
3.	Peripheral	tolerance	against	H1	T	cells	needed	MHC	II-

restricted	an:gen	presenta:on	and	depended	on	CCR7※3	
※3	Chemokine	receptor	molecule	which	

regulate	immune	cell	migra4on	

4.	Tregs	were	indispensable	for	the	peripheral	tolerance	

against	H1	T	cells	

In	the	absence	of	Tregs,	H1	T	cells	remained	and	evokeed	derma44s.	
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Dsg3-specific	T	cells	developed	in	Dsg3	deficient	thymus,	and	then,	

they	decreased	in	propor4on	in	Dsg3	expressing	periphery.	

1	month	later,	BMT	from	CD45.1-H1-Rag2-KO※2	mice	was	performed.	
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CD45.2-nude ※1	

Thymus	transplanta4on	

2.	Adop:ve	transfer	model	revealed	dele:onal	tolerance	

against	H1	T	cells	in	periphery	

WT	 Dsg3-KO	

1.	Thymus-transplanted	chimeric	model	confirmed	the	

existence	of	peripheral	tolerance	against	Dsg3	

H1	T	cells	were	deleted	in	Dsg3	expressing	periphery	in	14	days.	

The	periphery	expresses	Dsg3	Ag,	

while	the	thymus	lacks	Dsg3	Ag.	

※1	nude	mice	lack	thymus	naturally	

※2	H1	mice	were	crossed	with	Rag2-KO	mice,	

excluding	effect	of	endogenous	TCRs.	
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2	month	later,	FACS	analysis	was	performed.	

FACS	analysis	

at	Day	14	
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Day	14	

DT	
Treg	

※4	DEREG	(Foxp3-GFP-DTR)	

mouse	allows	inducible	

deple4on	of	Foxp3+	Treg	

using	diphteria	toxin.	

Dele4on	of	H1	T	cell	were	disturbed	in	the	absence	of		MHC	II-

restricted	an4gen	presenta4on	and	in	dysfunc4on	of	immune	cell	

migra4on	depending	on	CCR7.	
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Purpose	

To	clarify	the	mechanisms	of	peripheral	tolerance	

to	Dsg3-specific	T	cells.	

Pemphigus	vulgaris	(PV)	

・	PV	is	an	autoimmune	blistering	disease	

caused	by	an4-Desmoglein3	(Dsg3)	IgG.	

・	Dsg3-specific	T	cells	are	also	important	

for	efficient	an4-Dsg3	IgG	produc4on.	

Dsg3-specific	TCR	(H1)	tg	mouse	

・	H1	mouse	was	generated		by	TCR	

genes	isolated	from	a	pathogenic	

Dsg3-specific	T	cell	clone,	which	

induced	PV	phenotype	with	B	cells1.	

・	H1	CD4+	T	cells	directly	adack	
Dsg3-bearing	4ssue2.	
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Research	on	peripheral	tolerance	

・	Analysis	of	peripheral	tolerance	is	important	for	understanding	the	

reason	why	autoimmune	disease	occurs	and	developing	of	the	

treatment.	

・	Research	on	peripheral	tolerance	has	faced	difficul4es,	because	the	

method	to	control	an4gen	expression	only	in	thymus	has	not	been	

established	yet.	

Conclusion	

Regulatory	T	cell	is	essen:al	for	dele:on	of	autoreac:ve	CD4+	T	cells	to	

desmoglein	3	in	peripheral	tolerance	

		

•  Thymus-transplanted	chimeric	model	was	established	

for	precise	observa:on	of	peripheral	tolerance.	

•  Dsg3-specific	CD4+	T	cells	were	deleted	in	Dsg3-

expressing	periphery.	

•  MHC	II-restricted	an:gen	presenta:on	and	CCR7	

molecule	were	important	for	the	dele:onal	peripheral	

tolerance.	

•  Tregs	played	a	key	role	in	the	tolerance.	
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