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ABSTRACT

Background and Objectives : An immunosuppressive regimen including the use of mycophenolate mofetil (MMF)
and an interleukin-2 monoclonal antibody (IL2ZmAb) has shown promise to prevent acute rejection after heart
transplantation. There has been a lack of report on the evaluation of the efficacy and safety of this regimen in
patients receiving heart transplants in Korea. Subjects and Methods : From November 1992 to December 2003,

111 consecutive patients who had received heart transplants in our institute were classified into two groups: pati-
ents who received the immunosuppressive regimen with MMF and an IL2mAb (group A, n=51) and patients
who did not receive the regimen (group B, n=60). We compared the clinical outcomes of patients in each group
including the survival rate and the occurrence of acute rejection and infection at 24 months post transplantation.
Results : Both drugs were tolearated in all patients except in 5 patients who complained of gastrointestinal side
effects due to MMF. Despite a longer ischemic time (137.4 % 54.6 vs. 92.31+25.8 hours, p<0.05) and a lower se-
rum level of cyclosporine (212.366.8 vs. 259.1 =62.1 ng/mL, p<0.05), the rate of treatment for acute rejection
was lower in group A than in group B (16% vs. 53%, p<0.05). In addition, the median time to the first treat-
ment for acute rejection was almost twice as long for group A as for group B (91 vs. 43 days, p<0.05). The 2-year
survival rate and the incidence of major infection requiring hospitalization in both groups were 94% vs. 88%
and 26% vs. 21%, respectively, which were not statistically different. Conclusion : An immunosuppressive regi-
men including the use of MMF and an IL2mAb is efficacious and safe as a prophylaxis against acute rejection
without the increased risk of major infection in patients who have received heart transplants in Korea. (Korean
Circulation J 2006;36:794—801)
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Number Number
ALA/CsA/PD 44 MMF/IL2mAb/Csa/PD 51
CTx/CsA/PD 10 MMF/CsA/PD 4
Others* 6
Excluded
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1992 1997 2003

Fig. 1. Treated immunosuppressive agent regimens in study patients.
Others* included CsA/azathioprine (n=2), CsA/PD (n=3), and CsA
alone (n=1). AZA: azathioprine, CsA! cyclosporine, IL2ZmAb: inter-
leukin-2 monoclonal antibody (basiliximab 40 patients, daclizumab
11 patients), MMF: mycophenolate mofetil, PD: prednisolone.
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Table 1. Clinical characteristics of the study patients

Group A Group B
(n=51) (=60 P

Recipient data
Age (yr) 41.1%+13.2 36.8£139 0.100
Gender (male/female) 41/10 48/12 1.00

NYHA class 3.4%0.5 3.4£0.5 0.984
Pre-transplant diabetes (%) 4(17.8) 1(17) 0.544
Underlying disease (%) 0.489
DCMP 35 (68.6) 48 (80.0)
CAD 6 (11.8) 2(3.3)
VHD 2(3.9) 3( 5.0
HCMP 2(3.9) 3(5.0
ARVD 2(3.9) 1(1.7)
Others 4(1.8) 3(5.0
Donor data
Age (y) 301498  257+83 0014

Gender (male/female) 44/1 48/12 0.454
Ischemic time (hours) 137.4£54.6 92.3+25.8 <0.001

Mean HLA matching 1.3£1.0 1.1+£0.8  0.180

ARVD: arrhythmogenic right ventricular dysplasia, CAD: coronary
artery disease, DCMP: dilated cardiomyopathy, VHD: valvular heart
disease, HCMP: hypertrophic cardiomyopathy, NYHA: New York
heart association, HLA: human leukayte anergen
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Fig. 2. Changes of serum cyclosporine level. Group A had lower serum
cyclosporine level through study periods. *: p<0.05 vs. Group A.
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Fig. 3. Changes of serum creatinine level. Group A had lower serum
creatinine level at 12 months post transplantation. *:p<0.05 vs.

Group B.
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Fig. 4. Occurrence of renal dysfunction after heart transplantation.
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Fig. 6. Rejection index according to the immunosuppression regimens.

#: p<0.05 vs. Group A.

100

@ °
P 80
o
°
2 60 -
I
2
o
e 4w
=
ie]
1% L
_% 20 p<0.05 —o— Group A
o —O— Group B

0 1 1 1 |

0 6 12 18 24
Follow-up duration (months)

Fig. 7. Kaplan-Meier survival curves for rejection free survival at 24
months post-transplantation.
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Fig. 8. Kaplan-Meier survival curves for rejection free survival at 24
months post-transplantation between basiliximab and daclizumab.
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Fig. 9. Kaplan-Meier survival curves for infection free survival at 24
months post-transplantation.

Table 2. Incidence of infection episodes requiring hospitalizatoin

Group A Group B
(=51) _ (n=60) P
Total infection 13 (26%) 12 (21%) 0.490
CMYV infection 3 1 0.332
Aspergillus pneumonia 4 0 0.042
Surgical wound infection 1 2 1.000
Empyema 1 1 1.000
Sepsis 0 1 1.000
Tuberculosis 0 2 0.499
PCP 0 1 1.000
Pneumonia 2 3 1.000
Fever 2 1 0.593

CMV: cytomegalovirus, PCP: pneumocystis carinii pneumonia

Table 3. Causes of deaths from base-line through months 24 in study
patients

Group A Group B
(n=51) (n=60) P
Total deaths 2 (4%) 7 (12%) 0.175
Rejection 0 2( 3%) 0.499
Infection 1 (2%) 2( 3%) 1.000
Cardiovascular events
TxCAD and AMI 0 1(2%) 1.000
Sudden death 1(2%) 0 0.459
Suicide 0 2( 3%) 0.499

AMI: acute myocardial infarction, TxCAD: transplant coronary
arteriopathy
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Fig. 10. Kaplan-Meier survival curves for survival at 24 months post-
transplantation.
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