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What is the ligand for Mincle?
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Ligand was extracted into “lipophilic” fraction
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TLC (Thin Layer Chromatography)
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Active fraction contains sugar and lipid moiety

Glycolipid
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TDM (trehalose 6,6’ dimycolate)

- unique mycobacterial glycolipid
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TDM (trehalose 6,6’ dimycolate)

- unique mycobacterial glycolipid
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Mycolate
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Mincle is a direct receptor for TDM
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Mincle-deficient mice?

Mincle is essential for TDM-induced M¢ activation

BMM$ | | O Mincle*- ] a Mindie"-
4’ 25 ® Mincle™ 0037 ® Mincle™
30 =
= 20 E
s <3 002
2 45 9
(o) @ 20 [
ZE 10 82 001
Z 5 10 £8
o 0 0
0 0.8
0 02 04 08 LS oM (g
TDM (ug/well) ngiw
O Mincle¥~ O Mincle*~
® Mincle ® Mincle?~
800 6000 400
= 6000
= E 300
E 400 4000 2 e
2 & 20
. 200 2000 a 2000
z 5 100
0 0 0
LPS

0 02 04 08
TDM (ug/well)

0
0 02 04 08

TDM (ug/well) s

Shizuo Akira

135




In vivo response?
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H&E staining
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TDM-induced lung inflammation
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Synthetic adjuvant, TDB
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Evolutional struggle between host and mycobacteria?
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Evolutional struggle between host and mycobacteria?
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In vitro mimic of bacterial conversion
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GMM conversion may be an escape strategy
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Evolutional struggle between host and mycobacteria?
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