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Abstract

FEMRERIAMER (pDC) &, REFRMEMITE RENEMIEE L THETZ200KEZRE
T, REBRFHRIE, HAMSMEFT2OBED O OpDCEENDAEMZBESHMICLE, —FH. F
ROBBRAKGHAD=HpDC%E & V) K (CFFHEC delivery T 2 5 EDRENBETH S,

1. SMFEEETFINVAZAV I pDCOESEIFENBEERF
ConAE#%2MFEEZ R L =Y U ANSiglec-H+PDCA-1+ pDCO B IE KM, ARV T hIC
BVTEERIIRA L, pDCHEEMICBREE N =Siglec-H-DTRYNVAICSE VW TEFEEZENOEE
ARSI, —FH., BEISHAZRELFRFREZCF-3LA B EMEEKpDCZ BRI IC Y
DACERETREHBEOERARO SN, €50, MER—IVJILETEZ—ELTHS N
HCCR9ZXIBE B pDCZAVBD L, pPDCOFEBN TEEY) . HEZSOBREAN BERE 1D
CENBHSHERZ, LEKRY), pDCZRAVESHIFESORESEHNI EATH B AUEMEN T
gRE N,

2. CCROXIBIZ & B pDCHIHIMEEN D E

pDCOIFIHEEN CCRIDRRICKTFETIHLNBAZHSHIC TR -HIZ, WTX TR ECCr9-/-XJ
AL DBEL ZpDCERAVWTRRNHICEE T2 B FREOLBBTET 2. TOER. @
EBTRRNEpDCHEBEFORRICEEZEZROEN 2/, RIZ. CCRI+BMpDCHE /z1ECC
R9-BMpDC % CD3/CD28 CRIE&E N 7=CD4+CD25-T 7 T U 2 —T ( Teff ) #IlBE4RMHEZEL .
THARZ Dproliferation N D EEREFTL = pDCIEkTefffIlENIEIELIFN-yOEELEZHZICHHEI TS
—7%. CCRONDEBEIZXDERFROBA 21z, ALKV, pDCIZH [TBHCCRIKKA IF T NDIEEFH
B, 8rUOLERNFEICEHEELZEZXT, CLAERBENER—IVJICBADD LN TRE
nhi,

Plasmacytoid dendritic cells (pDCs) present a dual role, functioning as pro-inflammatory and
immunosuppressive cells. We have recently demonstrated the potential of pDC therapy for the
treatment of intractable acute liver failure; however, further development of methods to efficiently
deliver pDCs to the liver is required for future clinical application of this therapeutic approach.

1. Organ-specific migration mechanism of pDC using acute liver injury model mice

The number of Siglec-H + PDCA-1 + pDCs in mice that developed acute liver injury after ConA
administration was markedly reduced in both peripheral blood and the liver. Note, exacerbation of
the liver injury was observed in Siglec-H-DTR mice where pDCs were specifically removed. On the
other hand, assuming therapeutic application, intravenous administration of oDCS derived from
Flt-3L-added bone marrow cells to mice after induction of hepatitis was found to reduce the liver
damage. Furthermore, it was clarified that the use of pDC deficient in CCR9, which is known as a
small intestinal homing receptor, increases the hepatic accumulation of and further enhances the
hepatoprotective effect. Based on these results, it was suggested that pDCs might be applicable
for regulating acute liver injuries.

2. CCR9 deficiency does not influence the pDC suppressive function in vitro.

To clarify whether the suppressive function of pDCs depends on the CCR9 expression, we
compared the expression of genes involved in immune suppression in BM pDCs derived from WT
mice and Ccr9-/- mice. There was no significant difference in the expression of the representative
pDC-related genes. Next, we compared the ability of pDCs to suppress T cell proliferation and IFN-
vy production. To this end, CCR9+ BM pDCs or CCR9- BM pDCs were co-cultured with
CD3/CD28-stimulated CD4+CD25- effector T (Teff) cells for 4 days. We confirmed that pDCs
suppressed the proliferation of Teff cells and IFN-y production regardless of the CCR9 expression.
Collectively, these results suggest that CCR9 expression on pDCs does not influence their
suppressive function.
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1. HRRREEOME

e B MRtk K HEAE (oDC) (T, RIEFH MM AEINFMABEL THAEET S 2 DORENERT . EFRE. #AMIERFF
E0RBDT=H D pDC FLED AR EBHALMNL =, — 7 FRBIGERRISA D=8 pDC & LY EMIZAFIEIC delivery T 57 i%
DIRFAPBETH D,

1. AEFEEETILYIRAZ ALV pDC Difzs i RAEEMKE

ConA B E 2 MIFEEERIELI-TYRD Siglec-H+PDCA-1+ pDC DEILERMM . FFELTNIZBLTEZBRIZE AL, pDC A
BEMICKREINT: Sigec-H-DTR YO RICEVWTRIFFEZEDEENRHONT-, — A ABRLHZEELIFRFZRERIC Fit-3L &
MEBEEMAEESE pDC ZRFBIRMIZT D RICIRET HEFEZEOEFBIRHONT-, S5IZ, INGR—IVTLETE2—ELTHONS
CCR9 #X{8&H7- pDC ZHL VA&, pDC DIFERBAEFY. FEZSOEFBERANERINDIIENHLMELE ST, LI EXY, pDC
FRAV-AMFREEOREHHAE B THD RN RSN,

2. CCRY9 Ri8IZ&k% pDC {HIHEEE~N DR E

pDC DNHIBEEEA CCRI D HEBIIKEFT 2O EMNZEHSMNIZT SF=6HIZ. WT Y9 RE Cer9-/-T ALY 73 BELT- pDC ZRHLVTH
EIHICEAET 5 EEFREDLEBENEIT oz, TOHRE. MEMTREML pDC HEECFORBRICHEEEEZRHE, o1,
ARIZ. CCR9 + BMpDC Ff=[& CCR9-BMpDC % CD3 / CD28 THIHI#17= CD4 + CD25-T7x /% — T(Teff) ML 4 HRE HIEEL .,
T #R2 @D proliferation ~DELEEIRET LTz, pDC (& Teff MR DIZHEL IFN-y OEEEZFEICHHI TS —F. CCRI DEREICLDHE
[ZEBHIEMof=, LLEKY . pDC [ZH (15 CCRI HBRIZZDEEFHER. BLUREINFIREICIZELESAT . CLAMBRHRNL
=3I ICEH B ENRESNT=,

2. HREBRRAEROBE FEFR)

Plasmacytoid dendritic cells (pDCs) present a dual role, functioning as pro—inflammatory and immunosuppressive cells. We have
recently demonstrated the potential of pDC therapy for the treatment of intractable acute liver failure; however, further development
of methods to efficiently deliver pDCs to the liver is required for future clinical application of this therapeutic approach.

1. Organ—specific migration mechanism of pDC using acute liver injury model mice

The number of Siglec—H + PDCA-1 + pDCs in mice that developed acute liver injury after ConA administration was markedly reduced
in both peripheral blood and the liver. Note, exacerbation of the liver injury was observed in Siglec-H-DTR mice where pDCs were
specifically removed. On the other hand, assuming therapeutic application, intravenous administration of oDCS derived from Flt—-3L—
added bone marrow cells to mice after induction of hepatitis was found to reduce the liver damage. Furthermore, it was clarified that
the use of pDC deficient in CCR9, which is known as a small intestinal homing receptor, increases the hepatic accumulation of and
further enhances the hepatoprotective effect. Based on these results, it was suggested that pDCs might be applicable for regulating
acute liver injuries.

2. CCR9 deficiency does not influence the pDC suppressive function in vitro.

To clarify whether the suppressive function of pDCs depends on the CCR9 expression, we compared the expression of genes
involved in immune suppression in BM pDCs derived from WT mice and Ccr9—/— mice. There was no significant difference in the
expression of the representative pDC-related genes. Next, we compared the ability of pDCs to suppress T cell proliferation and IFN—
Y production. To this end, CCR9+ BM pDCs or CCR9- BM pDCs were co—cultured with CD3/CD28-stimulated CD4+CD25- effector
T (Teff) cells for 4 days. We confirmed that pDCs suppressed the proliferation of Teff cells and IFN-7 production regardless of the
CCR9 expression. Collectively, these results suggest that CCR9 expression on pDCs does not influence their suppressive function.
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