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(I·IV). Progression was defined as an increase of focal stenosis 2:30%

or detection of a new coronary lesion after a mean observation period

of 2.8:!: 1.0 years. A multivariate analysis (backward logistic regression)

was performed including potential risk factors for CA VD (see below).

Patients on dialysis were excluded.
Results: Initially plasma homocysteine levels were elevated in the entire

co hort (mean 19.3:!:8.3 ",mol/L) and ranged from 6.6 to 56.4 ",mol/L. A

total number of 106 patients (57,9%) presented with CA VD at first

angiography and progression was detected in 51 transplant recipients

(28%). Patients with progressive CA VD presented with significantly

higher plasma homocysteine levels (21.7:!:6.3 ",mol/L) at baseline

investigation as compared to those with a stable course

(17.4:!:7.7",mol/L) (p< 0.001). These results were independent of

parameters like gender, age, time after transplantation, dyslipopro·
teinemia, cyclosporine blood levels, initial indication for transplantation

and severity of CA VD at baseline examination.
Conclusions: Progress of cardiac allograft vasculopathy is strongly

associated with elevated plasma homocysteine levels. The intervals of

routine surveillance angiography should be shortened in patients with

hyperhomocysteinemia and medical treatment to lower elevated homo·

cysteine is recommended in these patients.
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Introduction. Graft atherosclerosis (TxCAD) is a major determinant of

mortality in heart transplant (HT) recipients. High homocysteine

(tHcy) levels are a possible risk factor for TxCAD. Folate administra·
tion decrease tHcy even in HT recipients, but it is unknown whether

folate administration may delay or prevent TxCAD. The aim of this

prospective randomized trial is to examine the effect of 5·n·methil·

tetra·hydrofolate (MTF) administration on TxCAD.
Methods. 32 recipients (75% males, aged 52:!: 12, 35% with ischemic

cardiomyopathy) who underwent HT between August 1998 and June
2000 were randomized to receive MTF 15mg. Serum levels of tHcywere
determined before HT and 6 and 12 months after HT. Intravascular

ultrasound of proximal 30 mm of left anterior descending was per·
formed after one and 12 months from HT.

Results. 16 patients received MTF and 16 did not (P>O.I for all

baseline characteristics). Mean plasma tHcy increased after HT only in

non·MTF patients, while it decreased in those assuming MTF

(P=0.002). Mean coronary intimal area increased in patients assuming
MTF (+98%;P<0.01) and in those not assuming MTF (+ 102%;

P<O.OI). Among all the study variables, only high LDL levels were
associated to the rate of increase in intimal area (R=0.365, P=0.037).

However, the association between LDL and increase in coronary

intimal area was stronger in non· MTF recipients (R=0.56, P=0.02)

than in MTF ones (R=O.1, P=0.74)

Conclusions. The results of this prospective randomized trial show that

although MTF significantly decreased tHcy after HT, it does not

prevent coronary intimal growth. Although high LDL levels seem to be

a major determinant of coronary intimal hyperplasia , our data suggest

that MTF may reduce the negative impact of LDL on TxCAD.
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Purpose: we wanted to know whether heart transplant patients with cav

benefit from extreme reduction of ldl·cholesterol, crp and fibrinogen by

means of heparin·mediated extracorporealldl/fibrinogen precipitation

(h.e.!.p.) apheresis combined with statins. end points were all cause and

specific mortality and adverse events.
Procedures: we analyzed data of all centers (n= 11) who had treated

patients after diagnosis of cav as described. actuarial survival was

calculated by the life table method and compared with data of the ishlt

registry. follow·up comprised 1983· 6/2002.

Results: 28 patients enrolled had a severe atherogenic risk profile (4.8

risk factors/pat.) including elevated baseline plasma ldl·cholesterol: 185

:!:mg/dl, fibrinogen: 4.1 :!:0.9 g/l, and lipoprotein (a) levels: 38 :!:45

mg/d!. transplantations were performed 1983·1997. cav was diagnosed

angiographically 4 :!: 3 y. after transplantation. h.e.!.p. apheresis was
done every II days, statin medication continued in the highest tolerable
dose. the mean observation time was 10.I:!: 3.4 years after transplanta·

tion. during this period 5 out of 28 patients died (17.8 %): I pat. due to
cav, 4 due to non·cav reasons (n=2 cancer, n= Iurgency gallbladder

operation, n = 1 tricuspidal replacement).

The calculated lO·year actuarial survival is 96 %, the general

expectancy is merely 46 %. the apheresis did not impede immunosup·

pression, lowered cholesterol, crp, and fibrinogen by 60 %, and was weil
tolerated, statins were withdrawn in 3 patients for myalgia.

ConclusioN: After diagnosis of CA V, intensification of treatment by

extreme reduction of cholesterol, fibrinogen, CRP through regular

application of H.E.L.P. apheresis and statins is capable of improving

the outcome: 10 y. after transplantation, 82.2% CA V patients are still
alive.
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Objectives: A cohort of cardiac transplant recipients (CTRs) and

healthy controls were genotyped to test the hypothesis that single

nucleotide polymorphisms (SN Ps) in Paraoxonase·1 and -2 (PONI and

PON2) may be significant predictors of transplant coronary artery

disease (TxCAD).
Methods: PONI M55L and QI92R and PON2 AI48G and S311C SNP

analysis was done by endonuclease digestion after multiplex PCR.
TxCAD was screened with routine annual coronary angiography.

Plasma total homocysteine levels (tHcy) were measured by HPLC.


