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Discovery of new pathological processes in autoimmune diseases
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Autoimmune diseases including rheumatic diseases develop especially when the

immune reactions are potent. In this regard, it seems paradoxical that autoimmune diseases are
often complicated in the patients with primarg immunodeficient diseases. Currently, we understand
that abnormality of a single gene is responsible for suppression of immune reactions and also for
aberrant hyper activation. We hypothesized that primary immunodeficiency, in turn, can follow the
onset of autoimmune diseases. Our extensive investigation has disclosed a few such cases.
Following genetic analyses have disclosed gene abnormality which is not known as genes for primary
immunodeficient diseases. More intensive analyses should lead to understanding of new pathology and
development of new therapeutic approaches.



Genome-wide Association Study
GWAS

Transmembrane activator and
CAML interactor (TACI) B cell
activating factor belonging to the tumor
necrosis factor family (BAFF)-
Inducible T-cell COStimulator (ICOS)

T
ZAPT70
SKG
T
GWAS
exome

o

5mg/

EBV ~ CMV
1gG 1gA IgE
) DNA

BRC
DNA

50 31
SLE

Intravenous
cyclophosphamide: IVCY
38
IVCY

infusion

42
44

Prevotella
49

of



NKT Th1/17

FKEMEZR 7O —Y A F XY —

T e
E

il
RiE

e Mooy omeel
FsC
€p19 NalveT
o CD3¢ Teell | {72 §
B R 660 /ul 10* i

cp27

CD19
o
CD45RA

1! 8 o' 10w 10° W
D3 ' Cp4 CD45 RO

Th1/17

IFN-
Y IL-2,
IL-4, IL-17 /B

TREC KREC

de novo
10

34 29
31 EBV

32

357/pu L 1gG 4650 mg/dL CT

45 mg 100 mg

79
BD 600 pg/mL

BK JC

RAEMERLER 7 A — #4FXFU—

B cell TR zoaum;asn “ zoﬁu_togzm
[%l [%]

CD19+B cell 12+44 CD3+T cell 63+54
Naive B cell 82482 |{ 7 16 7.0%34
Memory B cell 66 19+8.2 I Tcm 7.8 31+7.9

Tth:Follicular Helper T cell  Tem:Central Memory T cell
[J Clin Immunol. 2017 Jul;37(5):486-495]

FRIEML Y > /NERG B R

[ vitogen [ RiMfllcom] [ Efllom] |

ConA 630 20300-65700

PHA 363 20500-56800
RESATIVHYTIFR

[ [sdfEmg/d] [ RAOKSEEEme/d) |

1gG 1161 1158 £305

1gG2 111 240

[Asian Pac J Allergy Immunol 2009;27:43-48]

TB TREC

PID
AID PID
PID

AID
PID

2018

28
2017 12 9

KREC

642



o

@

®

*

KOHSAKA, Hitoshi

00251554

TANAKA, Nao

SATO, Motohiko



