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Controversies in the Pathology and Clinical Significance of Antibody-mediated

Rejection in Heart Transplantation

Unlike cellular rejection, antibody-mediated rej ectioﬂ of the cardiac allograft has been variably

defined and not as well characterized. As a result, tlierapies for antibody-mediated rejection

have been difficult to study clinically in prospective randomized trials. In 2004, the International
Society for Heart and Lung Transplantation (ISHLT) convened an expert multidisciplinary

conference to revise the 1990 rejection grading system for endomyocardial biopsies. The new
guidelines published in 2005 simplified the diagnostic criteria of acute cellular rejection and,
for the first time, antibody-mediated rejection was formally recognized and criteria for its

diagnosis established. While a welcome update, the current guidelines make a number of
questionable assumptions and leave many questions unanswered about antibody-mediated

rejection.

This presentation will cover a brief historical background on antibody-mediated rejection

leading to the ISHLT diagnostic criteria. These criteria will be reviewed and evidence shown
to highlight some of their shortfalls from a clinical perspective. Examples of histologic and
immunofluorescence findings of antibody-mediated rejection will be shown depicting their

severity spectrum as well as the extent of cardiac allograft involvement. The clinical impact

of antibody-mediated rejection on clinical outcomes such as a higher incidence of cardiac

allograft vasculopathy and mortality will be summarized, as well as the role of preformed

antibodies and other predisposing factors for antibody-mediated rejection. Finally, available

therapeutic options for antibody-mediated rejection will be discussed.
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Dr. Andreas Zuckermann [Everolimus in Cardiac Transplantation |
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Graft dysfunction is a major reason for death, early and late after cardiac transplantation. Whereas early graft
dysfunction is associated with preservation damage and acute rejection, late graft dysfunction is associated
with late rejection and graft vasculopathy. Proliferation signal inhibitors (PSI), everolimus and sirolimus are
novel immunosuppressive drugs introduced in the field of transplantation in the late 1990ies. They have been
used increasingly as part of de-novo immunosuppressive protocols after renal, lung and cardiac transplantation.
PSI de-novo use has proven to reduce acute rejection episodes compared to azathioprine as well as MMF. Another
clinical trial has shown that there is low risk for acute rejection when either standard-dose cyclosporine (CsA)
or reduced dose CsA is used in combination with Everolimus (Evl). In long-term follow-up there have been
clear data that support a beneficial effect of Evl against development of vasculopathy. Intravascular ultrasound
analysis has shown that there are fewer early changes in coronary arteries of transplanted grafts and lower major
~ adverse cardiac events associated with PSI use. On the other hand, early data on PSI use has shown increased
cyclosporine-induced nephrotoxicity, although later trials could prove that nephrotoxicity can be handled with
lower CsA levels. The use of Evl seems to be associated with lower risk of CMV-infection. In contrast to Srl,
Evl seems not to be associated with higher risk for wound healing complications. In summary, early use of Evl
might have a significant impact on long-term graft function, due to its dual action ability (reduction of acute
rejection and direct impact on graft vasculopathy). Side effects have a acceptable incidence and are manageable.

From the experience of using everolimus in Japan and in the United States

1. The use of everolimus for maintenance immunosuppressive therapy after treatment of PTLD
Norihide Fukushima', Goro Matsumiya', Shigetoyo Kogaki?, Toshiki Uchikawa?, Yoshiki Sawa'
Department of Cardiovascular Surgery’, Department of Pediatrics?, Osaka University

2. Calcinulin free immunosuppression with everolimus for renal failure
Miyoko Naganuma', Toshiko Konishi', Natsumi Endo?, Toshiko Nishiyama?,
Akihiko Kawai*, Tsuyoshi Shiga®, Nobuhisa Hagiwara®, Hiromi Kurosawa*
Department of Pharmacy’, Transplant Coordinator?, Department of Cardiology®,
Department of Cadiovascular Surgery*, Tokyo Women’s Medical University

3. Adverse events associated with the use of everolimus
Takeshi Nakatani', Tomoko Kato', Masanobu Yanase', Kuniko Kojima?, Kyoichi Wada®
Department of Organ Transplantation', Department of Pharmacy?,
National Cardiovascular Center

4. Wound-healing complications in patients receiving everolimus
Shinichi Nunoda', Kiyotaka Okajima', Shun Nakajima', Tomoko Kikuchi', Kuniaki Suwa',
Miwa Higo', Reiko Hozo', Tetsuya Mitsuhashi', Akihiko Sekikawa', Kazunobu Shitakura',
Emiko Takasugi', Norihiro Hotta', Yutaka Kubo', Yoshihiko Watanabe', Kuniaki Otsuka’,
Kentaro Yamaguchi?, Hajime Yamaguchi?, Kazuhiko Yoshimatsu?, Yoshihiko Naritaka®,
Kenji Ogawa®
Department of Medicine', Department of Surgery?,
Tokyo Women’s Medical Center Medical Center East

5. Comments from Dr. Kfoury
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'How do you use immunosuppressants after heart trinsplantation ?]

BEE R RS CREUKRZEIE/ O 2B 7 )

. Dr. Zuckermann (7 4 — 2 KZDLEBHE I OT S LA Diré;:tor, F—=ZARUT)

. REEN CRKERRFRFBREFRVIZR SRR DB ES R

1980E LT BT 57 D ARY > OB THEBBIEBMEOEIEIEHRRIIC e
Lhxole, MFRESEL T HTHBHERE XA TS FLIRENRETH 5.
Ftya TR 2 0ARY 2B OMOGREIMEEZEOFEHERE R0,

. Dr.Kfoury (2% 0BT 02 5 L Medical Director, U.S.A.)

. HRHEE (EERFEZER ORI ENED
& 70y AR OBHEEOREMHRE S L THeROoNREE 285 ¥ TH S,
bhbhidy 70y AZARLOBERERET>TETHED. INETORRERN

=,

G 7 A5 S ARMERASE. )NV T 4 AT 7 —<HkAatt]



—iEE 9:05~9:35

v a1l LLALEBE S OBEB R
JER ¢ ARAM—EE (REMREEE KT BRENFD

1. SRIC BV B HRPEFIEOA IS D RFENE - T A0RA TF > EREBAERIE
ELNDRBHER S D b L ERYE O ¥ —RARR RGN, R BREARE
Wl MEEANRE, EMNKERERRE HRENR
RiGE—, SARE. MMEE KEFER’ SHREM. mET

2. IFEERRIGZIERBRICIE D RO U, #BIA T OMBHDA B 2 17 o 72 141
HRETFEMLR? LEFRE Y — DRnESNR
SR NI, SRBIET. fARE— LMPEK, FIEER. REBER
KRE—S, HALER. BE . FR%z UHE=. Fik B EPAE
BMFET. RERS

3. SENBMAIC A6 L IGRIOHE (LSRR o—6
EN ARG oy — BB [ DR
wA WL T, EEEM. PAaRE. MERRER

—REE 9:35~10:25

tyiar2 BHEI—FT3x—%¥—, BHELE, QLE)
FEE YEMET (ENERSHE Y — BEREBET
EREREE (RRETERXRSWbE &)

4. FHEIATLDMEE S U ZEELAZBEOLH - #REIRE B KTHIA TOEZ AL
BHRICBT 2 EZITDONTORHT
FOUARZERAMERD BRENA. [ EERURREELERRE, B LB
ANBET. @R #5 ANE RRE WEN B EHESE. B RS AHFRZE\ BAE—S

5. YBEicHT BHEEE QLB EEREE DN S O - BEHRICET 28R
RRLTERRSREE Bl [ DEDESR
EEEmER, ElET. NaUE?. BREEs?

6. LEBWMBEETOFRKIBIZO0BHEICHTIRAN ~Y 2 r—bAREZEEL T~
KR TERKRERERE Y — H#E AR
TRTET. ANAOE, SaRX. MEA— TaEME. HlRT.
AREAFRET. e RN ERSEA. RBET. =REH BIIRE SERET
PIETEES. JREBLE AR B EOMET KIEHREP

7. MOALLBEE OBEFRBERECHTILVELY MBI T X — & —D&%HE
KECRZEREE B BEERE. R OEOEARY, A BRI
AGREFE. REERR ROK— BEMZ. Sk, KEFRT
mgEER, mEHE. B 5



8. HHAL MR A TOME OB
~BZfE DRI & BB AR U M@ R EE HEORE ~
EERGWEE > -, EEOAE - BB HEN
BIEESET. WOET. BRER

—iREE 15:25~16:25

tyial3 B BEREE) ‘
R @R (KRKZERZRRERD B EERT)
AR B GORKTEMRKRFEREREZ S — AR

9. BHOBIIREZEICH TS IAROYUAZDFRICZDOWT OB
RELTERREREE LY — W
MEEE. MlM—, FwWF. WA, e #R, BEEm. BB,
=REE, BIEE., SE&EET. TENE, BHME, AR B EdWE.
KBFRA

10. B 2ONBEREMERBICHL T, HiCD205ik & RO AZDHHABHRNTH - &
DBMAERIGER O LH
RRKTERKRERERE> S — WE
g R, A, BBHEE. [T, W, AREEM, RRET.
=Rt BIREE, ST TamE, mEAE AR 8 ELEE.
KERFRH

1L SERICBT N A EE/MBIEREEBEO TR - GOHNEORE
ENERGHE Y — LROENR. F OBLEARS, H BESRSEE
BEMIRER, T PEERE. AH B, FEHEEM. REREE.
INFRIE—BR?, Ak’

12, BF—DTH9 5 KBRS B H i
KEERZARADREREDE DB ESR, F SRR
MEEREE. MEMER, EEFRE. ROK-| BREANZ. AREE.
BE M. W B, mEHE B O

13. Toyobo LVASEEZHD.LMEEANRY MIVIRHT
WAL R ZRZGE R AR LBmESNE .
RALKZINEGELWH REat 3 RIswrsE s 52
gz, FHFOEE'. BUESE, JAMER, Ripidk', SEEmL.
BAmA IEAET ZERR'. EE . LRE 2L HARBE—!

4, DBELIELY MY 5 B RIS T TOREIKCT angiography o iE 4l
KRR TERKRZREREE 5 — BEHEA. B AR
B 2. WTHRE. RNRE. |l o, REBET. b I,
TAEME, MEBEE. AR BL O KERLY



	20081023141419_ページ_1
	20081023141419_ページ_2
	20081023141419_ページ_3
	20081023141419_ページ_4
	20081023141419_ページ_5
	20081023141419_ページ_6
	20081023141419_ページ_7

