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Introduction of precision medicine in renal transplantation: attempt to overcome
HLA mismatch by TCR/BCR control
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HLA mismatches cannot be avoided in kidney transplantation. To control
chronic antibody-mediated rejection (ABMR) caused by donor specific HLA antibody (DSA) after kidney
transplantation, our attention has been directed towards T cell receptor (TCR) and B cell receptor
(BCR). Analysis of PBMC mRNA from recipients with de novo DSA showed the specific trend in TCR
beta, but not in TCR alpha or BCR. Candidates for TCR beta which might be involved in de novo DSA
production have been identified. In vitro assay which can analyze indirect recognition pathway of
CD4+ T cells was developed. We detected human CD45+ cells and 1gG (IgM) in blood circulation using
humanized (NSG) mice model. In silico analysis of T cell epitopes for over 700 renal transplant
recipients revealed usefulness in de novo DSA risk prediction.

To develop early diagnosis and effective avoidance of chronic ABMR, theoretical rationale and
feasibility of TCR-targeted research have been demonstrated.
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PEICE Z M3 5 72 DI2iE, PERITIZ R WEFTRIHIENE OB RN EEN D,
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EL7, LoL, RP—HLAIZRHT 2 PUAD 5] & 2 3@ MR B ERE SO 1, Bk
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Tl 8T R —FROT e UGB OB EEE T2 2 b AEICR D2 TH A D, FEHT
UE, HLA ¥ a I 2~ v FAb (iPS Ml 2 & et g OB k) 12 b 'k 5,

(2) ARAFFRITHEABEZERFZECTH D . T DO HENL. K —HLA ORI EIZ B3 5 TCR, BCR ©
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2) BUEPEAEICEID A L &5 Indirect Recognition Pathway D% AN . IEMAL
Dendritic cell ZFJH L T Stimulator MEZEET 5 Z & ZHEHIC, KIS CD4 lzfﬁfi T R
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(3) In vivo EF /L& L CARAIKR AR, BIERERE m%)vvx%mwttbmv71®+®%
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