E Wada TUE Physician Guidelines

Kidney failure and kidney
transplantation

Prohibited substances: Erythropoietin stimulating agents, glucocorticoids,
diuretics, and beta-blockers

1. Introduction

The aetiology of the kidney failure necessitating transplantation must be well documented with
confirmation by the attending surgeon or nephrologist. Although uncommon in elite athletes, recent
cases of kidney transplantation in high-profile athletes have been reported.

2. Diagnosis

The diagnosis of kidney failure must be accompanied by an appropriate history of documented decline
in renal function confirmed by a nephrologist.

It is necessary to provide the history of declining kidney function and associated evidence that the
criteria for kidney transplantation have been met. This may be provided by the family physician with
appropriate endorsement from a nephrologist.

3. Treatment

In the management of kidney failure and/or post-transplant patients, it is possible that combination
therapy may be required including the use of:

— Glucocorticoids (GCs)

— Beta-Blockers

— Diuretics

— Erythropoietin (EPO) or agents stimulating EPO release (ESA in different forms such CERA and
pergylated forms

— Oral inhibitors of Hypoxic-inducible Factor (HIF) 1 alpha prolyl hydroxylase

4. Route of administration

All agents should be administered orally except for erythropoietin stimulating agents (ESA) which are
administered intravenously or by subcutaneous injection.
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5.

10.

Frequency of administration

Daily doses of GCs (5-10mg daily for maintenance), beta-blockers, diuretics and ESAs in accordance
with current guidelines (see references). For ESAs the current guidelines recommend a target
haemoglobin of up to 120g/L. ESAs should not be prescribed or continued if hemoglobin is greater than
120g/L.

Recommended duration of treatment

The treatment is life-long with recommended annual review by a nephrologist.

Other non-prohibited alternative treatments

Following kidney transplantation, there is no other appropriate, non-prohibited treatment available.

For kidney failure, it is likely that the prohibited treatments may also be necessary.

Consequences to health if treatment is withheld

Given that the criteria for kidney transplantation have been met, the consequences of withholding
prescribed treatment from these individuals will impact significantly upon the function of the
transplanted kidney as well as the health of that individual. This applies to immunosuppressive therapy
(GCs) and cardiovascular medications (including Beta-blockers).

Most kidney transplant recipients will present a history of hypertension secondary to chronic kidney
disease. Untreated, hypertension appears to be linked to reduced long-term graft and patient survival.
Thus, anti-hypertensive therapy, including diuretics, where indicated is essential.

In cases where moderate graft impairment is confirmed, patients may require ESA supplementation
due to reduced EPO production. ESA therapy is indicated as per guidelines for the management of
anemia associated with chronic kidney disease.

Treatment monitoring

Routine assessment of kidney function including monitoring of blood pressure will be at the discretion
of the nephrologist. Haematological and biochemical parameters are routinely measured, so a record
of values are readily available to detect any unexpected changes. As noted previously, ESAs should
not be prescribed or continued when hemoglobin values are greater than 120 g/L.

TUE validity and recommended review process

Lifetime therapy in accordance with clinical status and an annual review is acceptable. Any changes to
the therapeutic regime involving prohibited agents should be well documented and endorsed by a
nephrologist and form the basis of a revised TUE.
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At annual review, athletes treated with ESAs should have blood tests including hemoglobin, hematocrit,
red blood cell count, reticulocyte count. Values for these parameters over the preceding 12 months
should be provided to detect any unexpected changes.

The recommended validity of a TUE for a case of kidney failure or kidney transplantation is 10 years,
with an annual review required to revalidate, as described above.

11. Any appropriate cautionary matters

Kidney failure and transplantation in elite athletes are not a common occurrence. However, there are
documented contemporary cases and the consistent application of good practice guidelines is
essential.
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