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WFZER S OMEZE (J230) : Wound healing was significantly delayed in the transgenic (TG)
mice with severe lymphatic dysfunction when compared to wild—type (WT) mice. In wounded
skin of TG mice, mast cell numbers were increased, whereas macrophage numbers were
decreased. Moreover, increased IL-10 mRNA levels and decreased levels of basic fibroblast
growth factor were detected in wounded skin of TG mice compared to WT mice. Similar results
were obtained using a different lymphedema model, in which circumferential full thickness
skin excision was performed on the tails of WT mice to remove the superficial lymphatics.
With regards to tumor immunity, TG mice that had been subcutaneously injected with B16
melanoma cells did not show metastasis in the draining lymph node (LN). Expression levels
of TNF-a and IFN-y were significantly lower in the draining LN of TG mice compared to
WT mice. By contrast, larger tumor formation was observed in the injected site in TG mice,
suggesting that sufficient immune response against tumor cells was not established in

the draining LN of TG mice.

AR ERA
(EHHAL : 1)
RS EEE & &t

201 0F% 1, 600, 000 480, 000 2, 080, 000
201 14 1, 400, 000 420, 000 1, 820, 000

R

R

FEE
&l 3, 000, 000 900, 000 3, 900, 000




WFoesy By« R SRS
B O/ - MIH : NESRBRIRIE S - AL
F—U— RSl U oS ANBIGE, MRS

1. WFFEBIAR S RO 5

(1) AVEIBRIE ARSI D D& B % B
W25 LT, BRI TEDOTHERYS
BB ATHD, EBEEREIT. HARADE
CIRK O —(L Th DK T 5 AMEOB;
gL LT CTHEETH D, VD)
S, Thbb U LNROBEEN, ANGTEE
WIS AEIC DL I ICEREEHEX D
D, ZHETY T AZHWTHRITIZE
ErRER TV,

2) WRPHETANVAT A7) ViEfsT
WAV U AL, BRVEED A L ABETO
— D2 ToHD v-cyclin Z, U L ENEHI
D~—H—"Th 2 VECGF ZHIK 3 D7 aEt—
Z MW TY R RAICHEBL STV
%, WIRREZILZ DO~ 7 2D Z1TU.
U U ROREEIZ L 5T, U U STRIESCH K
DT & R4 2 & & U ST T L
7= (Sugaya M, et al.: Blood 2005),

2. WMHEOHEBY

AMGIRIE S L OWNESRZICBT 5 U 30
DEENZHONCT D, Z072D, U 3
ZEEOH D~ ZET NV E PV TAIER
it L OMESSE O 2175, 2D X H 7%
FEMTIX. U /89 o AERIZ T2 b T kR~
RAFRS R L, Vo N FEED a2 fr—
NOEEEZRET 2 L THRO TEETH
Do BHNE, U ROEEDOEEL D
T LIZRY . EFWRRMEIRR. D A
H= A L% L0 IEMICEME L, BEICHEL T
LT EMWTED,

3. WHEDTE
(1) ARVABTANAY A7) BIAT

BA~TA (Vo RICEEDHH~ T R)
T CTEHEL, FEOBAR~ D R &%t
L L CAEIRmOERICH NS, KEIC
6mm BEOANZAERL L. AliEAE, R HEREA
RT A=z L L TAG IR A M 5.
F I RIERIA ORI & it L, AlETEE 2B
532594 b A v MlapERF OB A
Rt %,

(2) WRZHET A N AYA 2 U BIET
BA~DU AL CBTBL/6] v T AR/ L, Y
VORISR ED $H B F1 & AR O F1 & ERR
T 5, BI6 AT/ —~ififd, EL4 VU /A
faz F1ACES L, EREORRKK Z X0
WA AT 5, £/, FTB Y v/ Ei
~OEFMROMAZ ERILL, FEY 3
HiOMBAEENET U o SEROMIEEN R4 T
fili LC, BESSREDRN ZERT D,

4. WFFERR

(1) ~ 7 AEEIIER L 7z AHE IR 2 &3
2 WIRAIFHI 217V U v \RICHEE R & 5
¥ U ZDE D BRIMERENEND Z & x
ML7z (K1), ZAUTERIRICR T 2fERIC
BETLOHMATHD, EAEBICEBIT DV A
NI A OB LT 2 A, U iR
\ZBEEND D~ 7 AZBWT IL-10 DFEHN

8

WT
- L
day 3 AQ‘,‘
=

|

*
—

»

I |

—

day 10 * = ‘ WT Tg  WT Tg  WT Tg

- ST 3 7 0
S N

1
Time after wounding (days)

Tg

Area of wound (mm?)
3

(1) Vo rNifibEFER b D~ v AR HAIEIRE



IL-10 bFGF

&
)
2
s

=

o
2
3

Relative mRNA expression
Relative mRNA expression

o
o

WTTg WTTg WTTg WT Tg g WT Tg WTTg WTTg WT Tg
o 3 T 10 o 3 7 10
Time after wounding (days) Time after wounding (days)

(2) AT DY A FUA DREL

JU#E L, basic FGF OIFEHMNMETFTLTWD Z
EEAMLE (®2), IL-10 /v 7T b~
U A TIIANGIR B ANMEE T 2 2 & 3| S
nNTBY., U ioBEEICHE-> T L
IL-10 2SRRI OEILIZEI G- LT 5 Al e
PRSI, £EZTIL-0 /v 77U b~
DALY RICEEDH D~ U R AR
L. HHICAER L2 RME OB & it L7z &
ZALIL10 2y 77U FOBERTIE, U
2N O B TE D AT HE CRNGIR I IZ 2208 IR D o
7o F77. EW~TZADRBIZALHICY 8
FIEZER L, £ ZICAIGZER LIz 24,
U RICEED S D~ T A & RO
aelo, EHIT, AIFBIZ I TR ARG 2
IL-10 R LT 25 Z & 2Rl TR LT,
PLEEY . U RIS D & 5 & i
DML, ARG ASEAET 5 IL-10 12 X -
CHERRER OWEE A E Sdv, AR A AL
THEVIPRNVH LTz, Zauxy X
FEIZAE 5 T BRIE I O 87 72 R IB FEIE TS OV
{EBZ2BRD,
(2) ~ v AFERIZ B16 A T /) —~ AllE & 4t
L. BISICHR T DGR AR~ L 25,
UUNRBICEENR S D~ T ADIEH N4
Bl A LT, REREHELZHR L
(K3), EHEAR LI~ ZADY iz
RLIzEZ A, VoNRICEERH D~ Y
AT VR Ei~OIES O A 3RO 72
ST FTo B Y L /REi T O INF- o X IFN-
y DEASL, BAR~ AL R TE LR

(cm?)
60

50

e \WT
--TG

*; p<0.05

10 12 (days)

(M 3) RSk DIEETEARR

TLTWEz (K4), E>T, U 73Rk
B L o THEBMAR U B ~FA L7
WZ EIZE D U RETTTOPUEL S D3 Ak
SET, RS COMER R MEET 5 & b
Nz THUINES IR T 5 U ok
T AR D EERAL LB 2 T,

TNFo IFNy
0.012 0.003
* *
] 0.0025 <
0.01 .
00081 _ g 0.002
*e
0.006 N 0.0015
0.004 M 0.001 —ot—
*
0.002 0.0005 - *
2 L
*
0 - 0 4
WT Tg WT Tg

(K4) FrgV o _EicBi 294 b A v OFRE

5. FreRFIHLE
(WFgEfEE . WFTes 38 R ONBHERF 928 1
LR

UEEamsa) Gh1 41
(DSugaya M, Kuwano Y, Suga H, Miyagaki T,
Ohmatsu H, Kadono T, Okochi H, Blauvelt A,
Tamaki K, Sato S. Lymphatic dysfunction
impairs antigen-specific immunization,
but augments
contact with allergen. J Invest Dermatol,
EHA . 132(3 Pt 1): 667-676, 2012, DOI:

10.1038/jid. 2011. 349

(@Miyagaki T, Sugaya M, Suga H, Kamata M,
Ohmatsu H, Fujita H, Asano Y, Tada Y, Kadono
T, Sato S. IL-22, but not IL-17, dominant
environment in cutaneous T cell lymphoma
Clin Cancer Res, #5i . 17(24) © 7529-7538,
2011, DOI: 10.1158/1078-0432. CCR-11-1192

tissue swelling following



@Miyagaki T, Sugaya M, Okochi H, Asano Y,
Tada Y, Kadono T, Blauvelt A, Tamaki K, Sato
S. Blocking MAPK signaling downregulates
CCL21 in lymphatic endothelial cells and
impairs
responses. J Invest Dermatol, &3t 8 .
131(9) : 1927-1935, 2011 (co—first author) .
DOI: 10.1038/jid. 2011. 135

@Miyagaki T, Sugaya M, Murakami T, Asano
Y, Tada Y, Kadono T, Okochi H, Tamaki K,
Sato S. CCL11-CCR3 interactions promote
survival of anaplastic large cell lymphoma
cells via ERK1/2 activation. Cancer Kes,
HEFHA. 71(6): 2056-2065, 2011, DOI:
10. 1158/0008-5472. CAN-10-3764

(®Sugaya M, Reed S, Rose PP, de la Motte S,
Raggo CM, Kurtz SE, Moses AV, Fruh K,
Blauvelt A. Kaposi’s sarcoma and human

contact hypersensitivity

dermal microvascular endothelial cells
infected with Kaposi’ s sarcoma—associated
herpesvirus express CCL21. J Dermatol Sci,
# H A . 61(2): 139-142 . 2011 . DOI:
10. 1016/ j. jdermsci. 2010. 11. 017

GMiyagaki T, Sugaya M, Fujita H, Ohmatsu
H, Kakinuma T, Kadono T, Tamaki K, Sato S.
Eotaxins and CCR3 interaction regulates
Th2 environment of cutaneous T cell
lymphoma. J Invest Dermatol ., % 3t A .

130(9):  2304-2311 ., 2010 .  DOI:
10. 1038/ jid. 2010. 128

CEaR®) G

(OKimura T, Hamazaki T, Sugaya M, Sato S,
Okochi H. Effect of cilostazol on
lymphatic endothelial cells in vitro and
lymph flow in vivo. 36th Annual Meeting of
the Japanese Society for Investigative
Dermatology. 2011 & 12 H 9 H-11 H., H#S
Bl

@Sugaya M, Miyagaki T, Ohmatsu H, Suga H,
KaiH, Kamata M, Tada Y, Sato S. Association
of the numbers of CD163" macrophages in
lesional skin and serum levels of soluble
CD163 with disease progression of
cutaneous T cell lymphoma. The 71°' Annual

Meeting of the Society for Investigative

Dermatology. 201145 H 4 H-7TH., 7 AV

AERE T ==y 7 A

(®Sugaya M, Suga H, Miyagaki T, Ohmatsu H,
Sato S. Differential patterns of CXCRS3,
CCR3, and CCR10 expression in mycosis
and CD30+

fungoides, Sézary syndrome,

lymphoproliferative  disorders. First

World Congress of Cutaneous Lymphomas.
2010 £ 9 H 22 H-25 B, 7 A U W EREY
o=

@Mivyagaki T, Sugaya M, Kadono T, Murakami
T, Okochi H, Tamaki K, Sato S. Eotaxin—CCR3
interaction increases survival of
anaplastic large cell lymphoma cells via
ERK1/2 activation pathway (oral
presentation in Cutaneous T Cell Lymphoma
Symposium). The 70" annual meeting of
Society for Investigative Dermatology.

201045 A8 H-10 H, 7T AU BAEET
FUH.

6. WFITHELR

(1) WFgEfRFes

BA P (SUGAYA MAKOTO)
WK « [EEEMHE R - GlAh
WF7e 25 90334408



