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ATMRIC X9 %85

Gold Standard
AT0A RINLAFE

- EHIV-mPSL 500mg 3 B fi#E#E
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ATMRIC X9 %85

A7 O FEREDOBS
BEET ANV LR (RIX=T, DSG)

13531953
MRBRERT ) )R 70— O33R =T 5,

— MRS EIETHRERDIDH)
— BY/NIRD S DIEEENDD

T AANRIEEARHR

ATMRICX 9 %85

A7 O FERMEDOBS
BEET ANV LR (RIX=T ', DSG)

- 3-5mg/kg & 7-108MM

- 100-500mL D% £ & /o [E5%GIulc &M L TIMMLLEN T TIV
- BHTED D D D THENTLER ETER

- J2%60-80%
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ATMRIC #9285

A7 04 FiBREDBS
BBITANY LR (RIR=Y>, DSG)

BIfER :  HCERAIRER

- BMERML (OFRIREL)

-~ G1-G2REH S

— AERFEFSSHDRIEEETREHY

ATMRICH 9 2 3485

A7 O FEREDOBS
mEiR@Es/O7Y Y, rATG (Y1EJ/07Y )

)3, CD4, CD5, CD7. CD8, CD25. TCRa 8)

(CDI1a)
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ATMRIC T 2388

A7 O FEREDOBS
mEiR@Es/O7Y Y, rATG (Y1EJ/07YY)

SIfER

» Infusion reaction (-1 LA+ > HH)

e - FE - (RIEIRI - RENY
- A A AR 2
« BUNMBRFEPIE, HMEREL

Grade 208&. AR

Grade 3L EDBS, Ik

ATMRIC T 2388

A7 O FEREDOBS
mEiR@Es/O7Y Y, rATG (Y1EJ/07Y )

SHBTE

Banff BC - ATMR 1A: mPSL (mini) pulse
Banff ATMR 1B: mPSL pulse + DSG

Banff ATMR lIA - lIB: mPSL + rATG
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815 D | = LA Dclinical ATMR

l-
sCr

3 Y IR N LT T

Pulse 3
rATG21—A

Pulse+DSG

S
AAMR I L. PP AR/ 1.60

5D 1 ZE LI D subclinical ATMR
#x)s/sCr

BT/ 1.30

-
none /
M3 TBC: Pulse +DSG / ISY Graﬁ: LOSS
Ml | BC M6 TBC :ISI&&E-HZHIE/
ATMR IB +AAMR IIFEFE

S I = TS

201453/ 14H

13



BARERBBIEY: HoRERIS— 2014438148
[EHE S IO D ERAT SR |

FTXM positive (n=8)

2 No rejection
B Subclinical Rejection
B Clinical Rejection

FTXM positive (n=8)

WIh bl ERLIADOAAMR
Pulse, PRRITESH - REBLAMEB L

ATMR  AAMR
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FTXM positive (n=8)

clinical ATMR & U T2 b5,
WINEKERVPEERBROMS TsCrid Lz
{, 2WERUIMOZ7OR—-LE4RTHR
ATMR IA - 1B

All ATMR  AAMR

FTXM positive (n=8)

B No rejection
B Subclinical Rejection
B Clinical Rejection

Overall
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SensitizedfiEFI IC & [T 5
rejection|C X9 S strategy

e AAMR : Pulse, PRRIT ...
e IMUADATMRY X7 HE0) -
Z7OKId=)LER, BHGEBZRBHRI GV

o RN :ISHEREDIHERFETHATMRIES D
subclinical (C)AAMRD fE]#E...

AAMR

2IEARERERRS (AAMR)

- MERTFHAEEE (CDC, complement-dependent cytotoxicity)
- A NEAR EOPORBICHS L TEERSESHET S
- MACHEEEL, IBRMEEBET S
-C33 Cha BEMiRNSERXY I Viltill, MESAENE. B
ARUNAE, SFeREREE
-C3b: ¥ 07 7—VFEK
-, YOOV P —YVELBIZAY VLY Eha N

- MSETFEHEEE (ADCC, antibody-dependent cell-mediated
cytotoxicity)
-$FRER, R7O7 73 NKERIK KL SHEOFcEBaE i LicH

RRE  B@ROF=X—v3 Y
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ABOIKTX- Antibody-Mediated Rejection

Chapter 4. Why do bideey grafte sursioe? — Aocommadanion
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CAN: Chronic alogral nepheopathy
Fig 4.1, Onset of acete satibody -madiated reped

Tababasdi K. ABO ocompatitio Udney tampiantaton eatabinbing & wowetfic Sarmework
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Rituximab: anti-CD20 monoclonal antibody

DETA NTLVEL

1) Infusion reaction:
NSAID, i X7 = VAl

2) BRRIESRE DIRINDBIHERE
HBV+ T3 EBFR

3) EHMEFPIREE
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- Proteasome inhibitor

- Depletes plasma cells in vitro and in vivo

- Inhibits antibody production in vitro and in vivo
- Reverses AAMR a/w DSA reduction/elimination

Initial reports

Reversal of ATMR (+AAMR) in 6 cases a/w DSA reduction
Everly MJ et al, Transplantation 2008

In vitro & in vivo effects on mature plasma cells
Perry DK et al, AJT 2009

201453/ 14H
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t’"-{l.f'r.c"lj“ L“.‘.:J
R ecent reports
rimary therapy for AAMR: rapid reversal of AAMR and
elimination of DSA
Walsh RC et al, Transplantation 2010
Comparison of bortezomib vs rituximab in AAMR treatment:
(all received plasmapheresis x 6 & IVIG 30qg)
sor Rit
= graft survival @ 18m 60% 11%
= sCr @ 9m 2.5 5.1
i Waiser J et al, NDT 2011
A

INEWGTRLLOS [
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Patients AAMR < 1M posttransplant

9 treated for AAMR E—
28 antibody-mismatched transplant

102 recipients followed-up

ABOI ABOI

FTXM+ FTXM+
ABOI+FTXM+ ABOWFTXM+
Non-AbMM

Resulte™ |

Onset Biopsy Relapse
best/pre/post PSY v Sk

0.8/1.3/09
1.7/33/1.1
18/19/12
09/2.8/2.0
-/2.3/0.7
7.0/11/ GL
-14.4/1.8-GL
09/2.1/0.7
19/22/10

—

L 0 N O s N

10 15 20 25
Posttransplant days
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Bortezomib cases

3 treated for AAMR
» 2 successfully treated : significant damage remained in 1
o 1 lost graft immediately without any effect

e Bortezomib dose: 1.3mg/m?, twice weekly
4 doses in 2
2 doses in 1 (rapid graft {oss)

» Adverse effects
Peripheral neuropathy: 2 (1 requiring rehabilitation)
Infection (1 esophageal candidiasis, urosepsis)
Thrombocytopenia (G2:1, G4: 1)
Acute respiratory distress: 2

AEBIE 7R

NSC ATMR IB 2F
AAMR (I Fl A3

e TNl ..

MMF
EVR I

Pulse + DSG rATG

++tiILouy

PP &BOR |

[
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- A EEEN LI PR

. BB =

MEN R NEE

- HENRALEREREE LTRANZ D = AAMR
BELSBIT L

- BV B IRAERE BN RBALA W

- WD EREFSHRPHELLLTEZISNDS
MENFEWCHBINE

- AR RRERERBICHESERLZVEENZ AN

FERZENCEAMEORRRUNEZISHEL

AMR :AAMR or CAAMR

FIRE o LA e UL
|PTER D% HE 14 b
%

AAMR

AAMR s/o
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CAAMR®D &

- BERIRITORS Hde novo DSA, CAAMREIEZE TR Y 5
Ishida H et al. Transpl Int, 2014

- BHEARITYE#ide novo DSAZFBL AW

Ashimine S et al. Transpl Int. 2014:85:425.

5% glucose 250mIIC &R
ARAHERARK D div / 6h
AA 2 B 2000ml / 24h

33



OABREBIESS BOEET LIS —

[EHE R IG D BT B FRERS |

GO R

preceding

de novo DSA

CD4

CD8

20 40 60

40 60 B0 100 120 140 160 180 200

80 100 120 140 160 180 200
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*

1.04 .05 103

102,003 091,00

060

de nove DSA

VGOV | Phigbivg

CMY Ag =24 /50000
8

Oy
BEVoviromis 900 Clmd

CMV Ag =4/50000
Dayl0

TP: thrombocytopenia
NP: neutropenia
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CAAMRIC YS9 BrATGAED X & 6

2 Tmicrovascular inflammationh\e{{&E U 7o

CTGD 3 > fc3BIH 26 TCTGHRE L feo

DSAIEHEE LRV  (RIT, BorhRAEMNHHNA, )
KD S DERTEICIRDDETH .
EEZRIIEEARLDL, CMVFRHIEFIRE LB b,

BE BT - KEFBEVWS YA MhA VBIRIEREEH L
MEHMTHDHERLPI W,

INAYAXADRBPFHIREICE T BALED T

Everolimus

- mTORi (mammalian target of rapamycin inhibitor)

- MTORZEHEET S LICED Y V/IGRDEEL, MWz

- MEWEE UTHEEFERZATVS
- B E
- SR
- FREPR R
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Trade-offs

Everolimusic & 6CNI-‘-sparing

? Cost, polypharmacy
less malignancy Lipids, other AEs
less viral infection DSA
better GFR proteinuria

s Everolimus

Everolimus addition on TAC/MME-based
maintenance immunosuppression

2014438148
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BB Eerolimus

HEER | sm | BR
1w
O a0 2 =5 EVREE 5/13
grade 3 n=2
18] EVR % 12
s | EVR ¥R 37
FRELR EVRHR b ol i
ATMR 9% E
REEOEEY 4% —BNICEVRP IE
FREE - BOT 4% EVReBLE
HRFPNOTLENSEBR EVR® b
ALAFO-ALER AP2F &S - MR
iR B Everolimus
Favorable data:
1. GFR& &
2. tubulotoxicity;& i
Unfavorable ? data
1. LDLLER: BB oRe

2. MMFFAIC K DBEDEE L D BVOM R

3. TMAR - R REM

Controversial

1. CNI arteriolopathy D #% - %
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