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Introduction

Fludrocortisone acetate (trade name in Australia, Florinef) is a synthetic mineralot
adrenocortical steroid.

It possesses:

° Very potent mineralocorticoid properties

° High glucocorticoid activity.

It is used:

° In conjunction with glucocorticoids in patients with adrenal insufficiency.

° For patients with orthostatic hypotension associated with autonomic neuropathy.

Classification

Naturally occurring adrenocortical steroids:

The naturally occurring adrenocortical steroids are:
° Hydrocortisone (or cortisol)
° Cortisone

These have both anti-inflammatory (glucocorticoid) and salt retaining properties, ie
mineralocorticoid properties).

They are principally used as replacement therapy in adrenocortical deficiency states.

Synthetic corticosteroids:

The synthetic corticosteroid compounds include:
° Prednisolone
° Prednisone

° Dexamethasone



° Methylprednisolone
° Fludrocortisone
These are mainly used for their anti-inflammatory properties.

Classification according to predominant activity:

1. Synthetic agents with marked glucocorticoid activity and an absence of
significant salt-retaining activity:

° Dexamethasone

° Prednisolone

° Methylprednisolone
° Betamethasone

These drugs are primarily used for their potent anti-inflammatory effects.
2. Synthetic agents with predominant mineralocorticoid activity:
° Fludrocortisone

It is used as a mineralocorticoid replacement for patients with primary adrenal
insufficiency and as a treatment for orthostatic hypotension.

3. Agents with a combination of both glucocorticoid activity and mineralocorticoid
activity.

° Hydrocortisone
Preparation
Tablets:
° Fludrocortisone acetate 100 micrograms.

Mechanism of Action

The principle therapeutic action of fludrocortisone lies its potency in mineralot effects,
retaining sodium and water and promoting the excretion of potassium.

Pharmacodynamics

The physiological action is similar to that of hydrocortisone.



However, the effects of fludrocortisone acetate, on electrolyte balance, is considerably
heightened and prolonged.

In small oral doses, it produces marked sodium retention and increased urinary potassium
excretion.

It also causes a rise in blood pressure, probably because of these effects on electrolyte
levels.

Duration of biological action is one to two days.

Pharmacokinetics

Absorption:

° Fludrocortisone is administered orally.
Distribution:
° Fludrocortisone is highly protein bound

Metabolism and excretion:

° Fludrocortisone is metabolized in the liver to inactive metabolites which are
then eliminated by the kidneys.

° The approximate half-life of fludrocortisone is prolonged at 18 - 36 hours.
Indications
Indications include:

1. Mineralocorticoid replacement in cases of both primary and secondary, acute or
chronic adrenal insufficiency:

° Patients with primary adrenal insufficiency have better symptom control
when they receive routine mineralocorticoid therapy as well as
glucocorticoid replacement.

Adequate mineralocorticoid replacement allows good control at a lower
glucocorticoid dose.

This minimizes the long-term adverse effects of glucocorticoid excess.

2. Orthostatic hypotension associated with autonomic neuropathy.



Contra-indications/precautions

These include:

1. Patients with suspected or known hypersensitivity to fludrocortisone or any of the
inactive ingredients.
2. Heart failure/ hypertension:

) These may be exacerbated by electrolyte changes and fluid retention;

monitor and adjust fludrocortisone dosage carefully.
3. Hypokalemia:

° This may be exacerbated by fludrocortisone-induced urinary potassium
loss, monitor and treat accordingly (potassium supplementation may be
needed).

Pregnancy

Replacement therapy safe to use; Australian category A. 2

Breast feeding:

Caution, insufficient data.

Adverse Effects

Chronic excessive dosage may result in:

1.
2.
3.

4.

Dosing

Salt and water retention with oedema
Hypertension
Hypokalaemia

Weight gain

Adrenal insufficiency:

The usual maintenance dose of fludrocortisone in chronic adrenal insufficiency is:

Fludrocortisone 100 micrograms orally, once daily.

The usual dose range is 50 to 300 micrograms daily.



Unlike the situation with the glucocorticoids, acute adjustments of mineralocorticoid
dose are not necessary for stress or intercurrent illness. *

Orthostatic hypotension due to autonomic neuropathy:

° Fludrocortisone 100 micrograms orally, daily, increasing according to response
up to a maximum of 300 micrograms daily



Appendix 1

Physioloqgy of the Adrenal Gland:

Zona fasciculata

Zona relicularis
Multinucleated mass
of protoplasm

Medulla

Cross sectional anatomy of the adrenal gland, (Gray’s Anatomy 1918).
The Adrenal Cortex:
This consists of 3 zones:
° Zona glomerulosa:

v This layer is the main site for production of the mineralocorticoid
hormone, aldosterone.

° Zona fasciculata;

v This layer is the main site for production of the glucocorticoids (mainly
cortisol).



o Zona reticularis:

v This layer is the main site for production of androgens; mainly
dehydroepiandrosterone (DHEA), DHEA sulfate (DHEA-S), and
androstenedione (the precursor to testosterone) in humans.

The Adrenal Medulla:

) The chromaffin cells of the medulla are the body’s main source of the circulating
catecholamines; adrenaline (80 %) and noradrenaline (20 %).
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