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Lessons Learned in the Surgical Management of
Pediatric Patients Undergoing Heart Transplantation

Jonathan M. Chen, M.D.
JOVETP KRS

Sustained improvement in preoperative selection, intraoperative
management and postoperative care has rendered transplantation the most
effective surgical treatment for infants, children and teenagers with end-stage
heart disease. Beyond the ‘simple’ procedure for cardiomyopathy, more complex
reconstructions demanded by congenital anatomy provide new challenges for
surgical repair. In particular, patients with single ventricle anatomy-— most of
whom have had several prior operations with resultant distortion, stenosis or
absence of pulmonary anatomy—present a particularly challenging subgroup.

Careful preoperative evaluation and risk stratification is essential
to posttransplant outcome. While many individual risk factors have had
diminishing importance with the advent of newer medical therapies, others
continue to contribute a substantial negative influence on postoperative
mortality. In addition, the cumulative impact of multiple risk factors cannot
be underestimated. Understanding the technical challenges of congenital
transplantation requires careful planning in the pretransplant evaluation. Careful
assessment of which patients will wait the longest—and thus will more likely
require mechanical support for survival—is paramount.

Both ECMO and VAD support have provided effective means to bridge
patients to transplantation. Selecting the proper device for a given patient
involves consideration of the type of end-organ failure, the estimated duration of
support, and the overall size of the patient.

Finally, several special areas deserve note. Surgical evaluation for
mechanical assistance must always take into account the short and long-term
goals. Candid discussions with parents and patients prior to implantation, with
a clear understanding of potential undesirable outcomes, and the limitations of
technology, are crucial to avoid later ethical conflict. Alternate list strategies can
help to address some such issues of fairness in organ distribution, but ultimately
honesty in assessing posttransplant outcome is a moral obligation. Lastly,
because transplantation involves a scarce national resource, cost containment for

any given case, is a societal imperative.
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Calcineurin Inhibitor-free Immunosupression using Everolimus
(Certican) after heart transplantation: 2 years’ follow up

Jorg Stypmann
SaAVAY—KF

Purpose

Everolimus is a proliferation signal inhibitor (PSI) which has 2004 been introduced
for heart transplant recipients. To date, there is only sparse data about long term
calcineurin inhibitor (CNI)-free immunosuppression using everolimus. This study
reports the 2 years’ results of CNI-free immunosuppression using everolimus after
orthotopic heart transplantation (HTx).

Methods and material

Patients after HTx receiving everolimus were enrolled over a period of 9 months.
Reasons for switching to everolimus were side effects associated with prior CNI
Immunosuppression, such as deterioration of kidney function and recurrent rejection
episodes. All 60 patients underwent standardized switching protocols, 42 patients
completed 24-months follow-up. Blood was sampled for lipid status, renal function,
routine controls, and levels of immunosuppressive agents. On days 0, 14, 28, and
thereafter every 3 months, echocardiography and physical examination were
performed. Biopsies or angiograms were carried out only if rejection was suspected.

Results

After switching to everolimus, most patients recovered from the side effects associated
with CNIs. Renal function improved significantly after 24 months (creatinine: 2.1 =0.6 vs.
1.8+ 1mg/dl, P<0.001; creatinine clearance: 41.8 £ 22 vs. 48.6 = 21.8ml/min, P<0.001). Blood
pressure was significantly higher after 24 months (RRsystolic 119+11 -> 127 £ 17mmHg
(p=0.06), RR diastolic 75+ 6 —> 81 = 1lmmHg (p=0.001)). Tremor, peripheral edema,
hirsutism, and gingival hyperplasia markedly improved. Levels of interleukin 6 where
stable when comparing baseline and 24 month. Temporary adverse events occurred in
62 cases (84% of them light adverse events [light: skin disorders (acne) (n=23), oedema
(n=11), lipometabolic disorders (n=10), other (n=2); moderate / severe: influenzal infection
(n=6), pneumonia (n=6), rejection (n=1), other (n=4).]

Conclusion / Outlook

CNI-free immunosuppression using everolimus is safe, with excellent efficacy in
maintenance heart transplant recipients. Arterial hypertension and renal function
significantly improved. CNI-induced side effects such as tremor, peripheral edema,
hirsutism, and gingival hyperplasia markedly improved in most patients.

£ 28 ORADERENSTR / 2009.10.31
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