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Y) EBRULET, COEREBICFADIARIC DL
TERIETECEELGEESZEZX UL TMHIC
BHOMESSITVWET, e, TOERTEIIAN
=% —[0] JCS O First place poster award %
BEXFUTREHARICBWET, S&EH JCS-
ICIS X2 Z=Z7sD—B&ULT. ALTHY
AN VIARZBLU TERICEBMTES LD
ICBELEWERBWET, RELETIE, FADIEE
BECTHIERERLECEEWN LEX UL
FAERXDOMEABE "5 SEOBEICDOWVWT
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Figure 1
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DEMEFED STOP AR YDETIC IRES-
Venus-polyA ity hZBATBHIET, YV
TIEILLRILT I-23 OFBEEARLTZV
DR B EICHLE LT (Fig. 2).
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ENBERREXRBEOETIILHETH S
Citrobacter rodentium (C. rodentium) % 4
BRIV E L THRONMCHIRE NS —A
T IL23 REVYVRICKET B LB TETIC
NDRARFEICEDTET, €I T BRI DK
BEHRICEER 1123 OELFRZHASHICT
32z BELE UL, lI23aVenus Y7 X % f#
WURER. BBE D conventional dendritic
cells (cDC)D—EBDH Ttz MHYIL-23 ZEA
LTWBZ eI DEUR, 22T, fAfcBIF
Biolegend #t® LegendScreen Mouse PE F
v hZRAWT, IL-23 E4E cDC OREMRY —
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H—DREEZHAF U, TDF v MNTIFH
260 & D PE FHEMAEDSA>TED. e
NHEBEIRENRZDHLEX T CDF Y b %
FAWT, ll23aVenus LR—% —DOHKIE 18T
SEREMEDOAEZITVWE LT (Fig. 3). £ DidE
£. DCIR2+ EpCAM+ CD103-CD11b-TEZ
N3 cDC YTy b C rodentium % &
IEEBRICRDEL IL23 ZEELTWSZ L
HEESMCED £ U T,

BE IL-23 B4 cDC YTt v N ORHKRBBE
BEORBIORZMEBIT. HEEHE
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EHHENTWET, —A T, BEICIE 3 XY
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Figure 3 IL-23 E4% cDC OFRAIN—H—RIU—=>7



fareBIE. l123aVenus YO X ZRAWT, IL-
23 E4E cDC NIBEDED L S B EEICHBEL
TWBIZFANFT LT, l123aVenus ¥ 7 X I
TLR5 @Y H> K3 Flagellin ZEEBREST U
4 FFHERBRICHBEEBZHELUE L, Ce3D
Tissue Clearing Kit (Biolegend #t)ZFH W T
Whole mount staining & OMBEi#ERR (LR %
TW, AEZ VO T AV HESBEME
(Dragonfly) TR Z1T> Z & T IL-23 EX%
cDCs DBEZRANE Ufco ZDFER. EERREL
Z&lc. cDC BFRINE TSN TWED,
WREREICHE<FELTVWEHDD, I-23
EE4E cDCs & 3 kY v/ EBICHENICBEL
TWaZeEbhbE UK (Fig. 4). EER
EULT 3R VIIGEBICIE IL-23 I & - TEME
LU IRRMERGE OHERICADT A A1
.22 #ZE2ICEET B ILCINBEICHFELT
BOFET, AFINhS5DT—FICDVT, IL-23-
IL-22 axis Z#HITDEI 2—ILH 3 kI VN
HERICENINTE D3R v/ ERHYRERE
KIGEOHROFIHREE U TEHLWTWSDT
FRWh, EBIRULTED T,

3R X HHiH

Figure 4 IL-23 E4 cDC OFE (Ki3)

BEIL23ELE cDCY Tty hOFKLE - BRE -
FMEDOA A= L
RREIC, B EFAATRTEEL TWBEE
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IL-23 EE4 cDC OFE4LE - HRICEELREFOR
EERAEL, £9. BE IL-23 E4 cDC =
BUEBOBEDCH Iy Y —T 2T
U. RNA-seq Ic& > THEBUF U Tz, IL-23 E
4 cDCICEBS A TWB YV FILREZRET
Bfclc. GSEA B Z{TWE UTco ZDHER.
IL-23 E4 cDC (& Notch2 7 FILELF /A
VBRI FILOTROEBGTFHEZSREL TV
2D EU. NS DREEEND D
fe & ic. ll23aVenus CD11c¢c“ Notch2™™
mice DT ZITVWE UTco E5IC. LF/A1Y
R AMAD inverse agonist T# % BMS-493
% [I23aVenus Y I RIS T B ET.LF/
1 VR DEMERZITVWE Uice ZDHER.
UTO&LS%GFIBRTzE > T, I-23 E4E cDC
DR - KAV - SEMEL T 2 EABESMTHRD F
Ufco DIL-23 E4X cDC & cDC giERMHIEN 5
Notch2 ¥ F)lic & > T. DCIR2+ EpCAM+
cDCItMbLET, QEY =Y ARBEYTH
BLF/AVEITFIVICE>T IL-23 EAERE
ZEEBLET, @TDLSICLTHALLIL23
E4 cDC HEEEME D LPS ¥ Flagellin D
B2 % TLRs 2N U TRHMI B ETEZED
23 ZEA L. I-23-IL-22 axis I &k 2 BERh
Wz %E. BERRERGEZHRULET
(Fig. 5).

SHOBE

BB IL-23 E4 cDC DI %175 T, B
HREOBH BRI ZRL. SEOEREREZE
BRI74—ILRELVLTHRZERLICWEEZT
BOFET, KEFHWZ &IT, FAlE 2025 £ 4
BEOFEHAAFZAB IOV 17 DT E
UL TERAWERZ T3 Z &b IREDERME
DR Z RMBREZEEYZHRAAIC TS
TEF3ZEIKBRDELEAEZOY TV RT
(& LIR—4 —< o X8 E U TRHRIEIE D £k
xS SICIED T2 2 & T RIS IC
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Harnessing the Power of Trained Immunity for
Pandemic Preparedness
Can we harness innate immune memory as prophylaxis against

unknown and known pathogens in a pandemic?

Asuka Joy Tobuse
1st-year Master’s Student (University of Tokyo)

The 100-Day Mission for
Preparedness
The COVID-19 pandemic demonstrated

Pandemic

the critical need for rapid global responses
to emerging pathogens. At the 2021 G7
Summit, the 100-Day Mission for Pandemic
Preparedness'? was introduced, aiming to
develop accurate diagnostics, effective
therapeutics, and safe vaccines within 100

days of pathogen emergence. While this
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timeline sets a new standard for global
health, it also highlights the need for tools
that can bridge the gap between the onset
of the outbreak and vaccine availability.
Developing emergency treatments capable
of minimizing mortality and infections
before day 100 may be a promising
strategy to reduce the immediate impact of
emerging diseases and buy time for vaccine

deployment.

Central trained immunity

=

Bone marrow ———»
Innate inducers ULl LTEe /
infection, response Peripheral trained immunity Neutrophil /
inflammation
ee / Dendritic 4 Natural
cell [ killer
“— 5
* Wed Y
"; / Monocyte
I I Macrophage
Primary Secondary Pr ,
stimulation stimulation Cellular activation m}‘
Enhanced response ‘ M
@TNF-« JZL
1 @IL-10
QL6
Figure 1 Trained immune response

Primary stimulation to innate stimulators or pathogens leads to epigenetic changes that influence the rapid
and heightened response to secondary stimulation. Trained immunity can be broadly categorized into central
and peripheral forms. Central trained immunity involves epigenetic and metabolic reprogramming of
hematopoietic cells within the bone marrow, such as multipotent progenitors (MPPs) and granulocyte-
monocyte progenitors (GMPs). On the other hand, peripheral trained immunity refers to training mature cells
within various organs and tissues, leading to enhanced local cytokine production and cellular activation,
conferring broad protection against pathogens. Created with BioRender.



Combatting pathogens from Day O by
Leveraging Innate Immune Memory
Vaccine adjuvants are widely known for
their ability to enhance vaccine efficacy,
primarily by activation of innate immune
signaling. Beyond their application in
vaccines, adjuvants have been extensively
investigated as potential

immunotherapeutic agents against
infectious diseases, cancer, and allergy.
Recent advancements have revealed that
certain adjuvants and innate stimulators
can induce innate immune memory, also
Unlike

adaptive immune memory, which relies on

known as trained immunity®.

antigen-specific long-lasting antibodies
from B cells and memory T cells, trained
immunity involves functional
reprogramming of innate immune cells
such as

and non-immune cells,
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macrophages and
fibroblast,
epigenome

monocytes, and
respectively, down to the
level. This reprogramming
enhances their ability to respond to
subsequent challenges, even against
unrelated pathogens, characterized by
enhanced cytokine production (e.g., TNF-q,
IL-10, and IL-6) and changes in metabolism
and chromatin accessibility* (Fig. 1).

By modulating epigenetic and metabolic
pathways, trained immunity has opened
new avenues for prophylactic and
therapeutic strategies, particularly when
conventional vaccines or treatments are
unavailable. Among the commonly studied
inducers, our

adjuvants and innate

laboratory focuses on CpG
oligodeoxynucleotide (ODN) as a toll-like

receptor 9 (TLR9) ligand.

Table 1 CpG ODN-mediated immunoprophylaxis against a variety of pathogens in animals.
Adapted from Ishii et al., Curr Opi Mol Ther (2004) Vol 6(2)®

Type of CpG ODN
Animal Pathogen % protection
pathogen treatment
Listeria
Mouse Bacteria i.p 100
monocytogenes®'®
Mouse Francisella tularensis’ Bacteria i.p 100
Mycobacterium
Mouse Bacteria i.p 100
tuberculosis"
Mouse | Plasmodium yoelir* Parasite i.m 80
Chicken | Escherichia colf® Bacteria s.corim 100
Herpes simplex virus Intravaginal
Mouse Virus 50
(HSV)-2' topical

Studies demonstrated CpG ODN-mediated immunoprophylaxis in mouse and chicken animal models
against various pathogens, including bacteria, parasites, and viruses. The route of administration of CpG
ODN is denoted as intraperitoneal (i.p), intramuscular (i.m), subcutaneous (s.c), and intravaginal topical,

depending on the target site.



CpG ODNs as promising
immunoprophylaxis agents

The first-generation types of CpG
ODNs—A/D and B/K—are the
commonly studied and well-understood.
Their

distinct cellular targets and immunological

most

structural differences result in
outcomes. In humans, A/D-type CpG ODNs
primarily target plasmacytoid dendritic cells
(pDCs), inducing the production of type |
while B/K-type CpG ODNs
mainly target B cells and stimulate IL-6

production®. Importantly, CpG D35 (A/D-

interferons,

type) is undergoing phase | clinical trial for
the treatment of cutaneous leishmaniasis
(ISRCTN15458851), while K3 CpG (B/K-
type) is being investigated for treating
advanced lung (UMIN-CTR:
000023276) and malaria vaccine (JMA-
IIAOO109).

In the late

cancer

1990s, Klinman et al®’
proposed using CpG ODNs as the choice of
adjuvants to enhance the efficacy of DNA
vaccines, particularly as a strategy to
combat bioterrorism. In addition to exerting
available and upcoming vaccine efficacies
threats, the
of CpG

ODNs enable them to be a promising

targeting biowarfare

immunomodulatory properties

candidate as immunoprophylaxis agents by
potent stimulation of the innate immune
system to improve host resistance against
various  threat’. Subsequent studies
revealed that CpG ODNs possess potent
innate immune-stimulatory effects,
sufficient to protect mice against a variety
of pathogens (Table 1)°.

Fascinatingly, these

findings were
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reported long before the concept of trained
immunity was introduced, highlighting the
importance of revisiting earlier discoveries
to uncover unifying frameworks for
understanding immune mechanisms. These
studies shed light on how innate stimulators,
such as CpG ODNSs, can reprogram immune
and non-immune cells for long-lasting
effects. Indeed, we are building upon the
foundational work of those who came
before us, standing on the shoulders of
giants as we advance our understanding of
innate immunity.

In 2014, our laboratory developed a
modified CpG-based nanosized adjuvant
compound termed K3-SPG'". Comprising of
K3 CpG (B/K-type CpG ODN) and
schizophyllan (SPG), the

structured particle demonstrated potent

triple-helix

innate immune-stimulating effects in human
blood

in mice, and

peripheral mononuclear  cells
(PBMCs),

primate models'®"". Further investigations

in  non-human

on its mechanism of action revealed a
TLR9-dependent functionality. The broad
spectrum activity of K3-SPG as an adjuvant
and immunoprophylactic agent has been
demonstrated in an influenza vaccine
study'® and an /n situ anti-tumor' studly,
respectively.

Now, we are working to expand the
application of K3-SPG in the context of
immunoprophylaxis. Its potent innate-
stimulating effects make it a promising
candidate to effectively reduce mortality
and limit infections in the next pandemic

until a vaccine becomes available.


https://doi.org/10.1186/ISRCTN15458851
https://center6.umin.ac.jp/cgi-open-bin/ctr/ctr_view.cgi?recptno=R000026649
https://jrct.niph.go.jp/latest-detail/jRCT2090220109
https://jrct.niph.go.jp/latest-detail/jRCT2090220109

My research at the Vaccine Science
Laboratory of the University of Tokyo
Currently, | am a first-year Master’s
student working with the Vaccine Science
Laboratory at the University of Tokyo,
contributing to the 100-Day Mission. With
the guidance of my professors and
colleagues, | am investigating the
immunological mechanism underlying the
immunoprophylactic effect of K3-SPG. By
utilizing various genomic, molecular, and
cellular

approaches, including but not

limited to flow cytometry, genomic
sequencing, and /n vivo infection models, |
can gain deeper mechanistic insights into
the immunoprophylactic potential of K3-
SPG. In 2024, |

unpublished findings at the 1st Annual

presented recent
Meeting of the Japanese Cytokine Society
held at Hokkaido and received the best
presenter award. Moving forward, my
colleagues and | are putting in much effort
to gather key evidence that would pave the
way not only for K3-SPG and pandemic
preparedness but also for understanding
future

innate immune modulation for

medical interventions.
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Masuta, Y., Yamamoto, T., Natsume-Kitatani, Y.,
Kanuma, T., Moriishi, E., Kobiyama, K., Mizuguchi,
K., Yasutomi, Y., and Ishii, K.J. (2018). An Antigen-
Free, Plasmacytoid Dendritic Cell-Targeting
Immunotherapy To Bolster Memory CD8+ T Cells
in Nonhuman Primates. J Immunol 200, 2067-
2075.
https://doi.org/10.4049/JIMMUNOL.1701183.
Kobiyama, K., Temizoz, B., Kanuma, T., Ozasa, K.,
Momota, M., Yamamoto, T., Aoshi, T., Kuroda, E.,
and Ishii, K.J. (2016). Species-dependent role of
type | IFNs and IL-12 in the CTL response induced
by humanized CpG complexed with #i1-glucan.
Eur J Immunol 46, 1142-1151.
https://doi.org/10.1002/EJ1.201546059.
Yamamoto, T., Masuta, Y., Momota, M., Kanekiyo,
M., Kanuma, T, Takahama, S., Moriishi, E.,
Yasutomi, Y., Saito, T., Graham, B.S,, et al. (2019).
A unique nanoparticulate TLR9 agonist enables a
HA split vaccine to confer Fc %% R-mediated
protection against heterologous lethal influenza
virus infection. Int  Immunol 31, 8I1.
https://doi.org/10.1093/INTIMM/DXY069.
Okada, H., Takahashi, K., Yaku, H., Kobiyama, K.,
lwaisako, K., Zhao, X., Shiokawa, M., Uza, N,
Kodama, Y., Ishii, KJ., et al. (2022). In situ
vaccination using unique TLR9 ligand K3-SPG
induces long-lasting systemic immune response
and synergizes with systemic and local
immunotherapy. Scientific Reports 2022 12:1 12,
1-14. https://doi.org/10.1038/s41598-022-
05702-0.

Vaccine Science

Homepage:
https://vaccine-science.ims.u-tokyo.ac.jp/en/ [ENG]
https://vaccine-science.ims.u-tokyo.ac.jp [JP]



JCS Session in Cytokine 2024 ## X T

BARKES

FEFG6RA. BEYVIVITHETED
Cytokine 2024 Organizer Chair @ You-Me
Kim fE+h 5. JCS Symposium Session %
BB UZWHITZHH D Flcic X —k U
JCS O 7 E— )Lz OMIC Cytokine 2030 ®HAE
BEICAITERWMERERA . BERTOER
ZRTESMZRE LU e, “Stress Immune
Responses and Homeostasis"& WS % 1 ~
LT, RETIES UDLWHRERRZZEIFTWS
JCSEFZESE (BFEEEXT. UL, A
FOIE. EAME. Rafltt, i) z:2
SHN&EH 750USD (9 12 HM) &=k - 1o
e, & 20 HH%Z JCS hoXELUT, &
fo. ERIFERBREE. GRAKHELEICSR
FEWcZWic, JCS Symposium Session &
10 B 22 HDOR& 830 RY— Koo B
BE. FAD S JCS RRILDOEERIRME (B 1). JCS
ZERB DB, JCS2025(KBR. LI & F1iMT
EaR)NOSMME&E. JCS Symposium

i[)3

b

Background of

“ MMCB

(Macrophage Molecular Cell Biology)

started by Dr. KOuji Matsushima in 1991
President of Cytokine 2017,
ICIS Honorary Lifetime Membership Award in 2019

(HXYA bAAY

JCS Newsletter No. 2

2

Fo22R)

Session JBEE DB EBIBNZT > e, P ViR
IVANDERKRICAD T
BEHEWSZEHHDH. ZEMNBEIL
VVIRI T LADETICHWRRICEIIEE -
TWE, ERDEEFTDREDOYEHH>T
discussion HEFEHKLRERTH >z (B2), 7l
Z T Cytokine 2030 ® BABEA [T e =&
(ARRESEE. MERMaEELSM) 1'H -
feleh, #higty Y a v ORBETEERS I &
NTCETRFELIED, SRR VYRIYZNE
JUERDEEAEEEEED— K THE
THRIFEE D s (COEBICHEFEZ ). &5
HN. BAROBEWNICHHS TR EZIFT
BWeY IRV X MDFEAICIE. DIHZE
hTHILELLEFW, JCS Session &[]
ET 2 I1FEMBRRICRBIERVN, SHE
RFEREY)IC JCS Z7E—I)LLTWL Z &lF
EFRAEREOEHREWVWSRANSHEETH S

Do

JCS Establishment

JSICR

(Japanese Society of Interferon and Cytokine Research)

The prototype was initiated by Dr. Yasu-ichi Nagano in 1961

(Japanese

Started by the merger of MMCB and JSICR in 2023

JCS R DESERIERE

X1

I
JCS

Cytokine Society)

BASA b %2

JCS Logo
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Fe

cymkinq{‘ 2004 KAl 2024

Dr. Miyamoto

K2 YYRIILOKRF

JBEC : Cytokine 2030 D HABEAMIS 1=3E B CHABES ZEDHDEBVWETH £5
B3, HPRELEEZHOICIRETETE T, ZLBULKBEVEL EFET,

REDERICIE. SRESITITHERFTTHE
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AL A
EER

W

InES (2)

Cytokine 2024 (c&L T

IO E &

(RRERAZRZER BLHE 1 § EFRSTFTA R HEEERr)

202410 B 20H»5 10 A 23 BE T
BEOYIITHESNIRULLE 12 [4
Annual Meeting of the International
Cytokine & Interferon Society (Cytokines
2024)ICEBME B TWEEEXR Uc. 2215
Y 7ILDOFLGERICAIES S COEX TRy
Yavtyy—7. CNEREENSHTHT
1 BB DBETICH D XU T, VI ILDOHELEH
FBIEBITESN S D, BEEZRU2EY RN
TR T DRHENREIHIRET D2EIM AP
ZART Y TENER BOPHLRERENE
UL > TT, ZRDERAICIE. RaEED/N\
YEZAonion Y LF3 L. VIILOVS
VHEELB I ENTEX U, RBEDHIICH
BERFICHRZEV. BEOGHRNLBSED
tAZBICT R EHTEFR U

SEDZERIE. FAICE > THHTDBENT
DERXSIMRFETLIc, IBIEBREALZTW
S>EVWTURA. —BORBARAZBERL. W<
DHhDEY Y3 VZERU CEZREICES
FTIETHMODLITZENTERLERLUTVE
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9, 2HBICIFRAICE > TAZROREERE
EHERABRRY—FHKRETWE U FAldE
NP eapeiEEriifRiEE £ (SHED-CM) O
Netrin-1 #IB ERZ N U MEEREEIRE
BT ZRENRICBETIRRESITTL
eieE2 X Ulco AR TIHEFEEBE SN TWDS
FERSMREOEE EFZRWHET Y —
BEDRAZT> TWETH LEHRMREIE
B I AETILEBWT SHED-CM HhiZEEhH
BEZRETDIZ L. TORICERRENERT S
Netrin-1 NEZETH 3 Z &, £/ DRG ¥ SH-
SY5Y #ifg%= SHED-CM TR % & HGF.
bFGF. NGF. BDNF & EE#D A FHEHL S
% Z & T Netrin-1 > MBP, GAP-43, PSD-
95, B IlTubulin DR LR ICEAS L. HiEH
EPOREZEL WD EZHESMLEL
foo RBTIRERRBEDOKREFREPEEALE
MIBDIENTERLREN, IR TOY
A DRG ZEXD HIFRICEHL TORERP
FRINARZWIEEE Ul BRRICBZ TV
felEWle &S ICKRBRZITWV., FRZzeBRKREL.
MESETVWELWERBWVWET,
RRY —HREKZI

5. ZREBICHAMEEF

HxEEDE W
Career Researcher-ECR)
IKHbEMLELR, HARIC
W3 ERMIEMT S Wl
DRFERDARE &7

( Early




R TCDEENDIRVD T, EEFPICELHIT
ULTWBTTETU e RORVNICBDDIFE74
YA MOV ZRICES, BRIOTICAEZ Z &
THA MO UDESMEDEZ U TRRER
HTWEFX U, BB BAFAE Netrin-1 Z33E
BT TIMN Z<DVOENIL-23 ¥ IFN-r %=
BIRNAF—RFIARLE>2ZE&EHHD
ERBYANDAVBONEARBRERELT
WBDOHER LU TWeE T TREERE LR
BICRD XU, e, BEDOGHEETH S
FYINPEATF. PrZabFFy, AKTFR
BEEBRBICRENTE, ETHRELVLRICH
DE U, BERZ EICRDHITIEFSAKERT
% % You-Me Kim 54 & ICIS President T
% Sarah Gaffen FL£ENVNS > L » > THEE
T DWENHDF U, BEDEPHEDEE
35T BODRFBHDESZRELTW
BFCEBLL THRAFIR SO UM > TED%E
HEBWTE #HEDREBNTFEDERLRBAT
BoBWhSH-ERTHAULLSTICEDZ
LT EBoLro>TLKIEEWEH L,
BRICOWTH MEHVNSFEICL TR &F%
MMFTWEE, ERZERS D EHHTERS
CENTEF U, IhEmHE LT, BER
9I<IC TOEIC ZFH L. REIDERFREFT
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ICEEZR > THEEZEBLANILFTRLEF
EJCIN

i, ZRPITIFE < OEERRVWHKEERLH
NDE U, ®REAICIE 2023 FIT/ —N)LAE
2 - BEF¥EZTE I Drew Weissman 5%
HDFEEEB ZENTE, T3V EBER
BENTEBIELZERICSMI B EDA
Jw hTHDERRERULEX UL,

AR=2FE. YO TOERZERSMENS T
EHHD, BRERRDFODSMEZD XU T,
LML, HERZBEULRAY ECR THE- 1
FEROFEEDHEEVWNELHD, KELT
E. MRICEHT 2B RO TE. AHICEDDE
WRREUCERICB2ILERLUTED XTI, K
F(FFE 2B JCS KA. 2 13O ICIS A
ZRILTHREINEIDT, SARLDELBE
DOE<EBVWRRNTED L SIC, FicEi
XY NT—IPBEREEN U THRICELEL
TWELWERBWEY, RERICIFRD XTI DN
ICIS 2024 &MOR=E5Z TS >1cE
KEZEEZIIUHETIAREOERK. BEE
BRASMERNEOR = Z < LS > IcHHAE
Feik. RIEmAE. BRRIREEZRDET S
JCS BIEDZEHICREBBL LIFET,
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Cytokines 2025 &M 5

Cytokines 2025

Intermnational Cytokine & Interferon Society ICIS

SAVE

International Cytokine & i ' THE DATE

Interferon Society « ICIS

The Westin

1 Seattle / USA

b 2 -5 November
ashington, Seattle, USA ‘5: i ! 2025

: Abstract Submission Deadline:
seattle.cytokinesociety.org y 18 May, 2025

Cytokines crosstalk

2025 FEOEBEY A hAAY - 4107 —T cOVZER (ICIS) Zififf% Cytokine 2025 (&
KEDVT ML THREEINET T, ICISEZEEPRARZICNTERNINILFTT-RERELT
BEO, BEFRLOIFI VI OBRRBEHEBESINTEDFT, e HERTA MO VER

(JCS) (&, Cytokine 2030 D HARMEDFRICAIIIEEZLTHN XY (p11 DEES
R). JCSOEENILEYAZE/DBHICH. B . BEEYA MO VERICARL, %<
DEEZ CEFWCLEEXRIT LD, SHHZELBULEEVWWLET,

=1 2025 11 B 2~5H
=%  THE WESTIN SEATTLE /USA
Website URL  https://seattle.cytokinesociety.org

e« 5A18H (K)  HEIRLHHY

e 5H18H (k) ZA/RARIDNINILFT— RNEFEHT WFIRHICHE
e 7A25H8 (&)  RIEHHY

e« TOB10H (&) #AY74YTOEHRIKH

« 10B10H (&) MRTILOFHIHHEY]
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JCS2024 =##RDi&R> T

JCS2024 ZMESARER

NE ER (UEEXPECFREEIRE #%)
(RRARZERZWMER  #R)

a3 #

2024 £ 7 B 25-26 Hic. % 1 @HAY 1
N h A VU ERERZMERD 1JCS2024; & U
T ALBERZZMRIARREEIC TN T U v R
RICTHESNFTULLET), JCS2024 (F. #
DHIBTHZHARA VY —T OV - Y1 NAA
VESUSICR)EXY YV O7 7 —IDFHEEY
2 (MMCB)AY 2023 EICHREBRICHE L
TLER W) THET 2EBFEZMERERD FT,
AR TIF B FREEARTE OBREREIC
THMEL. &5(c. 25 0%, HREE. FH
BE. ALIRTAR E BB WeleE £ U, 22
B E T,

” "
G

Everything about Cytokinesishere!
ANV DINTHEZIE!

JCS2024

The 15" Annual Meeting of
Japanese Cytokine Society

7.25 Thu - 26 Fri, 2024

Hokkaido University
Conference Hall, Sapporo, Japan

| Hybrid

¥ u(ﬂ, /"’ [@chest 0,.@ .'.'"... .

1 JCS2024 ORR % —
HLIRRFERODABEE L TR NI Z— 0BT DKk (B)
EABEREDOAAN YA MY —K (F)
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ARETRE ARDOBRZZMA-RET DT,
'Cytokine physiology and pathology) %7
—NIcBIF BEFOSHADE & E - ER
ZEDTEWD XU BHRY A AV ERER
UZERINCE 1 MoERZEMESE UTHE
ISUWARICINRL 3 ZDOEEAICERARBEZ
BEWLEXUT, (1) IL-6 ORI SERKIGA
FTFEF REBBBEEICE TRESIBLFERR
ZHRERXRRKE). (2) 17—z OVBP
L2 ZRESN. SHDOA V5 —7 T AVRERK
VOFIEEEGRFEENS DIERKFEZ Z#
RS NIcAOMERSEE(RRKT). (3) BHEMET
HIRORRETH D . ZORENEFIHE £ hD
RREBPEERRLENDFSZHBAIN
IROBXFE(RERZ)TY, FTEAICIF. <h
ETOCHEBRSCICRFIOMBICDOVWTSH
REZFXUK, 35T, 6 DOIYVRIT A,
"Memory, Metabolism, and Aging of T cells
(A—HF Y —FHN BE)1. "Vaccine (A#
##),1. "Nucleic Acids and Immunity (fTH ).
Microbiota in Health and Disease (fTH
&)1, TAutoimmunity (B8R £%&)1. "The new
era of osteoimmunology: Co-sponsored by
Nikon Solutions (E#l [£)) ZBANS DZL
DOMREZBFLU CREVWCLERULLERT ). X
foo —fCEEELTT7—V Y3y 7 10 EA, R
AY—HF*x 63 EE. Y—ET7arvivr—HAa
IVT474vI7HKAREICES Luncheon
Seminar, %kRXEH=I>vYYa1—I 3>V X
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8:50-11:20 Symposium 1 (Auditorium)

Memory, Metabolism, and Aging of T cells

Akihiko Yoshimura (Tokyo University of
Science, Japan)

Chair:
Masato Kubo (Tokyo University of Science,
Japan)
Time Speaker
08:50-09:20 Akihiko Yoshimura (Tokyo University of

Science, Japan)
09:20-09:50 Chen Dong (Westlake University, China)
Masato Kubo (Tokyo University of Science,
Japan)
10:20-10:50 Yoko Hamazaki (Kyoto University, Japan)
Ping-Chih Ho (Ludwig Institute for Cancer
Research, Switzerland)

14:30-17:00 Symposium 2

Vaccine

09:50-10:20

10:50-11:20

e Ken J. Ishii (The University of Tokyo, Japan)
air:
Niloufar Kavian-Tessler (The University of Tokyo, Jap

Time Speaker
14:30-15:00 Burcu Temizoz (The University of Tokyo, Japan)
15:00-15:30 Sho Yamasaki (Osaka University, Japan)
Yoshimasa Takahashi
(National Institute of Infectious Diseases, Japan)

15:30-16:00

Tomchiro Kurosaki
16:00-16:30 (RIKEN Center for Integrative Medical Sciences
/Osaka University, Japan)
Niloufar Kavian-Tessler
(The University of Tokyo, Japan)

16:30-17:00

Symposium 3

Nucleic Acids and Immunity

Osamu Takeuchi (Kyoto University, Japan)

Chair:  Maria Tokuyama
(The University of British Columbia, Canada)

Time Speaker
14:30-15:00 Osamu Takeuchi (Kyoto University, Japan)
15:00-15:30 Kensuke Miyake (The University of Tokyo, Japan)
15:30-16:00 Akinori Takaoka (Hokkaido University, Japan)

Maria Tokuyama
(The University of British Columbia, Canada)

16:30-17:00 Nan Yan (UT Southwestern Medical Center. USA)

16:00-16:30

17:10-18:20 Workshop 1

Adaptive Immunity

Akinori Takaoka (Hokkaido University, Japan)
Chair: Ryuta Muromoto (Hokkaido University, Japan)
Ken J Ishii (The University of Tokyo, Japan)

Time Speaker

Yosuke Kumamoto

(Rutgers New Jersey Medical School, USA)
Mari Hikosaka-Kuniishi

(University of Toyama, Japan)

17:38-17:52 Shunsuke Kimura (Keio University. Japan)
Satoshi Ueha

(Tokyo University of Science, Japan)
18:06-18:20 Kazuyuki Yoshizaki (Osaka University, Japan)

17:10-17:24

17:24-17:38

17:52-18:06

JCS Newsletter No. 2

VINTIY LERIT REHRDODMRZE
RRMN—ZATHMCEDHERBELE U,

09:00-11:30 Symposium 4 (Auditorium)

Microbiota in Health and Disease

Chair:  Kiyoshi Takeda (Osaka University, Japan)

Time Speaker
Hiroshi Ohno (RIKEN Center for

Integrative Medical Sciences, Japan)
09:30-10:00 Koji Hase (Keio University, Japan)
10:00-10:30 Hisako Kayama (Osaka University, Japan)
Dylan Dodd (Stanford University

School of Medicine, USA)

11:00-11:30 Melody Zeng (Weill Cornel Medicine, USA)

09:00-09:30

10:30-11:00

15:00-17:30 Symposium 5

Autoimmunity

- Keishi Fujio (Tokyo University, Japan)
2ir
Taku Okazaki (The University of Tokyo, Japan)

Time Speaker

15:00-15:30 Taku Okazaki (The University of Tokyo, Japan)
Shingo Nakayamada (University of Occupational
and Environmental Health, Japan)
16:00-16:30 Keishi Fujio (The University of Tokyo, Japan)
16:30-17:00 Nan Shen (Shanghai JiaoTong University, China)
17:00-17:30 VYuichiro Fujieda (Hokkaido University, Japan)

15:00-17:30 Symposium 6

The new era of osteoimmunology:
Co-sponsored by Nikon Solutions

15:30-16:00

Chair: Kazuo Okamoto (Kanazawa Univesity, Japan)
Daniel Cua
(Janssen Research & Development LLC, USA)

Time Speaker

Daniel Cua
(Janssen Research & Development LLC, USA)

15:30-16:00 Kazuo Okamoto (Kanazawa Univesity, Japan)
16:00-16:30 Yoshiki Omatsu (Osaka University, Japan)
Takenobu Katagiri

(Saitama Medical University, Japan)
17:00-17:30 Yuki Matsushita (Nagasaki University, Japan)

17:10-18:20 Workshop 2

Innate Immunity

15:00-15:30

16:30-17:00

. Kenichiro Seino  (Hokkaido University, Japan)

Chair:
Hiroki Tanaka (Hokkaido University, Japan)

Time Speaker

Satoshi Koga (Osaka University
17:10-17:24 / RIKEN Center for Integrative
Medical Sciences, Japan)
17:24-17:38 Ei'ichi lizasa (Kagoshima University, Japan)
Mizuho Nosaka
(Wakayama Medical University, Japan)
17:52-18:06 Takaya Yamasaki (Yokohama City University, Japan)
Masashi Kanayama
Tokyo Medical and Dental University)

17:38-17:52

18:06-18:20
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YA MO VRRIFERZARKT AR E
D1 2THh, HRNGEMESFEICEL.
JCS2024 TIEZOBEICEVWTHRATRL T
EUYA MO VIARICEAT 2&EmITON
TWeEBELTEDET, 2020 FLLRE,
COVID-19 /X T X v 7 IcBWTEFELICH
SYANDA VAN —LDERAERE® 2023
F/—RNIVEBEZ - EZEORENREL S I
mMRNA 77 F > OREKRISAICET 2R E X
FRIBOMRENELES UE LI, Zhid
ZAKREE>YA NAAY - TEAHAVIREDR
HERFEENSHSEMBDAREINEZTIDO
EUVT RERDARZRRI DRI EBRVES
ERD XU ARRIFEFOEBRARDIZ DR
HYPEEZIFUH. INFETREFICED > TE
FEMREBICE > THHRARROESRDEHLND
ERD HANSHRENERET 21 N1y
MEDHREZSSICRKEROEDNERKESES
B EBWET (K 2, 3) RFIFILIF
EBSEHE (RBRKRZE MAYIRIRET 9-F i
2EF) KRR EGD. KBRT JCS2025 HiFME
INET (A 4). ZEPRIARVZEDIETF
AFRE. S 5ICIFSEBROBIFELZHMEDORFED
& DR ROAFTE DAL OERM %G S0
ZR/FELTHEDHET,

X 4 JCS2024 =

HEYA S HA Y ZRRTHIRREREHAE (L)
BABREED. BRITHWT ICS2025 (BT 2BN%1T
bhE Ul
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£ 2E BEYA MHA vESFEMESR (JCS2025)

REOCEASE

JCS2 0 2 5 #fiEaRER UIH &
(RERRZHAEYIRITFRAT #%)

2025 FOE2EBERY A M HA VERTF
i€ & TAcross the border of immune
equilibriumy (&, KEROFEZA4 71TV R
trvy—76 A 19 B-20 HICRHRELZXT,
Keynote talk & U T, BERF#BLE. REHE—
FEICCBEERERY, YVIRITLTE, U
TOADDEENS YA NHA > DOHEER IR
ZEUL. BADS—IRROMEE . BROFH
EXFOEFMREZY VRIZAMELTH
BEULEXUR

Keynote talk
Shizuo Akira (Osaka Univ)
Shigekazu Nagata (Osaka Univ)

S1: Disease and Cytokines
Minako Ito (Kyushu Univ)
Francisco Quintana (Harvard Univ)
Marco Prinz  (Univ Freiburg)

Ken Cadwell (Univ Pennsylvania)

S2: Acquired immunity and Cytokines
Federica Sallusto (Institute of Microbiology, ETH)
Shohei Hori (Univ Tokyo)

Antonio Lanzavecchia (Instituto Nazionale
Genetica Molecolare)
Agnés Lehuen (Institut Cochin)

S3: Innate immunity and Cytokines
Kazuki Kato (Science Tokyo)
Masashi Kanayama (Science Tokyo)
Kenta Moriwaki (Toho Univ/Hiroshima Univ)
Fumiyo Ikeda (Osaka Univ)

S4. Bioinfomatics and Cytokines
Kenji Kamimoto (Osaka Univ)
Ritsuko Morita (Osaka Univ)

Yayoi Natsume (NIBIOHN)
Hui-Shan Li (KAIST)
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WHDH AICIE. reception & Fiafc
poster session ZFEL THED . poster D
MNEWS DO DEBE%Z short talk &L T
workshop THEHF&®U CIHEK Z&ZEZT
BOFERI, BAEHAMSNTVWEVDD, TiED
EBDHARTA NN VERICHRASIN
356, IFEORERFIERNTTIOT, = A
FOFSEDEEICEREHRHITETERT EE
WTY, SIBOTERRIE, KR, FHRZEE
56 IERREEFIVEAHRVDT, %<
DEEFDSEMZBFHELTEDET,

S :
=8 7,000 A (F&0). 10,000 A (#&H)
JF=8 10,000 M (Z71). 15,000 A (#%H5)
F4 3,000 B (FaD). 245,000 (&)

BEY A hho vEes
£E3000M (#IFEER)
FAREB 1,000 FFEER




JCS Newsletter No. 2

£ 20 BAYA MharERFiMESs (JCS2025)

-71_}/%7][] ﬁt/,\ﬂi/_: %@ ;fqm

\

28188 (K LOZNBHREBESHROBSEZRBLV LI U
REDESRDIELSADTEN. BBEFZWLIETERIT XIS, FBULKEBLWEULERT,

F£20BBFYA MHa VERFMER

T—~ ! Across the boundary of immune equilibrium
KHA: 202568198 (KX) -208 (&)
R%: FTESAITUVAIVREYY—

AXeRk: WE & (KERKEMEVRARAA 2%

EEEFHE: 28188 (k) ~48208 (B)
SHNEFHAR :© Early 28188 (k) ~4A30B8 (K)
Late 518 (KX) ~68188 (K)
On-site 68198 (K) ~68208 (%)
ShE - Early =8 7,000 B, =& 10,000 M. %4 3,000H
Late =8 10,000 M. 3E=E 15,000 B, 4 5,000
On-site [@EL (GRFALDH)

Web 1 L&D SEFTRLSIEEZLN,
https://wwwz2.aeplan.co.jp/jcs2025/contents/registration.html

F2@BERYA S HA VERENES
ARk WE & (RERXZEHMEVRARS HR)

<BEWELEE>
F20B8ARY A M hHa VERFNERERSHES
KRARHI— - 1 —1EBEA

E-mail : jcs2025@aeplan.co.jp

20
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2024 F£E JSICR EpEREEDHEN (1)

BEYA MOV ZIEMEEZRELT

=N

(RKRRZREZTOVT « PR RV Y — RERMEREYS FEEIZ)

N yrth A

ZOEIE, 2024 FEHARYA M AAVER
BHEICBEL TWEE REZEEDKES
IR BEHBL EITE T, SEEF. BR1VY
— 70V - YA NAAVEREBANYIOT 7
— VN TFHREMEESNEH UFTICBERY 1
NAAVZEREVTHRRBUCEBOET. £ 1E
BEOBAYA NOAVESBMEZENMNDFL
T EICRERBLTREDET,

FlF. BLREHNSREICESXTHEBICS
T2 RBFZEMICHRTLTHED XTI, AFEE.
IXRILF—ROEH - itE. BEVEORE. 4
NOEYDERG EL DEEREBEEZR
FUTWET, INSOENIKIET D& &5
TEABRBEEENEL. EHZENLET, BF
fEE PIREMFENZMEZN LU CTBE LB L
TED B TRINE NIREBRDIERNITHEIC
XS NE T, —A T BICIIEILEIC S RS
EYPORRBNRBYNEFELTED. 25D
FRBENENTHBICRALTEERI Lich' >
T RIS ICREZEEORBICRET 2B
IKEIEINTVET, UM ULED S, BE DT
T3 Z ORFEFEMEDORIBICK U TRERD B
EBICRINT 52 &iF%<, EYZEMNICIEL.
AR EEERRETRINTWE T, 2 ORFiER
BOEBEH#FEBEIEILICDh>T0WEY
A TUT,

SEIOMERTIFET . FBOEERA A—IY
Tl & 2 REHRE O BIREREAT & AN DB S
BERFUICY VIV EIIBLTFRRRIT AT
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d a

WX UTc, ZD#ER. FIGERS. TRbEENS
DOAOfBETRERILEDIFH SN TWS I &
ZHSMHMMCLELEE (B TA),
ISICZDEEICIF. RARY Y v —FRE
Marco EMRIEMET A M A1V IL-10 Z5RIR
I 2 REEIEES v /I—Hlig (AFRTIE KC reg
EFMABEL TV EERASHMICLELRE
(B 1B), KCreg l&. o7 7—3 -2
vIN—ilRLDEEVEYERENZRUL.EA
UCTEEYZHEBORIRTCERMWEL TW
BZENPMDFELUR, UM U Marco ZE&GF
RETBEFIMDSHRAUTEEYZID Z
& U B OREONWTIEEBERICE TH
ELTLEVWELE (B 1C), ZORERMS.
Marco D"EYIDHEIE - ERIC K DEFH/NY 7%
BEZE>TWBIENREINE L, £t
KCreg (F. BRIC K DREZEHIECIT TR T
REUET A N1 Y IL10 2EET R ETR
RILEZHEL TWSAREENEZSNE Ul
ZZTMILTI0RBFAZAVWTILI0O VS
FILEBRELIc & 25 . FIGEERICE 1T 2 %%
IMFIDERBR S N REBUT X U THRWRENERL S
nNa&5IKhFLE (B 1D), ZORERMS.
IL-10 b X -FFEEBO SRRz BYICHIEU.
HBEEEDOHIFICHES T 2EERREFTHD
ZENTREEINE LT, BRREWZ &I, Marco
EEIGEFREULRY v/I{—HIETIE IL-10 #IR
DEERETHHS5N. Marco I& IL-10 DESE
ICBI5 922 EBTREEINE LI U LDERD
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5. Marco & IL-10 [FEWCERZDFAHZ
ALTHREEREZHEL GEBORBRRICHESL
TWBZEDBESHMCED U,

EWT, TEFANS VRN T LKER
We—F—HY R EFILEITTRICETEL.
KCreg DIRREREEEFHIREICDOVWTER S

BRHREROMBIROHNRE o E R ST N ILE

Neutrophil

X9 E %

KRS

GFP?|

CX3CR1* Mono/MP_ ¢

AR

Pl AR i3

» tSNE2

NK/LC1 355

» tSNE1 @ Fibkisk (1,282 #lifn)

1155

TAYRA47aAv ba—LHiKk MIL-10Z B EHE
Han MarcoR #l A % 3EEM % BAOER 365 RAH%
i PR D AR y Fﬁgﬁziﬁ' 3 =
»
FIBR g
PR | LIS
1

A ZSAEMERRE (SFPER) Ic & B RIESE D ERARY—H

LysM-GFP /w74 XU RZBWTHEFRERE TAELL TWD, PIBREEE (PIARIK) & B OERBRGESS (F/OERIRIER) (C A
Bl —tH—BNTEEDITREZFE L, XU —JL/X— 100 pm

B ENEE, 5 0N A EE 1HlBN 5V X0 Y 7 =L@

PA-GFP ¥ R DIl % HACTEHEET CBEL. BOSEEIC violet L —H'—X%#RB59 % 2 & THllfg%s GFP S TiZ#& L
fo (E-cadherin:F3ffigi. X4 —JL/X—:50pum), D%, A7 F—EHREHHRLEL THREN SHlazs8sE. 70
—H A M X—%—7T GFP BEOMREZRE U, BEHEDSEURL MiEZE 1t 5> X7 U 7 h—LABITICHh T e,
tSNE 7Ov N LICHAET — Y OBTERE RS, SO RNy MNIMPSEROMEEZ. BE0 Ry MIROERIRERD
HREERY,

C Marco &t 7 v /\—#lifa(KCreg)Ic L 2 EYER

GFP #¥EH L L KBEEZPIRAICIRS LIk I CICFEZERE L. XBEOBBRSHZBITL . Marco Bz FEMN
FERDIYIAERKUENTVAEFER Uz, BRIFAEBDEKEE UTRLTWS, KR"EIE F4/80 BHED Y v /\—#lifg%.
FEIJ E-cadherin BHEOFIIEZ R . BEORBIFOEMBICRNWELCXBEEZTRT, X —J/L/{— 100 uym,

D IL-10 ¥4 FIViC & 2 REEIGE D 2R RIHIE

MILT0 REREKIUETIL10 YT FIILEBREVLLBETZAVIA 7Y MO—ILRGEERS U BEELE U, LysM-GFP
IR IAEAWTHERRERETARIEL TWD, PIIREEE (PIARIZ) & /0B ARE S (/O ERARIR) Ic AR IC L —
— BN TEZDITREEFELfco AT —JL/SN— 1100 um

BEZTWE U Y—F—HY NETILTIE
BELRNU7ZEESE 2 & THEREYD
FEMUEDNTTE L. ENSHFFBICEA L P LR
BTT, BEAERRTIE, HFERIVIELY
Marco RIEY Y X ZEAL F LT, Marco K48
YU RIE, KCreg Ic &2 ERMEICEER
Marco & IL-10 OFEBEHIMET L TWB o,
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KCreg D& HlfEMERERIBETILE LTHERAT
XTI, COEBRDIER. Marco RIEEVIAT
FEPAERIY D RIS HNRTE < ORAEMEMAZ D BT
HADFME, MiE ALT/ASTED LR (EE DA
BE), Rttt —N—DREBLENHSN
Fllo TNSDHERNS. Marco® IL-10°
KCreg I&. BENS A>T 2EYERFIRT
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BEENSHEZREL TWS " BIE"HRRTH
BZENHESHCHEDFELE (B2),

KCreg DH###ERIB

WEYLE

=
-

&

K2 KCreg WMEBICHEET 2HEIF. BENSA> TELEYE Marco ZAWTERHELL. &5
IZ IL-10 ZAWTREREZHIETE 5, —AH T, KCreg h'HEE LR WEEIZ. EMHFRFESICET

RAUVBULWKIEZEIY %,

REBIC, ARZCEES - oXEL TS
WEUIcAHERRICCDBEZHMED U TEL
R L EFET, el TRZTET BICHT
DZHNZEBDEULERAREDFREAIC

E<HEALBL EFRT . SEDOREZRMICU T,

SHOFHMBARIRZHUKITSND LS5
EUTWELWEFURT . EZREDEEAICIE
SHREDTCEBECHEEZBNTT ECFEIC
FUEI. 5lE=HmE. ML LI BEVNEL L
EXR
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1. Miyamoto VY, Kikuta J, Matsui T, et al. Periportal
macrophages protect against commensal-driven
liver inflammation. Nature. 2024,629(8013):901-
909. doi:10.1038/s41586-024-07372-6
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ERAR =R

(FMMLBIZERAT FiREPHFA  EEFETEBIITE)

WE 2024 F£ESE 1 BAAY A M AA
EMEICEH L TWEEE, REARIC
¥, AE—EEZER. BEZEDEKE
BREBOXEAICOHELDRERHEBL LIFE
ER
XOA77—VRREGRZERT % & HIT,
BRRGREWUET A MO Y ZEA UXRERIDZ
gl LEIT, 1y —O10F>-18
(interleukin-18:IL-18) &, ¥x7077—

MEET BREMNBREMY A R A1V THD.,

9. WREEALEYT—TH B Toll HRRERE
DREBIC K D IL-1 B BIBRABELF DFKIRHTTHE
U. IL-18 BIBRIAY VRO BEULTEESINE
3, UHU. 2O IL-T 8 RIBKIAIG RIEREE N
ZRO TWRWARERETHD, 17537V

LT DI N TIEUHTEERD IL-18
EUTREFEEMHEZRETEDLSICKRDE
To AV T7IXY—LIF. WEAELELVY— F>
N BEYREER (FOHR/I—E-1). 8LT=Z
DRBEEEEICZ 7Y T —DFASCHS5HE
BEh mREAEE T —D%ZE U TNLRP3 «
VI IIY—=LP/I1) > (Pyrin) 1>73<
V—LREEEEIh, ZOEYH—HRHET
SRBICIGEUBELE T, 1777V —A
& WEEBRROBRBD CERIEDD THL,
SEHERNORBEY THDRE. ILXT0O—)L,
BERRRTFRICHRETSILITED. M
ERBREANORHERS®. FER - EAREEL - #ER
R EDRIEMREDRELRICEEET ST

RE

EEDREN
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REULT

EDNFSNTEDERT, &le. 1T IVY—LA
DOEREFOEGFEE NUT7VR) ICLD,
7 UAEY B AR REE P RIE e
BREODECRIERKRENEL D I EHDN -
TETHBHET, 5. ALATO—ILREED
REEER (XN\OYEEF—t) Pilians > /X
JEEXZ HET 2D F (Cdcd2) BrEA
VT IR —LEUNDOHEDFDELRF/INU T
YL TH, A1V T7 XY —LHERLES
n. BEREBKREZRI DD >TET
BO. FROA VT IIY —LHEEENHES
MEIEDDDOHDET, 2DKSIT. A1V TN
Y — LADEMECIFHRA RREICEEICESE LT
BEOXRIN. 200 FHEERICEAL TFLL
bh->TEDXEREA,
BRFEIhET AL EAKOSR. L >
#=% (Cholera toxin: CT) O&%EiER (&7
VNV K) EeEIcEB L. ZOERBEICT >
T7IRY—LNEETZIEZHSMNCLTE
FU "% L Z8FRIE BE LRERICER
ULTHIZSIZERIT AT Ty ~(CTA) &,
AR EORERRE A7) AT K GMT (BLTF.
GM1) IE#EE L CT ZillRAICEASES B Y
731=y k (CTB) hhSBHRENTED XTI CT
I NUADOERICEEIZY/7O7 77—V ()
T, EEREEYIO77—Y) IKEAL. UR%E
#£ (lipopolysaccharides: LPS) &3 L T IL-
1B DEAZFELEXT, 2D IL-18 DELFH
E(Z, NLRP3. Pyrin ZREH#HEYT—& LT



B 2201V I7IXY—LhEETZ L%
BASMCULTEF LR, LML, CTHEDELS
KAV TV —L%ZFEELT 5D
FFETUr,

SE. COREPSMNTT BH. LPS THI
BUREEREEY /07 7—JICEWT, CTIC
L DFESNZEGCTFHORENET (RNA >
—JIVR) ZTWE U, ZO#ER. CT OF|
T2 EULEHRN LRI 2B FH 853 EF
5. ZOHIICIINREERANLABEICLDEH
BEIN3BLFHIEEZEENTED X LT,
COERMNS, CT REREEY/O7 7—YIC
ERAL. INBEIANLARNEZFET D &N
BRoMMCRD U, YV INVBRERENT
B.NEETEULLSITD fefcEn, BEELE T,
EUKIIDEENTEERBEEZN 25~
INTEN fRICED A TN IERI/NEER
TE®EI B &. Protein kinase R (PKR)-like
>
inositol-requiring enzyme T-alpha (IRE1 «)
BREDNEEZ ML AT —hIEELLS .
YVINTBEDRRLBYPERELEICES T 25
BN FHOEGLTFRRENTTET 27 L. INEE
A ML RIGE EFIENDREINERLSNET,
ZZ 7T CTle & 2/\RBHEZ KL RIGEDFEIC,
FEREE GM1 ZN U /\BEANDEADBE
NESH GMT RIEV TV RZRAWTEMLEL
foo TORER. BEREREREYI/OT77—IT
(& CT DVINEEHEANEA L. INEER KL RS
BEEBEGCTHORRNEZEICHFESI NI LD,
GM1 &EEREEY/O7 7—YTlE, CT &
INEERICERE ST, NEEZ ML AR
BLTFHORRHEE2{TOSNTEATLU .
Ibs5. CT [3HEE GM1 2N U T/MaEA
NEABELU. MNEFRA N L AEZFELT
WBZENASMTHRD F LT,

RiZ. MNEEINL XY P —PERK &
IRETa DEESMNCTICEL S IL-1 8 EEFE(C

endoplasmic reticulum kinase (PERK)
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5T ZHSMNCTBIH. TNnEFhot
Y —OBREFHZAWTHRELE Uz, 20
R. PERK BEEAITIE 7% < IRET a FEEAID RN
LD . CTICL D IL-1 B EEFEHNBEEICHE
SNEFULR, TDZEMS PERK Tt <
IRETa WNCTICL 2 IL-1 8 EEFEICE5T 3
CENTRBENE U, 51, EHBRTOD
IRE1a OREIZBESHICT Bedic, Y707
7—IRENIC IREla Z2RIBIZY VA %E
L., BEEEYI/O77—YZ@itLics
5. CTIL&2 IL-1 8 EEFENFRICEEESN
TEDHUTco ULDFERMS. CT TR S
EEREET/O7 7 —YICHE T 2/NEEZ b
L RIGEDZFEE(ICIE IRE1a BAETH B &
COIRETa OFEMENCT ICELS IL-18 EXE
FEILDETHDIENPESMTRDE U,
CT (& NLRP3. Pyrin 501> 77Xy —
LZEFEHIELET, FZTREIC. IRETa iE
550147 IV —LEEICESELTVWSD
NS T B70IC. IRETa RIEEEETE
NoO77—Y%ZBWT.NLRP3 1> 75v%VY
—LOFEUHLMRFFT/ V=Y VE
(adenosine triphosphate: ATP). Pyrin 1 >~
TSV —LDFEHICRFIOXNI I T LE
% (Clostridium difficile toxin B: TcdB) Z#h
TNO IL-1 8 EEFERZHBITLE L, 2D
R, ATP, TcdBWIFNo IL-18 E4EFERES
BRICEESINZ I EHAESMIRD EUT,
INSOFBRMNS. INEEAR LAY T —
IRET a (&, NLRP3, Pyrinil@ 501> 72XY
—LDFHLICESELTWSZ & bMDERL
e (B °

INEFEA N L XSER. ERICE>THEER
BEEEI VNN IJEBEZRAUERI S 2 &iIc K
DEVINIVBEODREZEERT HEETHD.
IRET a1 Z DIGEICHADIEEBEAFTY . &
MERICED, EERNERICEEISYI/O7 7
—JICBWTHI YNV EREEEREC IL-18
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EAFEEBENI O N—T L TWSTTREED
TBEINE U, AR TEB LYV RIEHE
BENVO7 7Yk, £EYEZBITRES
nNTEhH, e bOEREICHIINTEYVZAOT 7
—INBELTWET Y BB covI/O7 7
—JIEBEWNWT, REBEYA NN VOEEICE
I 2N\EEZA N L 220 —DEREIHNES HIC
mofcZ & s, S, b NDTEA DIBERENE
FRELCEHOAERKRBOREFANEHA. FR
RIEHIHEORRICEND Z EHBFINET,
REIC. ARICEL RIS EILER
RFFEIHEZ TP E AR AEEEIARIRIC TE
BENcbDTHD, WEERZRZIILHE
Ul XY= X5 v T DEKRICDK DE
LELUEFES, chhsd, AEMEZTE R
AICESEICHARICEEL. YA MDAV EWVWD

B YORBEEENYIOT77—IEF 31275V —ILSEEEE

Bmh o, KEOREMRAICET 20 FHEES
BASMCUTWELWEEZTEDET,

Xk

1. Orimo, T, Sasaki, I. et al. Cholera toxin B induces
interleukin-18  production  from  resident
peritoneal macrophages through the pyrin
inflammasome as well as the NLRP3

inflammasome. International
657-668 (2019).

Sasaki, |. & Kaisho, T. Preparation
Inflammasome Activation of Murine
Marrow-Derived and  Resident
Macrophages. Methods in molecular biology
(Clifton, N.J.) 2427, 95-104 (2022).

Sasaki, I, Fukuda-Ohta, Y. et al. A stress sensor,
IRE1 a, is required for bacterial-exotoxin-induced
interleukin-1 8 production in tissue-resident
macrophages. Cell reports 43, 113981 (2024).
Han, J., Gallerand, A. et al. Human serous cavity
macrophages and dendritic cells possess
counterparts in the mouse with a distinct
distribution between species. Nature
Immunology 25, 155-165 (2024).

immunology 31,
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