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Phagocytosed Salmonella
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William B. Coley, MD (New York, Sloan Kettering
Cancer Center, from 1893 until 1936)
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Innate immunity
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IL-1R / TLR family
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Structure of lipopeptides derived from
pathogens
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(The imidazoquinolines)
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One TLR recognizes structurally different
ligands

CpG-DNA Hemozoine
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Toll-like receptors: ligands and signaling pathways
Imidazoquinolines (anti-viral compounds)

_ _ ssRNA
dsRNA LPS lipoprotein flagellin CpG DNA
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Viral Recognition in the cytoplasm
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TLR-dependent and -independent
recognition of bacterial components
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TLRs and NLRs
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IL-1, IL-18 activation pathways

Inflammatory Stimuli
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Caspase-1 activation by Inflammasomes
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C-type lectin receptors (CLR) and their signaling pathway

Malassezia
Pneumocystis carinii  Candida albicans Mycobacteria
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Pathogen recognition to development
of acquired immunity

Pathogens

¥ ¥ @

@@@
NV K

Acquired
Immunity
/ ‘1' \ Reg T cells

NK cells Helper T cells Killer T cells



BRBENHT=T 7 F UHFH



DHF T oaN> FOYERE

- MAZEFEBERICEELE. ERHZF

HictEd., (il ; KBIETILE =)L)

. BEEEBEAICEAL, Y O0RTLELTF—

vavziEcItd, Hl; YKRY—L)

- BERREMRZEEESEnRBFEENRLZ

BilT45. (#l; IL- 1272 EDYA bAA V)



c KO F U EARFEILT U F U DadjuvantfEFE
TEL S,
REIEDOF UL, BRATERIEAEN T 7 T4
41— RIZEYRYRAEN, 773V —L4
ATTLRZ &ML L TEHRHR ZRE T 5D
X LT, &9 F Uk, FnUSMZHREE
NDIRIRARZEHMZBERFRIZE >TEAEINS,
CDCED ETIOFODIFO>NTOFAE
AN hTHdI AL TLS,




« B TF UL, WEABEDHRIELSNZRERBIERAD

HORNZTEL,
REMDNRIIF LA, GBREELEWN., EDO9FUIEO1IL
A ANIEBETLIDLENH S, FEBREEIZIETIF

Fﬂ:ﬁ%‘: H%Fﬁﬁb§7ﬁ\7b\%) o

IRFE . subunit vaccinelZ#{T L2202 H 5,

« T2y rDUFUIERIRERMED HLHE T DFMELNS <

. REEBENTLDA,
RZRENFEG <, REDNRNGE S LHERICH S,

|

B FadjuvantDFRE D HE S



AVIILIOHFHAL)ILAD BARGIERSEREL

HRAIZ K- TELS

Influenza virus

R FHRE, < o0o 7>, LR,
Conventional DC(cDC)% & Z2<DHfa

~ —

Type | interferons

Plasmacytoid f&R#lif& (pDC)



AVIINITUOFIHFY A IIAREANR

@ (HAHLIR) (D45 4 9-®¢

ve' ©

pDCs B G

Rit7E L
£

% TLRY

L R #Ra
*OQ77—

Bq253—2z0Y U, . fFEh
i p i =
RIEEEY A Fha Y > A3 LAz L

—
CD8+Tcell CD4+Tcell

HREEEY AEI)— IFNy DELE Th1 2 4 THEDEE
CD4+Tcell

N\

B AR RE R
Fd L
HETIEELN

CD4+Tcell

IFNy D EAE




R CRILBCAVVLONE TNV k
70 LRI L{ERASIN, KETIEZEEEFTHE—DERES
nNtE=7oanN> cTHot-,

BTIChEZE8SH. DCEDEAMEZRK <35, NLRP3%
& Inflammasomefz Bz 41 L T. caspase 1% E1E1E L.
IL-1, IL-18ZEE S E 5, L?ﬁ‘b@?ﬁ\bs CDRREKIE. &
BRIEZFEIZIIM D DHOLHEWVNERLNS, ERAME DM
[XAEA,

BHERE (Th2kib) ZFET HERNH 5.



« Alum 75 X MPL(monophosphoryl lipid
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DNA-encoded flaggellin+antigen
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Innate iImmune sensors for dsDNA
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Production of interferon and cytokines
IN response to poly |:C

ELISA
Intravenous inoculation with Blood 1=\
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IFN-o. IL-6 IL-12p40
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10 1.6 5 ¢ WT
. A MDAS -/-
12 4 ATRIF -/-
6 A ®MDAS -/-
08 3 TRIF -/-
2 ¢ 0.4 1 .
4
0 1 8 20(h) 0 1 4 8 20(h) 0 8 20 (h)
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