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The theory
Adrenal fatigue, according to several online (mainly non-medical) 
publications, is a little-known condition that doctors dismiss. These 
publications claim that sufferers from this condition feel constantly 
tired, and it takes time before this ‘diagnosis’ is made. Their 
symptoms include feeling exhausted, irritable and unhappy. It is 
suggested in the lay press that the adrenal glands in these people 
function below the normal threshold, with the result that individuals 
feel tired and stressed. The internet is inundated with claims from 
people that they suffer from adrenal fatigue. As physicians, our 
responsibility is to determine whether a true medical disorder exists, 
and whether an underlying sinister condition is being overlooked. 
Many patients resort to taking untested supplements or unknown 
formulations and often consult alternative medical practitioners who 
reinforce and promote the existence of adrenal fatigue.

Adrenal fatigue is said to occur when the adrenal glands become 
drained and unable to produce cortisol. It is a label used to describe 
a wide range of vague symptoms including fatigue, insomnia, ‘brain 
fog’, joint pain, allergies and weight gain. This is by no means a 
comprehensive list of all possible symptoms attributed to adrenal 
fatigue. Proponents of the existence of adrenal fatigue suggest that it 
affects hundreds of millions of people globally and that the adrenal 
glands, while not failing, cannot keep pace with the demands placed 
on them. It is supposed to denote a condition in which repeated 
exposure to stressful conditions results in depletion of the adrenal 
glands with resultant functional failure, giving rise to the feeling of 
fatigue. There are no confirmed diagnostic and special investigations 
on how to screen for adrenal fatigue, and there is no ICD-10 code 
delineating it as a recognised clinical disorder.

Assessment of adrenal function
In critical illness, the adrenal glands are submaximally stimulated 
and frequently do not mount the incremental cortisol response 
of 250 nmol/L following the synthetic adrenocorticotrophic 
hormone (ACTH) stimulation test. This is termed relative adrenal 
insufficiency. [1] The diagnosis of Addison’s disease or true adrenal 
failure is confirmed by the simultaneous measurement of early-
morning serum cortisol and plasma ACTH. In equivocal cases, 

the standard 250 µg synthetic ACTH stimulation test is used to 
definitively diagnose Addison’s disease and distinguish it from 
normal adrenal gland function.[2]

Assessment of adrenal fatigue
Various publications on the available methods to assess adrenal 
fatigue and the hypothalamic-pituitary-adrenal (HPA) axis report 
contradictory results, and in most cases the most appropriate 
methodology to assess the HPA axis was not utilised.[3] The usual test 
to diagnose adrenal insufficiency is the synthetic ACTH stimulation 
test. Yet only a minority of studies utilised the synthetic ACTH test, 
and when these tests were performed, they often used lower than 
recommended doses. Moreover, counterintuitively the synthetic 
ACTH stimulation test showed a greater rise in cortisol in presumed 
sufferers from fatigue than in healthy control subjects.[4]

There are several thousand PubMed articles referring to adrenal 
fatigue, but only 13 have examined the HPA axis. A recent systematic 
review of adrenal fatigue has recommended that prospective studies 
should correlate symptoms with a standard-dose synthetic ACTH 
stimulation test.[5]

Alternative practitioners have used various methods to attempt to 
prove the existence of adrenal fatigue, often at great expense, with no 
proven validity. The cortisol awakening response, used extensively 
in the literature to document psychological stress, was one of the 
methods to diagnose adrenal fatigue with diminished response on 
waking. The salivary cortisol rhythm as the measure between the 
change in cortisol between morning, afternoon and late night has 
also been utilised. Two-thirds of participants showed no difference in 
salivary cortisol between healthy control subjects and those who were 
fatigued.[6] Several investigators have proposed late-night cortisol, but 
this has been found in some studies to be lower, similar or higher in 
individuals identified as suffering from adrenal fatigue compared 
with controls, bringing its reliability into question. Naturopaths 
have utilised the whole-day salivary cortisol area under the curve 
to diagnose adrenal fatigue, but this has demonstrated conflicting 
data and the inherent variability of this test precludes its reliability. 
Dehydroepiandrosterone sulphate (DHEAS), a marker of adrenal 
androgen production, has been utilised by some studies to indicate 
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adrenal fatigue by virtue of its lower than normal concentrations. 
However, the correlation of DHEAS with symptoms in supposed 
sufferers has been inconsistent.[7]

Ashwagandha, rhodiola, liquorice root, ginseng, schizandra and 
maca are sold in order to support adrenal function, with no 
objective benefit for this indication. With impaired test results, 
unfortunately corticosteroids are often prescribed with subjective 
symptom improvement. Although corticosteroids may impart a 
euphoric effect and raise exercise tolerance in healthy individuals, 
they have a considerable side-effect profile. Without data for their 
benefit in adrenal fatigue, any risks would be unacceptable.

In our setting in South Africa, the various products listed in the 
paragraph above are available. The conservative accumulative costs 
for these agents are approximately ZAR1 200 per month, with no 
proven benefit and unknown harms.

Conclusions
The Endocrine Society of the USA has issued a warning statement that 
adrenal fatigue is not a medical condition, and a systematic review has 
indicated that adrenal fatigue does not exist.[5] It has been proposed 
that if patient fatigue exists, true hypoadrenalism should be definitively 
excluded, as Addison’s disease is associated with high mortality.

Until there is objective, reproduceable clinical evidence for its 
diagnosis, adrenal fatigue does not exist, and patients should be 
appropriately investigated and managed for their symptoms.
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