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The Right Donor at the Right Time:

How to Juggle the Risk in the Current Heart Failure Era?

Vanderbilt Heart, Vanderbilt University Medical Center, USA

(O Simon Maltais, Nikhil P. Jaik, Irene Feurer,
Mark A. Wigger

INTRODUCTION

Mechanical circulatory support (MCS) is an accepted strategy to bridge patients with advanced
heart failure to heart transplantation (HTxp). Despite established guidelines for HTxp without
MCS, there is no consensus regarding optimal donor criteria in patients undergoing HTxp with
an implanted MCS device.

METHODS

Using the Scientific Registry for Transplant Recipients (SRTR) database, we analyzed adult HTxp
recipients who previously had 1 of 4 long-term MCS devices. Kaplan-Meier and multivariate Cox
regression models evaluated associations of device type and donor-related characteristics with
graft survival.

RESULTS

Between January 1997 and February 2012, 2785 patients were identified. 2674 patients had a
LVAD (HeartMate XVE=724, HeartMate 11=1882, HeartWare=68), while 111 had a TAH. Follow-
up averaged 25*24 (range <1 to 183) months. Graft survival didn't differ between LVAD groups.
TAH was associated with reduced graft survival compared to LVAD (p<0.001). The multivariate
model demonstrates that after controlling for device type (LAVD/ TAH), pulmonary vascular
resistance (PVR), ischemia time, decreased donor age, donor to recipient gender match and
increased body mass index (BMI) ratio were independent predictors of survival.

CONCLUSION

The type of LVAD did not influence survival in patients undergoing HTxp. Donor age, recipient
PVR, short ischemic time, gender match and higher BMI ratio are associated with graft survival.

Considering these donorrelated characteristics may improve outcomes in those undergoing HTxp
with MCS.
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Maintenance Immunosuppression with Everolimus and
de novo Antibody Production After Heart Transplantation

Heart Transplant Program Cedars-Sinai Heart Institute, UCLA, USA

QO Jignesh K. Patel. Michelle Kittleson. Lawrence Czer.
Matthew Rafiei. Lily Stern. Nancy Reinsmoen.
Jon Kobashigawa

Background: Improved outcomes following heart transplantation in recent years have been
chiefly attributed to advances in immunosuppression. It is not known whether the choice of
maintenance immunosuppression impacts antibody production after heart transplantation.
Methods: Between 2006 and 2010 we reviewed 229 patients who underwent first-time heart
transplant for the development of de novo HLA antibodies by flow PRA or Luminex in the first
year after transplantation. We stratified them according to their maintenance immunosuppression
regimen: Cyclosporine/Mycophenolate Mofetil (CSA/MMF)(29 patients); Tacrolimus/MMF (TAC/
MMF)(181 patients) and CSA/Everolimus (CSA/EVR)(19 patients). We determined the number
of patients in each group who developed de novo donor-specific antibody (DSA) and non-specific
antibody. We also reviewed the peak strength of panel reactive antibody (Peak PRA) in each
group in the first year.

Results: De novo antibody production was numerically higher with CSA/MMF (4/29 pts
(14%)) compared with TAC/MMF (15/181 pts (8% )) or CSA/EVR (1/19 pt (5% )). De novo DSA
production was significantly higher with CSA/MMF (3/29 (10% )) vs TAC/MMF (5/181 pts (3% ))
(p<0.05% ). None of the patients on CSA/EVR developed DSA. Peak PRA during the 1st year
was significantly higher with CSA/MMF (42% = 19% ) compared to CSA/EVR (19% ; p<0.05).

Ist-Year Ab Production Ryl L NCish | |CSA/EVR (N=19)
De Novo Antibody Production, N (% ) 4 (14% ) 15 (8% ) 1(5%)
De Novo Donor Specific Antibody Production, N (% ) 3 (10% ) 5(3% )" 0 (0% )
De Novo Non-Specific Antibody Production, N (%) 13%) 10 (6% ) 1(5%)
Pk T g Ve e WP o0 | i | o | e
# of PRA Screens during 1st-Year, Mean Screens = SD 28 £ 21 44 = 27 39 = 20

*p < 0.05 compared to the CSA/MMF Group

Conclusions: The use of tacrolimus compared to cyclosporine in conjunction with mycophenolate
mofetil in heart transplantation is associated with decreased de novo antibody production.
Everolimus however may be the most effective at attenuating antibody production after heart
transplant. Further studies in larger cohorts are needed to confirm these findings and assess

clinical impact.
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DEHF L ZOTFHRIE. FBRELIZEMLL Tnb 2 PRI NS,

[(Hi] BERICBIT 2 NBEE A ESHEOEE L O FiR% 2011 4 4 A Fi# CaMil L 72,
[75:] 2009 4 4 H 205 2012 4F 6 A £ T2 Y B TR L O 7213 DI ARG & 1T o 720
30 Bl OMEE AL CEPEFERS 417 B 21 Bl) 25 & L7z, FRAEER BT IRREL O AE 23 6.
BRI RE O HETRAR 2 B, BIRERLGA 98 361, SR OHEE 261 TH o720 2011 4F 4 H LIRS
WIGHRES S 7z 13 61 (Pre) & 2011 4F 4 H DLEEIZHGT S 72 17 B (Post) D BRIR A D2
EZDFRIZOWTHERN & ITHGET L7z,

[#& 2] Pre # & Post O BET =ICE L CIRNEIH (Pre:6.2 4. Post:6.4 ) . HEAEK (NYHA
class 2L I Pre : 69.2%. Post : 688%) . Z-zBHI= (Pre @ 21.2%. Post : 224%). BNP fH (Pre :
1234pg/dl. Post : 1036 pg/dl). I~ L 7F = i (Pre:1.2mg/dl. Post : 1.2mg/dl) (21X, T
HEHICB W TREHAINA BAEZ RO R0 o 720 £ 72 KB O TABP %75 513 Pre # 23.0%. Post
#E375%TH Y, Pre B TIIAEI XA N LKA 9 B, Post # TIXMAS 22 B, HEAARTIA 7
BlCERE Sz (P=001). Pre BETIX AR S 204 (hfil) OMICZ7THORTF/ZIXEE R
WA XY N 2Fld 7228, Post HETIZ 07 FEOMICTE 2 IFEELRBMA XY MIOHTH -
7z (Log-rank P=0.049),
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2008 4 (40 %) & 0 OASIERDSHEE, FAE 4 2 YBEIERHFANFARL K74 3~ (DOB) @
FRe a2 Bas SN2 0SB IR & 722 0 L [F4E 11 A OBREERE B $% % 47 - 720 RO B A L0
OB BT SNz, TERN - SREOHLL DY ey 73T — 7 Hh 5O DOB #5
2TH 2 FE R BN T OB & 7 o 720 2011 4E 3 A HHEHE SR A A BUH B A Tl o 14
g % 2 N BHEIE DO A E AT 26 2 L1l o 72, BHIERIC LY BEOKEIZAKREED
47kg A5 38.4kg T THH L TH Y. BSA 1.356m° (&£ 1624cm) & HlA AT A L.l o 8
B e LCIdhk LW EEGITd o 72A%, 3DCT % Hv:7- EVAHEART OfFHS%7 4 v 74 v 7 % 4T
V3 IE 20 A AL TE 2 A2 SRR IR o~ TARMK L JERE, i B X OHERR O BERER . HlEN
2B BRME EOMBEEGR R %Y 2 I b —a v Lz L CTHGARTTRE & HIK, 2011484 H.
EVHEART AR % 54T L 720 ADL BEICHPAER B L 72205, BT TE 2138 %
TIZE, W TINEY 2L Tz e 2 A, [WE 1L HIZ RF =251 o5 ) #iBh AR 217
H % 8 COIRBALICEE L7z, fH8IE BEFCff# 51 H BICERPLERE, BIEREBINE % 17> C
W5 o MRIED /NS RFEBINZ BT D AHA AR TRIF B N T OROMT AT 0 7 4 v 74 2 71d, iR
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WRURFAE AR R EBas Rt
O4HHEE . H)IGL—HB, & A&, KRR,
FRIERAR, Mo, EEKHE. WEEF,
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TR IR X ERE A OA I LI LIEEBE L. 3 Wood ML E ORI HIT (PVR) (2L
RO ) A7 2B LA SELHEIMOENTVEAD, MBATOEIC X S 7)) v DHEEDN
fli s MU AE 2 A RIS T A2 L MO N T Do

A mlF & 1, kR BLO A E 12 R PR S I iE (PVR 5.03 Wood. TPG [transpulmonary
pressure gradient] 20 mmHg) % &6 L7 EEOAEORER ZFER L 72, EEDT37 3 V%5
AT DETHEOBREER E % R0 4 720, EVAHEART FAMM & FE1T L 720 Airik Ml ME
FEASERE L. FRICfis FA S5 H T, MEMIE T IZEEICET I 5 b 0 OffiEh Rz LK
TR, MMERITO EAP L DAL L2720 (KA) T2 Fe) Y REEAERSETH L Rt
¥ % 2 125mg/ HZ B A L7z, BA 32 HHRIMATERERH 2479 & s IMEEEdEHE LT 0.
[l f % 289 L ¢ b M IKHTid EA43°, PVR IZ—E L T 20 Wood Hift % TPG I& 10mmHg
DTxa#%LZ (MB),

NN TOIEE R Z 1T > CHBIET HHISMEREICH LTy FeY) VA EEIELEAT 5
FOMMAEEIAH I T L7EF 2 R L 72D T2 2ITHET .

EVAHEARTHEIAA & . SO T7EAZOMITHEZL
A. EVAHEART##EA #1%

[ElE55(bpm)

1750 1900 2000 2100
A RE(mmHg) 13/13/11 11/12/9 10/9/8 9/10/8
A= (mmHg) 43/15 36/13 36/12 34/11
R EhAR(mmHg) 45/20/30 45/18/217 37/18/217 38/16/24
fiti B A 0 & (mmHg) 22/26/21 12/11/11 11/11/10 5/5/5
TPG(mmHg) 9 16 15 19
IDEHE = (L/min) 3.49 397 422 4.49
MR E(L/min/m?) 212 2.4 255 2.73
i f & $E H1(Wood) 2.57 403 355 423
KEIAR(mmHg) 92/74/80 92/80/84 92/84/88 92/86/88

B. Rt 42 125mg/BE A%
B8535k (bpm)

1750 1900 2000 2100
A RE(mmHg) 16/15/14 14/13/12 12/11/11 11/13/11
HZE(mmHg) 39/14 34/13 32/12 28/12
fh B AR(mmHg) 38/22/21 36/18/25 31/16/22 26/14/18
i1 & A I & (mmHg) 21/20/19 19/13/16 16/18/14 12/13/10
TPG(mmHg) 9 8 8 8
MAH E(L/min) 3.80 4.04 412 431
MR ER(L/min/m?) 2.24 2.38 242 2.55
i 0 B 4 471 (Wood) 2.1 2.23 1.94 1.86
KEIR(mmHg) 108/74/90 106/82/92 102/82/90 102/86/90
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