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ISHLT ¢ INTERNATIONAL SOCIETY FOR HEART AND LUNG TRANSPLANTATION

= | JHLT. 2016 Oct; 35(10): 1149-1205
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Pric¢iny tmrti po Tx - ISHLT

(1/1994 — 6/2015)

0-30Days 31Days-1Year >1-3Years >3-5 Years >5-10 Years >10-15 Years >15 Years

Cause of Death (N=6,238) (N=5,370) (N=3,861) (N=3,347) (N=8,557) (N=5,997) (N=4,053)

Cardiac Allograft

Vasculopathy 84 (1.3%) 187 (3.5%) 456 (11.8%) 448 (13.4%) 1,125(13.1%) 768 (12.8%) 442 (10.9%)

Acute Rejection 272 (4.4%) 500 (9.3%) 393 (10.2%) 164 (4.9%) 167 (2.0%) 56 (0.9%) 25 (0.6%)
Lymphoma 2 (0.0%) 59 (1.1%) 92 (2.4%) 110 (3.3%) 298 (3.5%) 169 (2.8%) 95 (2.3%)
Malignancy, Other 3 (0.0%) 127 (2.4%) 466 (12.1%) 644 (19.2%) 1,821 (21.3%) 1,264 (21.1%) 769 (19.0%)
cMmv 3 (0.0%) 55 (1.0%) 19 (0.5%) 6 (0.2%) 7 (0.1%) 4 (0.1%) 0
Infection, Non-CMV 835(13.4%) 1,671(31.1%) 500 (13.0%) 344(10.3%) 909 (10.6%) 651 (10.9%) 489 (12.1%)
Graft Failure 2,510 (40.2%) 927 (17.3%) 1012 (26.2%) 781(23.3%) 1,622 (19.0%) 1,043 (17.4%) 703 (17.3%)
Technical 456 (7.3%) 84 (1.6%) 28 (0.7%) 27 (0.8%) 92 (1.1%) 73 (1.2%) 49 (1.2%)
Other 272 (4.4%) 365 (6.8%) 304 (7.9%) 256 (7.6%) 670 (7.8%) 393 (6.6%) 305 (7.5%)
Multiple Organ Failure 1,110 (17.8%) 856 (15.9%) 229 (5.9%) CYACKTA) 592 (6.9%) 502 (8.4%) 383 (9.4%)
Renal Failure 29 (0.5%) 50 (0.9%) 53 (1.4%) 105 (3.1%) 470 (5.5%) 486 (8.1%) 394 (9.7%)
Pulmonary 181 (2.9%) 206 (3.8%) 158 (4.1%) 150 (4.5%) 381 (4.5%) 266 (4.4%) 180 (4.4%)
Cerebrovascular 481 (7.7%) 283 (5.3%) 151 (3.9%) 115 (3.4%) 403 (4.7%) 322 (5.4%) 219 (5.4%)

Total Deaths (N) 7,189 6,194 4,754 4,227 11,349 8,708 6,068

JHLT. 2016 Oct; 35(10): Percentages represent % of deaths in the respective time period.
Total number of deaths includes deaths with unknown causes.
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N VASKULOPATIE STEPU

Asymetrické plaky
| Fokalni 1éze

Koncentricka difuzni proliferace intimy

' Dlouhé tiseky cév

- Vyviji se rychle Vyviji se pomalu

_________________________________________________________________________________________________________________________________________________________________

' Postihuje malé vétve l Postihuje vice proximalni useky

- Kalcifikace zfidka Kalcifikace ¢asto

Kolateraly ziidka [ Kolateraly casto

Etiol. — rejekce, imunokompatibilita DR Etiol. — HLP, hypertenze, DM, pohlavi,
systému, veék darce, doba studené koureni, obezita..

ischemie, HLP, DM prijemce, virové

infekce (CMV, EBV, PVB...)

XXV. CKS Brno, 7 - 10. 5. 2017



ISHLT klasifikace of CAV

Classification Severity Definition
CAV, Nonsignificant No detectable angiographic lesion
CAV, Mild Angiographic LM <50% or

Primary vessel with maximum lesion <70% or
Branch stenosis <70%

CAV, Moderate Angiographic LM <50%,
Single primary vessel =70% or
Isolated branch stenosis in 2 systems =70%

CAV; Severe Angiographic LM =50% or
=2 primary vessel =70% or
Isolated branch stenosis in all 3 systems =70% or
CAV;, or CAV, with allograft dysfunction
(LVEF =45%) or evidence of significant
restrictive physiology

A "primary vessel” denotes the proximal and middle third of the left anterior descending artery,
left circumflex, the ramus, and the dominant or codominant right coronary artery. A “secondary
branch vessel” includes the distal third of the primary vessels or any segment within a large septal
perforator, diagonals, and obtuse marginal branch or nondominant right coronary artery.
Restrictive cardiac allograft physiology is defined as symptomatic heart failure with echocardio-
graphic E/A velocity ratio >2, isovolumetric relaxation time <60 ms, deceleration time <150 ms,
or restrictive hemodynamics (right atrial pressure =12 mm Hg, pulmonary capillary wedge pres-
sure >25 mm Hg, cardiac index <2 |/min/m?). Reprinted with permission from Mehra et al. (2).

CAV = cardiac allograft vasculopathy; ISHLT = International Society for Heart & Lung Trans-
plantation; LM = left main coronary artery; LVEF = left ventricular ejection fraction.
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JOURNAL OF THE AMERICAN COLLEGE OF CARDIOLOGY

Viral Endomyocardial Infection is an Independent Predictor and
Potentially Treatable Risk Factor for Graft Loss and Coronary
Vasculopathy in Pediatric Cardiac Transplant Recipients

Mousumi Moulik, M.D.", John P. Breinholt, M.D.2, William J. Dreyer, M.D.3, Debra L.
Kearney, M.D.%, Jack F. Price, M.D.3, Sarah K. Clunie, R.N.2, Brady S. Moffett, Pharm. D.>,
Jeffrey J. Kim, M.D.3, Joseph W. Rossano, M.D.3, John Lynn Jefferies, M.D.,M.P.H.3, Karla
R. Bowles, Ph.D.7, E. O'Brian Smith, Ph.D.°, Neil E. Bowles, Ph.D.8, Susan W. Denfield, M.D.
3, and Jeffrey A. Towbin, M.D.°

Effect of Viral Endomyocardial Infection on Graft Surveval Effect of Viral Endomyocardial Infection on Freedom
2 from Advanced TCAD
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VLIV VIROVE PRITOMNOSTI V DARCOVSKEM SRDCI
NA VZNIK VASKULOPATIE STEPU

U SV. ANNY

Cil prace:
« Zhodnotit vliv pritomnosti virti v darcovskych srdcich na vznik /
progresi vaskulopatie stépu.

Od 1.1.2012 - 30.6.2015

« 70 OTS — zhodnoceno 49 pacientt

* (Odbér vzorku z darcovského srdce v prubéhu OTS

« Koronarografické vySetireni s intravaskuldrnim ultrazvukem (IVUS)

-1ma 1rokodOTS
 Hodnocena virova pritomnost a vyvoj nalezu na koronarnich tepnach.

XXV. CKS Brno, 7. - 10.5.2017
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49 pacientu

H PCR +
H PCR -

¥ PVB19
* HHV6
= CMV

PVB19 - parvovirus B19
HHVG6 — lidsky herpesvirus
CMV — cytomegalovirus
EBV — virus Epstein — Barr
VHS - virus herpes simplex

~ EBV

* PVB19 + HHV6

¥ PVB19 + EBV
PVB19+HHV6+VHS

XXV. CKS Brno, 7. - 10.5.2017



VLIV VIROVE PRITOMNOSTI V DARCOVSKEM
SRDCINA VZNIK VASKULOPATIE STEPU

U SV. ANNY

VYSLEDKY
PCR* PCR -
(38 pacientt) (11 pacient)
SKG + IVUS SKG + IVUS
negat. pozit. negat. pozit.
(28 pac. 74%) (10 pac. 26%) (9 pac. 82%) (2 pac. 18%)

IR

XXV. CKS Brno, 7. - 10.5.2017
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VYSLEDKY - PCR *
PVB19 - 27 pac. (71%)

-SKG pozit. 5 pac. (19%)
(167 £ 249 GE/ug nukleové kys.)

—

~—

- SKG negat. 22 pac. (81%)
(213 £ 297 GE/ug nukleové kys.) —

VLIV VIROVE PRITOMNOSTI V DARCOVSKEM
SRDCINA VZNIK VASKULOPATIE STEPU

SKG + SKG + IVUS
IVUS1Im 12m

1 44 Prenesena Progrese
AS

2 603 Prenesena Bez vyvoje
AS

3 42 Nevyzn. AS Progrese

4 1 Nevyzn. AS Pokrocila

vaskulopatie
5 146 Bez AS progrese
6-22 | 1- 1000 Bez AS Bez progrese
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VYSLEDKY - PCR +

Nejen PVB19 — 11 pacienttu

SKG pozit. 5 pac. (46%)

SKG + IVUS
12m
HHV6 - 235 Nevyzn. AS Vaskulopatie
HHV6 -1 Bez AS Progrese
PVB19 - 75 Bez AS Progrese
+ EBV 30
EBV 60 Bez AS progrese
PVB19-511 | AS stépu Bez progrese
+ HHVG6 - 89

SKG negat. 6 pac. (54%)

SKG +

IVUS 1m

SKG + IVUS
12m

PVB19-1+ Nevyzn. AS Beze zmény
HHV6 - 12

PVB19-104 + Nevyzn. AS Beze zmény
HHV6 — 45 +

VHS - 323

PVB19 - 22 + Nevyzn. AS Beze zmény
HHVG6 - 45

HHVEG - 88 Nevyzn. AS Beze zmény
PVB19-106 + Nevyzn. AS Beze zmény
HHV6- 1

CMV -1 Bez AS Bez AS




e A SKG+ IVUS

U SV. ANNY POSIT. NEGAT.
(12 pac.) (37 pac.)
PVB19 | HHV6 - PVB19 | HHV6
1 12 0 0
0 0 45 323 0
104
603 0 0
29 45 0 0
49 0 0
0 88 0 0
1 0 0
. S 106 0 0
146 0 5 . ;
0 235 0
511 89 0
0 L | oo PVB19 ---
7,5 0 29 1-1000
0 0 60 -
0 0 0
0 0 0
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Koronarografické vysetreni
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./ LECBA VASKULOPATIE

1. Preventivni opatreni:

. Rezimova opatreni

. Statiny

. ACEl/sartany, blokatory CA2* kanala

. [ SWITCH na mTOR (CNI free rezim/ CNI reduk. + mTOR)]

2. Vlastni lécéba:

« PTCA — vyssi riziko restenodzy, dlouhé Giseky, malé vetve
. CABG

 Retransplantace — horsi prezivani

S. Arora, T. Ueland, B. Wennerblom, et al., Effect of everolimus introduction on cardiac allograft
vasculopathy—results of a randomized, multicenter trial, Transplantation 92 (2) (2011) 235-243.



U SV ANNY A VLIV VIROVE PRITOMNOSTI V DARCOVSKEM
SRDCI NA VZNIK VASKULOPATIE STEPU

ZAVER I:

» Vaskulopatie stépu — komplexni proces s mnoha ??

» neprokazali jsme vliv pritomnosti virti na jejim
vzniku/ progresi

» k dg. vhodné koronarografické vysetreni +
IVUS/OCT
» IS terapie zalozena na mTOR
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