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FEEREL (EX) Introduction of novel pharmacodynamics in transplant medicine
. Elucidation of the effect of immunosuppressive drugs on B cell
MERKRE
EH ¥F (KURATA YOKO)
EWERKE - EEH - B
MEEHES : 80513928

ﬁ%ﬁi%ﬁﬁ%% (Fn3g) @ T4, PUREEA B G-3° 5 B MR 23 At D HEHE SIS I W CE B /¢
BIZH) ZENASNTE TS, LER- T, Fox TR mbEko X v s 72 3850
0)71&5 I, ZHETICBZE L THIIROIE 2K (PD) fATIETH D T I 2 FEiE & L7z
CFSE-flow cytometry ¥ & B #ld D PD AL lAAbED Z RNV ETHE EEZT-, TD
R (1) Ay =a—U A b EX— (ONI) [ZB#L &7 % —%/ L C T MRIEREN:
B MR AE 2 409~ 2 25 . T MR £ ME B A1 CD40-40L pathway 24 LTI+ 5 = &, (i1)
REHEHTIEL mTOR A > & E % — (mTOR-1) 1% T MIfRIEMRTAE B Ml b 2 il 35 2 &, (iii)
CNI, fRHHEPTEES L OV mTOR-1 (X T %EHHWET VE B Mo b2 Mild 25 2 & (iv) CSA @iz
PR B R FR T | R LI D JEJE TR W<, (v) CSA s MEB R AR 13 T AR RS E A
P S D FRIE RN A BBV 2 J: NHHBEMNE o T2,
B it L OV T Al o> PD ﬁﬂﬁ/ﬁ%ﬁﬁb\é & T B D i 72 S IE ] 2 O RIS T RE
720 BRSSO % B IR OB S TRE L 22 D,

WFZep R OMEEL (J53C) : Recently, it has been revealed that the B cells related to
anti—donor antibody production have an important role in chronic rejection after organ
transplantation. Our attention has been directed towards detailed evaluation of various
immunosuppressive drugs using pharmacodynamic (PD) analysis of B cell as well as T cell.
We attempted to explore the useful combination of PD analysis of B cell and
previously—-established CFSE flow cytometry-based T cell proliferation assay.
Obtained results were as follows, (i) calcineurin inhibitor (CNI) suppressed
T-independent B cell proliferation through B cell receptor, but not T-dependent B cell
proliferation through CD40-40L pathway, (ii) anti-metabolite and mTOR inhibitor (mTOR-I)
suppressed T-dependent B cell differentiation, (iii) CNI, antimetabolite and mTOR-I
suppressed T cell proliferation, (iv) renal transplant recipients with high sensitivity
of CSA to T cell demonstrated high prevalence of viral reactivation, and (v) recipients
with low sensitivity exhibited high incidence of acute T cell mediated rejection.

It was suggested that PD analysis of B cell and T cell might make it possible to select
the optimum drug combination for transplant recipients, leading to individualized
immunosuppression for prevention of chronic rejection.
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Pharmacol. Ther. 2009; 86: 285-289) & A
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%, BUE, B MRS 53 2 BB R i
SO LTCIE, v ZuaxRY) v, Zrnal)
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Tmmunol. 2009; 39, 1947-1955) 7¢ &4z
HSE O B IR 2R b HiE SN TE T
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TVl S 1) O g =X Dl Bk /1 K N 3 01
FIELOGIRE L, £ 0 B2 7B O St
NAREL 72D, EHITIE, BB LT M
il & AV AU X3 B ga i Hl 2h SR & AT 5
5T LT, K VEE IR L O —
— A A REROERNFREL 72D,

3. WrgEDHikE

(1) B B35/ (PD) fEMTIED
ST

F L, FEE A DIMLIKIZ T B A O #E5E
A D, BN OHEIEIZ X T MR IEIR A



B L OMKANEIEAFAET D, BMIROA KD
FOIAHETERS P 2 DW= 55 A in vitro T
179720, BMlnOREZHIETH 2 Bl
ZREEZI LR E UCH TgM B, T Al
FadEPEAL IS FEOE 2 % CD40 Z A L 7= i) &
L CCD40L, & HIZ T HMBRTEME IV EEAE
INDYA MIAANTL BRI E LT IL4
ZHAWT., BRI BT B a2 HhE S
%, T Dk, PDEMNTIEE U CIis AT RE /R B 2%
FIER X OB S O KM ORFT 2170,
B b FFHIMERS X OEEE O @ PD AT IE % e
NT D,

(2) B HERRIZ 331 2 Sy Bl 38 o 2h o fl (&
M5B D i

Wiz (1) THeSL L7- PD fiR#frisa T
FEIR T < IR STV A5l (37
QARY S, X/ IUAAR, IaT=/)—)b
MBETZ7=2FABLOTL F=yarnd) @
B i ~DzhF & & IEA OIERIZI 1T DA
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FHMEEESB LA ERE R HTIR
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WAL RIAF RN Td D4 R E R TR
BeE B O 2R RGN 5 2 b
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MU THARGRIAMEIZNREDRBO 2o
7=,
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