Inflammatory links between obesity and metabolic disease. J Clin
Invest, 121(6), 2111-2117,2011.

9) Nagarkar DR, Poposki JA, Comeau MR, Biyasheva A, Avila PC, et al. Airway epithelial cells
activate TH2 cytokine production in mast cells through IL-1 and thymic stromal
lymphopoietin. J Allergy Clin Immunol, 130(1), 225-232, 2013.

10) Nakae S, Morita H, Ohno T, Arae K, Matsumoto K, Saito H. Role of interleukin-33 in
innate-type immune cells in allergy. Allergol Int, 62(1),13-20, 2013.

11) Okayama Y. The roles of mast cells in human skin allergic diseases. Jpn J Vet Dermatol,
21(3),137-141, 2015.

12) Sawabe Y, Nakagomi K, Iwagami S, Suzuki S, Nakazaki H. Inhibitory effects of pectin
substances on activated hyaluronidase and histamine release from mast cells. Biochim
Biophys Acta, 1137(3), 274-278, 1992.

13) Nagano T, Nakamura M, Nishida T. Differential regulation of col-lagen degradation by
rabbit keratocytes and polymorphonuclear leukocytes. Curr. Eye Res, 24, 240-243, 2002.

14) Lotz M, Guerne PA. Interleukin-6 induces of the synthesis of tis-sue inhibitor of
metalloproteinase-1/erythroid potentiating activity (TIMP-1/EPA). /. Biol. Chem, 266, 2017~
2020, 1991.

15) Pereira PAT, Bitencourt CS, Reis MB, Frantz FG, Sorgi CA, Souza COS, Silva CL,
Gardinassi LG, Faccioli LH. Immunomodulatory activity of hyaluronidases associated with
metabolic adaptations during acute inflammation. /nflamm. Res, 69, 105-113, 2020.

16) Wang Z, Guo C, Xu Y, Liu G, Lu C, Liu Y. Two novel functions of hyaluronidase from
streptococcus agalactiae are enhanced intracel-lular survival and inhibition of

proinflammatory cytokine expres-sion. Infect. Immun, 82, 2615-2625, 2014.

MRISCTERY T 5 2 &y B A X A4, 2500 LAY (MS BHEH 10.5 "1 > 1),




ML EEEROER

[hlERE R ]

MRESIE, Y)IER KIZ X 2P0 REEm L TBEIRP ~ U 2281 D K& 4E
BHEgRE L X7 ) 7a Y o B EIC L0 RELT D REEE OREICES T AR5
DFAKONARIZ L DFEM AT o TR, [ GE%) O aRE SN DITHE
i L & L7,

[HEE ]

Y8 )1 O FR SCIE ., I A O BE PRI EB A O AN B U 7= B2 RS P (2 4B A
ZEX, 1B X2 BERE GEIEmE, EMmE) =7 v~ A 2HANT, £
NENO R EGIRCBIRT 2 EBK T OREZEL T, TXCTORERK~ 7 A
BREBICBIT Ky ERSL R — B8O TEHALMMNI Lz, £2. W
A NIAEHBT 5~ A2 MRS RER FOZEEEDL > T\D Z &bl
L7, 1A R~ 7 2128\ T, AGEs & AGEs Z&1E (RAGE) 2304 %
T v by AX T T T —E (MMP)-9 2NEMAL L. FEEBEO R
KT ThHd V2T —F U BRI T, REWROFZIZORND I L EH
AEL7-, 2RSS (IR ~ o 2 Cld, NENRE D & LA+ (TNF)-
a B Si, RIEWEY A Ay Ao F—ua A3 (IL)-6 O~ A Meig
MLz XD e 22 I Uon K&, e 7 va = —RiER L CTRIEBR T
HOLET AR VBN ISND Z & CHREGBENEET D2 AN =X LEHE L
7o 2BUMEIRIE GEIREEL) ~ o 2 Tik, IL-6, TNF-a Oz ke 7 1rm v
BR DD N SR A FHE L CWD Z E LM LT,

T, AlEKGEEZRD STz 2 MR~ T AT ) Ta s B
B35 L THBKDENS LI Lz, &b, IL-6 NN+ 5 2 LTt
Toa R e T R =X — RN T A8 BN F TR T 4 —
LU HEEN - (TGE-B Oz s s LT 7 e U IREHEESE (HAS) 2
OIEHEME T L, e 7 Aa VBRI 52 2R LT, T72bb, £
TV EEICL ST, eT AR VBRAED LRETREFEL WD L E
B &M LT,

bz e, ZR7 0 7000 MU SRIZSEIIE, BENGE L2
T 2 BUPERPEE ICR LTk, B F&Ee 7 ve VIR E S AT RIEHI O H
PIRETH I EICEN ST,



